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[Sunitinib]

SUTENT® (Sunitinib) Background

/ Usage
o GIST (gastrointestinal stromal tumor)
» used when Gleevec® does not inhibit cancer growth or when

one cannot take Gleevec®
» Advanced kidney cancer (advanced renal cell carcinoma)

Pharmacology
* Inhibits all known PDGF and VEGF receptors

o

J

SUTENT® is a registered trademark of Pfizer

Gleevec® is a registered trademark of Novartis
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Experimental Design Ll

e Step I: Evaluate the compound of interest against a panel of
biochemical kinase assays

— Determine selectivity and potency across a broad kinase panel

— SelectScreen® Kinase Profiling Service

e Step ll: Determine the compound’s effect in a cellular environment
— Analyze selectivity and potency against multiple cellular pathways

— SelectScreen® Cell-based Pathway Profiling Service

SelectScreen® Services can support you through each step
of your screening process
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Step |: Biochemical Profiling prtat il oot

e Determine selectivity and potency ICq, Profiling

across a broad panel of kinases
— Profile SUTENT® in single point at
1uM against 260 kinases at app
ATP

— Follow up with ICg
determinations
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low nanomolar
sub-micromolar ]100-1000 nM
low micromolar }1000-10000 nM
above range > 10000 nM
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Step |: Biochemical Profiling et ifrornidl
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SelectScreen® Kinase Profiling
Results

Highly non-selective inhibitor that hits multiple

targets across all families

PDGFR, KDR, KIT, CSF1R. FLT3, and RET are
known targets for SUTENT®

Nat. Rev. Drug Discov. 6, 734-745 (2007)

Biochemical profiling of SUTENT® shows a highly non-selective inhibitor profile
across all families
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Step II: Cell-based Profiling

IC,, Cell-based Profiling
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* Evaluate selectivity and potency against multiple pathway specific cellular assays
—Profile SUTENT® in 10 point titration (2-log dilutions]

~
Sutent® % Inhibition at
Pathway Cell Line Stim IC50 (nM) 10 uM zZ
CAMP/PKA CRE-bla Jurkat Forskolin >10,000 38 0.87
CAMP/PKA CRE-bla HEK 293T Forskolin >10,000 -5 0.91
DNA damage/p53 Response |p53RE-bla HCT-116 NA -5 0.76
Interleukin 4/STAT6 STAT6-bla RA1 IL-4 100 0.82
JAK/STAT ISRE-bla Jurkat IFN-alpha 81 0.74
JAK/STAT ISRE-bla HEK 293T IFN-alpha 55 0.91
JAK/STAT SIE-bla ME-180 IL-6 63 0.64
JAK/STAT SIE-bla ME-180 IFN-gamma >10,000 38 0.92
JAK2/STATS irfl-bla TF1 GM-CSF 5670 60 0.67
JAK2/STATS irfl-bla TF1 EPO 4740 74 0.70
MAPK/EGFR/Ras/Raf AP1-bla ME-180 EGF > 10,000 58 0.70
NFkB NFkB-bla ME-180 TNF-alpha 3040 66 0.63
NFkB NFkB-bla ME-180 IL-1 beta 7160 40 0.76
NFkB NFkB-bla THP-1 TNF-alpha > 10,000 42 0.70
PI3K/AKT/FOXO3 TREx FOXO3-DBE-bla HeLa |Insulin -39 0.53
T Cell Receptor NFAT-bla Jurkat anti-CD3:CD28 1090 106 0.63
TGF-beta SBE-bla HEK 293T TGF-beta > 10,000 16 0.89
Toll-Like Receptor (TLR4) NFkB-bla THP-1 LPS 4640 79 0.68
Legend

low nanomolar

sub-micromolar |100-1000 nM

low micromolar }1000-10000 nM

above range > 10000 nM

© 2009 Invitrogen Corporation. All Rights Reserved.




Step Il: Cell-based Profiling é invitrogen®

part of ,&{e technologies™

Sutent®

SelectScreen® Cell-based Profiling
Results

Sub-micromolar inhibitor of certain JAK/STAT pathways

T e ) Cellular profiling shows SUTENT® has a
movre defined inhibitor profile than that
identified in the biochemical profile

B cAMP/PRA (Forskolin JAKASTAT (IL-6) B NFKB (L1 Log scale
B CAMP/PKA (Forskolln) JAK/STAT (FN-gamma) B NFKB [IL-1) 100 Akt
1.000 nM
13,000 ni

I ONA damage/n53 Response B JAK2/STATS (GM-CSF) W PIZK/AKT/FOXO3
Interleukin 4/5TATG 1AK2/STATS (EFO] BT Cell Receptor
IAR/STAT (FN-alpha)  moARK/EGER/Ras/mar | B TOF-beta

JAK/STAT (IFN-alpha) M NFKB (TNF-alpha) M Toll-Like Receptor (TLR4)
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Results of Case Study o i nandl

e This case study demonstrates:
« Determination of a compound’s effect on a panel of kinases using
biochemical assays.

« Evaluated the selectivity of the compound of interest by profiling a panel of
Kinases.

o Jdentified a compound that was highly non-selective across a broad panel of
kinases in a biochemical context.

« Determination of a compound’s effect in a biological context using cellular
assays.

 ldentified selectivity by profiling multiple pathway specific cellular assays.

o Determined that the compound is more selective in a cellular environment than
observed in a biochemical assay.

Biochemical =¥ Cellular
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Start Your Project Today o Lifeeclall

* To design your next project and obtain a quote, email us
at discoveryservices(dinvitrogen.com

* To speak with your local Drug Discovery Sales Specialist,
contact us at discoveryservices(dinvitrogen.com

* To learn more about our SelectScreen® Services, please
visit our website at www.invitrogen.com/experienceus
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