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CT scan

IGF2 = 53ng/ml

NR (IGF2Big)<18ng/ml

Diagnosis

Solitary Fibrous Tumour
(Haemangiopericytoma)
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Insulin-like growth factor 2

R67 87 R104

l Cleavage sites

@ O-glycosylation

7.5 kDa S71T72T75 T139
14 15 16 24 Il 14 A0 5§ b
IGF-1 1 --GP=-ETLOG AELYD A LOFYVOGDRGFYF MK PTGYGSS SRR APQT GIY D ECCFRSCDL ER LE M YCA PLE PaksS A T
IGE-IT 1 AYRP QFT’LE{“ GELYVD TLOFYCGDRGEFYFSR PASR-- VSRR S -- RGIVE ECCITRSCDL LE T YCA==TPFAKSE &7
1627 +3 J 40 =) S
i3 i K I 2324 28

losulin al GIVEQCC I‘SIEE-L":’QLEN‘L CN = FYNQHLCGSHLVEALYLVCGERGFFYTDKT b3o

w-chiin h-eluin

l.'“i'

Qe
{JI'T"M




Insulin-like Growth Factors- Endocrine, Paracrine, Autocrine
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PET (glucose) scan
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Sarcoma Growth Switch Signal/ GF/ Function
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@ IGF1R
| |

Loss of function Gain of function Gain of function

Decreased Expression
Protease cleavage

Loss of imprinting (LOI)
Increased expression

Increased Expression
Kinase Mutation
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Strategies for Targeting the IGF pathway

Recombinant IGFBP3 Protease cleavage mutations
IGF independent activity

IGF1R Humanised anti-IGF1R Antibodies
Small Molecule Kinase Inhibitors

IRA resistance

Humanised anti-IGF2 Antibodies IGF2 specific
Soluble Recombinant IGF2R
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IGFBP3 in Ewing Sarcoma
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IGF1R expression in GIST biopsies
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cohort study

Safety, pharmacokinetics, and preliminary activity of the
anti-IGF-1R antibody figitumumab (CP-751,871) in patients
with sarcoma and Ewing's sarcoma: a phase 1 expansion
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2009 Lancet Oncology
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Table & Compounds In clinical devedopment that targat the nsulin-lilke growih facior 1 receptor,

Typa Compound Company 1y Devolopmant  Typo of tumars Efficacy in
of agent phase of targeled combination
testing and reforencs
Ansbody  CP-751.871% Plizer 1.8nM IGF1  Phase | LUl Adriarmycin, §-FU%0
Igia2 Eariching
Antibody  EM16477; ImmnoGen KyOinM  Precinical—  90invitro and 2740 Gemcitabine™
AVE 164270 Sanafi-Avents iry witro, &0 wheo  viva cell Bnes

Angbody  IMC-A12 Y imCona 1 nid 1GF1 Phasa | Clinical soli umors  G225%

binding
AnuDody H150 Hoche A Prase | Sl Lo i whn MNH

Colo205, NCI-HEZ2M
fndibody  AMGATD Amginn K =03nM Phasa| i1 wivio iGolko-205, Gasmcitiatirg,
BaPC-3, MiaPaCa inratacan
AnsDody 1802 Schenng A Prachnical— MSCLE, MNH
in witrn, dn wivo  owarian A2 THD

Ansibody  hTCAOM Piorrs FabwaMorck  42nMIGF-1  Preclinical—  MCF-T, AR48 eic Marvelbine, C225%

binding dn v, in wivo
TKinhibitor PP 4447 Karolinskn inatihde  <0.05uM Preclinical— MM, iveal malanoms  NA
non-ATP in wifing, AR Wheo
TH A 538 Habiaw IC50=81nM Preclinical—  Breast, prosiate MA
infibitor AGTO2A ol Jenmadam i vilvg, i wivo  liukamin afc.
ininbibor in wilrg, & o
T® NVP-ADWTAZA-100  Movariis 017 uM Praclinical— MM, SCLC ced imatinit, B
inihibitor in vitro, in wivo  lines"™ carboplatin'™
L NVP-AEWSS41 S8R10T - Novartis 0.086 UM Preclinical—  Sarcoma, NET Vincristine,
ininibitor i witro, n vivo starmice "
TH BIAS-55441 740 Bristol-Myam Squibl 67 9nM Preclinical—  Leukermia. breast and  NR
inlbiton in Wiy, 4 wivo:  Owarian canoe
TH EHE'--E'JEE‘?-ﬂ"W Brastod-kyers Squibly 100 Priaclirical — Proatabe, colon, MA
iniibitorn in wilfo, in vivo  pancreatic

dibtwmiations: FLE, Mucmaracil, IGF, rmubne-loy growsh facion; MM, meibipls imypicma
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Tao Y et al. (2007) Mechanisms of Disease: signaling of the insulin-like
growth factor 1 receptor pathway—therapeutic perspectives in cancer
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Endocrine Feedback after IGF1R inhibition
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Anti- IGF1R antibody targeting in sarcoma

Well tolerated Resistance through IRA
activation

No evidence of severe

Glycaemia derangement Combinations with other drugs

Feedback effects on IGF1 Longer term effects

No immediate cardiac or growth Adjuvant treatments

effects

More studies in sarcoma
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News

12/22/2009

Roche/Genetech decide to halt development of their IGF-1R antibody
SARC recently was informed of the Roche/Genentech decision to
discontinue the development of their IGF-1R antibody they now call RG-
1507. Understandably, we are disappointed. At our most recent meeting
with Roche they agreed that the management decision was not based upon
the very preliminary unscheduled look at data from SARC 011, We believe
that this drug has shown important clinical benefit and are encouraging
Roche to continue the development of this antibody through an alternative
mechanism. Our SARC-011 clinical trial has not been completed. We have
informed our sites to continue to follow the protocol for patients actively
receiving treatment and for those in follow-up. Roche has assured us that
patients on treatment will continue to receive study drug. We are working
out logistics for the study completion/closure. We want to thank those who
have participated in this trial. We remain committed to understanding
better the role of IGF-1R blockade in the treatment of sarcoma. SARC 011
has taught us as a community many important lessons. It will also provide
important new clinical insight to better serve our patients in the future,
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Thank you
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