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AVERAGE % WEIGHT CHANGE

257
--4--Combo Vehicle bid, gd po

20 —m— Compound | 75 mg/kg bid po

15 --0--Erlotinib HC 67 mg/kg gd po
L ~—4-Erlotinib HC 100 mg/kg gd po
i% 104 —CF-Compound | 75 mg/kg bid + Erlotinib HCl 67 mg/kg gd po
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MEAN TUMOR VOLUME (mm3) + SEM
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--&--Combo Vehicle bid, gd
—@—Compound | 75 mg/kg bid
--&--Erlotinib HCl 67 mg/kg gd
—--Erlotinib HCl 100 mg/kg gd

—-Compound | 75 mg/kg bid +
Erlotinib HCl 67 mg/kg qd
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Fig. 3

PCT/EP2011/064050

—e— (Combo Vehicle

--3-- Compound 175 mg/kg
----- - Elotinib HC 67 mg/kg
-5~ Elotinib HCl 100 mg/kg

-4~ Compound ! 75mpk +
Elotinib HCl 67mpk
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AVERAGE % WEIGHT CHANGE

—&— Combo Vehicle bid, 2x/wk po, ip

—&— Cetuximab 40 mg/kg 2x/wk ip

--0-- Compound | 25 mg/kg bid po
257 - Compound | 75 mg/kg bid po
304 —0+ Compound | 25 mg/kg + Cetuximab 40 mg/kg bid, 2x/wk po, ip
--a-- Compound | 75 mg/kg + Cetuximab 40 mg/kg bid, 2x/wk po, ip

T ] 1 1 H i
14 16 18 20 22 24 26 28 30 32 34
DAYS POST-TUMOR IMPLANT

Fig. 4



WO 2012/022724 PCT/EP2011/064050

5/9

~~&~~ Combo Vehicle bid, 2x/wk

—&— Cetuximab 40 mg/kg 2x/wk . .
-~ Compound | 25 mg/kg bid TGH%) N PR CR LS{%)

-~ Compound | 75 mg/kg bid ;j} ig g ;i
—~ Compound | 25 mg/kg + 93 10 o 75
0
3

Cetuximab 40 ma/kg bid, 2x/wk
3000- g/Kg >100 9 97

58001 % Compound [ 75 mg/kg + >100 10 122
26001 Cetuximab 40 mg/kg bid, 2x/wk
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PERCENT SURVIVAL
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—g— Combo Vehicle

===== 4 Cetuximab 40 mg/kg

= Compound | 25 mg/kg

—&— Compound | 75 mg/kg

~-g-- Compound | 25mpk + Cetuximab 40mpk
=--0--Compound | 75mpk + Cetuximab 40mpk
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—&— Vehicle bid, g4d x5, 2x/wk

—&— jrinotecan HC 40 mg/kg g4d x 5

--o-- Compound | 25 mg/kg bid

-~ Cetuximab 40 mg/kg 2x/wk

—~- Compound | 25 mg/kg bid + irinotecan HC 40 mg/kg g4d x5
35,  --#- Cetuximab 40 mg/kg 2x/wk + irinotecan HCl g4d x5
304 —<— Compound | 25 mg/kg bid + Cetuximab 40 mg/kg 2x/wk

254  —o— Compound | 25 mg/kg bid + Cetuximab 40 mg/kg 2x/wk +
20 irinotecan HCl 40 mg/kg q4d x5
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—&—- Vehicle bid, g4d x5, 2x/wk TGH%) N PR CR ILS(%)
. 59 10 0 0 17
—&— jrinotecan HCH 40 mg/kg g4d x 5 26 10 0 0 80
--4— Compound | 25 mg/kg bid 58 10 O o 27
, _ 98 10 4 0 163
—-- Cetuximab 40 mg/kg bid 92 10 O 0 80
—o- Compound | 25 mg/kg bid + >100 10 5 0 127
irinotecan HCI 40 mg/kg g4d x 5 >100 10 9 1 250
--8-- Cetuximab 40 mg/kg 2x/wk +
irinotecan HCl 40 mg/kg g4d x 5
—<-- Compound | 25 mg/kg bid +
Cetuximab 40 mg/kg 2x/wk
—o— Compound | 25 mg/kg bid +
Cetuximab 40 mg/kg 2x/wk +
irinotecan HC 40 mg/kg g4d x 5
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—&— Vehicle

—&— irinotecan HCl 40 mg/kg

----- 4 Compound | 25 mg/kg

--e-- Cetuximab 40 mg/kg

~ Compound | 25mpk + irinotecan HCl 40mpk
--01-- Cetuximab 40mpk + irinotecan HC 40mpk
—=O= Compound | 25mpk + Cetuximab 40mpk

-~ Compound | 25mpk + Cetuximab 40mpk +
irinotecan HCl 40mpk




