CARNA BIOSCIENCES

Cell-Based Tyrosine Kinase Assay Panel

- * ADVANCED
CARNA BIOSCIENCES collaboration with 35 h ks‘ E/é 2

Largest Commercially Available Panel of Tyrosine Kinase Cell-Based Assays

Why AC D7 > Comparative cell-based analysis
| > To discover direct inhibitory activity to targeted kinases
> Ready-to-run 64Tyrosine Kinase (TK) Panel

> Time & cost saving solution for your in-house cellular assays
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ACD’s Cell-Based Tyrosine Kinase Assay Panel

Don't miss important biology using traditional assays.

EGFR and Lung Cancer

Gefitinib (Iressa™) was the first EGFR tyrosine
kinase inhibitor for the treatment of Non-Small Cell
Lung Cancer (NSCLC).
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> Only 10% of the treated population responded.
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Gefitinib Resistance

Responsive patients become resistant over time.
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> Resistance due to secondary “gatekeeper” mutation (T790M).

> Double mutant receptors (L858R + T790M) are much less
responsive to Gefitinib.

Mutant EGF Receptors

Responding NSCLC patients possess a mutant EGFR.
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> Two “classical” mutations

L858R and A746-750

> Mutant receptors are much more responsive to Gefitinib.

Why Use Cell-based Assays?

Kinase biology can be complex.
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Notice that L858R/T790M affinity for Gefitinib
is reduced < 5-fold relative to L858R. o
In tumors, the response differs by > 100-fold!
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* Adapted from Yun et. al. (2008). Proc. Natl. Acad. Sci. 105: 2070

> Tumors bearing L858R/T790M respond poorly to Gefitinib.
These differences can be missed when evaluation is performed
using traditional biochemical assays, but are captured using
ACD cell- based assays.

N
Qé:;?;:?’;lso] ACD Cell-Based TK Assays Available for Screening Services
A746-
EGFR [A746-750+T790M] PDGFRp (PDGFRa. : _ H H 1
B GFR [L8S8A ENE e 64 Total Kinases - Broad Coverage of the Tyrosine Kinome!
EGFRIBsR+T7o0M] O} purslpgl (AXL | HERA ABL (BCR-ABL) EphA1 FMS (CSF1R) PDGFRb
FLT1 ‘FLT4 “MET T:‘E‘:K JA'II'(Y1K2 JAK3 ALK EphA3 FRK RET
rorry " EGFRT,TIE2 Ty, [ JAK2 ALK [L1196M] EphA4 HCK RON (MST1R)
IIGNFS1RR IRR pergs — Ak LMRY |y ARG (ABL2) EphA5 HER2(ERBB2) ROR1
LTK e FER “FES Lues AXL EphB1 IGF1R ROS (ROS1)
ALK ROS BLK EphB2 INSR RYK
BTK
BMX "7k 20 sliggk106 BMX EphB4 JAKT SRC
CSK cCKa
Mec auf e R BTK FAK JAK2 SYK
SR = apuEphAT SYK T CCK4 (PTK7) FGFR1 JAK3 TIET
i PR EphA2 ORI MUSK DDR2 (=M FGFR2 KDR TIE2
LeK EphAB DDRZ ‘TRKA EGFR FGFR3 KIT TRKA (NTRK1)
m:*a": o - B DKC EGFR [A746-750] FGFR4 LCK TRKB (NTRK2)
"'SRC”/ FYN Ephag | (EphB4 EGFR[A746-750+T790M] @@ FGR LYN TRKC (NTRK3)
YES Epha7 | EPNB3 - (EphB1 EGFR [L858R] FLT1 MER (MERTK) TYK2
Eon EphB2 EGFR [L858R+T790M] =D FLT3 MET TYRO3
’ GphA3 Bhase —ACD Cell-based EGFR[L861Q] FLT4 PDGFRa ZAP70
EphAS Kinase --Carna 1mM )
Updated :2013/3/25

J/

www.carnabio.com

©2010 Carna Biosciences, Inc.



