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Overview

A Membrane receptor targets

A Intracellular downstream signaling targets

A Intranuclear targets

A Summary



Membrane receptor targets



IGF-1R and Downstream Signaling
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IGF & IGF-1R In CC

A Tetrameric receptor cell membrane that
mediates cell proliferation, motility and
protection from apoptosis

A IGF-2 mRNA and protein is expressed in 33%
CC (Lambert et al, IJC 1990)

A IGF-1R protein expressed in 90% CC, no
expression in normal mucosa (Weber et al,

Cancer 2002; Ouban et al, Hum Pathology
2003)

A IGF1 protects CC cells from apoptosis
(Remacle-Bonet et al, Cancer Res 2000)




IGF & IGF-1R In CC

A Overexpresion of IGF-1R is an independent factor for
OS (Takahari D et al, Oncology 2009)

I 91 patients with CRC; 53% overexpresion

A Expression of IGF/IGF-1R associated with proliferation
and tumor stage (Peters et al, Virchows A 2003)

I 713 patients with CRC
i IGFlin 7.5%, IGF2 in 12.6%, IGF-1R in 99.6%
I Association between IGF1 & Ki67 and IGF2 & stage

A Primary resistance to cetuximab/panitumumab)
associated with IGF-1 (Scartozzi et al, ASCO 2009)
expression but not with IGF-1R (Cappuzzo et al, BJC
2008)



IGF & IGF-1R In CC

A Blockade of IGF-1R in CC cells and xenografts
results in growth inhibition (Reinmuth, Clin
Cancer Res 2002; Bauer; ASCO Gl 2004)

A Activity of IGF-1R inhibitors in cancer cells
bearing K-Ras mutations



Anti IGF-1R compounds in clinical

development

Compound Type Manufacturer
IMC-A12 Human MoAb Imclone
CP-751871 Human MoAb Pfizer
AMG-479 Human MoAb Amgen

R1507 Humanized MoAb | Roche
MK-0646 Humanized MoAb | MSD
AVE1642 Humanized MoAb | Sanofi-Aventis
Insm-18 TKI Insmed
BMS-554417 TKIs BMS

BMS-536924




MK-0646 PNOO4

Randomized, Double-Blinded, Placebo-Controlled
Study of MK-0646 in Metastatic Colorectal Cancer

Phase Il

MK-0646: Arm A

MK-0646* + irinotecan + cetuximab
*10 mg/kg over 40 min, once weekly

MK-0646: Arm B

MK-0646* + irinotecan + cetuximab

*Loading dose of 15 ma/kg over 60 min; then 7.5 mg/kg
over &0 min every other week, alternating with placebo

Randomization
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CONTROL: Arm C
Placebo + irinotecan + cetuximab

A bL-week, open-label safety assessment will be conducted for each of the two MK-0646 treatment arms.

Amended for K-Ras wild type

ClinicalTrials.gov



Panitumumab + AMG479 vs
Panitumumab + AMG102 (anti-HGF)

s A Global, multicenter, open-label
— phase 1b and randomized,
double-blinded, 2 part, phase 2
study designed to evaluate the
safety and efficacy of AMG

102 or AMG 479 in
combination with panitumumab
versus panitumumab alone in
subjects with mCRC whose
tumors are wt K-Ras status

A 132 patients refractory to Iri-
and/or Oxl-based
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ClinicalTrials.gov



FOLFIRI + placebo vs FOLFIRI + AMG479
vs FOLFIRI + AMG655 (DR5)

A Phase 2, multicenter, randomized,
double-blind, double-dummy,
placebo-controlled, three-arm trial
 ARMAL to be conducted in the United

BEHGHOUCMIl States, Europe, and Asia.

A Approximately 150 eligible K-Ras
F-IZZILFI.;II:lfllq,&,Ef:,i1|:3 479 mutant mMCRC subjects who have

12 mg/kg + Placebo Q2W failed first line fluoropyrimidine and

oxaliplatin-based regimen with or

without bevacizumab will be
randomized in a 1:1:1 ratio to
receive AMG 655 with FOLFIRI, or

AMG 479 with FOLFIRI, or placebo

with FOLFIRI
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PDGFR

A 5 dimeric isoforms of PDGF, 2 receptors (U & b))
A Downstream signaling through Src and PI3K/Akt
A Involved in cellular proliferation, survival and migration

A PDGF expressed in 83% CC and related to microvessel
density (Takahashi, JINCI 1996)

A Stimulation of PDGF increases CC cell growth in vivo
(Hsu, J Cell Physiol 1995)

A Compounds in development:
I Imatinib (STI571) I Vatalanib (PTK787)
I Sumatinib (SU011248) I AG-013736
I Sorafenib (BAY 43-9006) 1 AMG706
I CP868596 i MLN518
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A HGF was originally described as a mitogenic
factor of hepatocytes during liver regeneration

A Released |

n response to partial hepatectomy

and liver injury

A HGF signaling contributes to tumor progression
and metastasis In several human cancers







