Switching Oncogene Dependence in Lung| Tumors /1 vivo

Yinghui Zhou, Tong Zi, Angela  Bressel, Qiureng Xiao, Murray: Robinsen| & Joerg Heyer
AVEO PharmaceuticalsiInc., 75 Sidney; Street, 4thi Eloor; Cambridge, MA 02139

AACR 2008 annualimeeting), Poster #2962

ABSTRACT RESULTS

Features of Chimeric
Inducible Tumor Models

Cytokeratin Lung Hor2 Regression Study

In vivo
Propagated Tumors

Mince & Cell Strainer
-| Virus Infection

Same Day
(No culture) | Orthotopic:

harboring KRAS or EGFR, and

propagated Lt

Cell Culture [

Colon Tumor Model

1) Knock out tumor suppressor gene Lung Tumor Models.

infected tumor Dt off doxycy the OnDuc  Offzedsh  ON7256h  Ofidwerks  Nomal
HERZ Y from the viel 2) A reporer gene fo in-vivo maging (9. Luc) SubQ injection Tesiment
vector can functionally complement the loss of HER2. Surprisingly, both KRAS and EGFR are able to ‘mininal residual disease ‘ Infection Efficiency ‘
inthe. of oncogenes effectively <
5 Acd tissue specifc eloment (6.9 AMHRILATA) T el
changed their response to targeted therapeutics. This system also provides a tool for rapid generation — K el ) (BH tumors Only) Tumors g;‘f gon The Complementation Matrix
of tumors driven by new mutations after they are discovered. Lung  Breast Ovary [N N E ox??
e—— Primary | KRAS | Her2 | EGFR
. . ) Add nducible ncogEne (110 diver) | %
Applications of Inducible - , . . Tumer
T u o r M od e IS Her2} K-Ras. p110a Expression Analysis of DC tumors by qRT-PCR LK \ V v
O o) o) Established Models
m ICT= WO
e o Erreeron o KRAS nd EGFR 0 tamore- LH J Al 3
o g b = B 5 e BH | Breast | Her2/® e g
Virus Insertional mutagenesis screen in solid tumors identifies B =
Tumor development in the context [ Lng | KrAso® o Control .
novel cancer targets f wild type tissue. [ g e EGFR complementing KRAS E - (LH, Dox ON) Future Experiemnts:
=0 N EoFRE L I [ ﬂ Drug response in DC tumors
Lem | Lung | EGFRUSRTTN B
C5 | Colon | p-Catenineeit it |ttt Gt oca | cex | oea | oce Prima KRAS Her2 EGFR
op | ovay | priom KRAS DC ry
(LH, Dox Off) [ =5 Tumor
L LK Trastuzumab | Trastuzumab |  Erlotinib
Erlotinib

EGFR complementing Her2 |3

EGFR DC

(LH, Dox Off) Trastuzumab | Trastuzumab

Erlotinib Erlotinib

LH Trastuzumab

Directed Complemetation

In vivo Propagation of primary tumors creates stable “archive”

Primary tumor

N
{} X1-10
LN
X5-20

Second Propagation — (. (™ (™ (. £

R A A AR A A=A

Frozen Archived Propagated Tumor Material

First Propagation

X 100 primary tumors

Vehicle (n=10)

(+ HER2), Positive Control
&>

- oD
(@] yHgRZ) Cg‘_{

Negative Control
P

+EGFR

.\. i
é? No Dox

inducible tumor

i.e. HER2 & = N0 complementation

&2
= Complementation:
= EGFR dependent
Tumors

1. Lung tumors with tumor suppressor knock out and inducible oncogene over expression can be propagated in vivo without losing tissue
specificity.

2. The inducible feature of our lung models makes it possible to switch off the tumor driving oncogene and assess the ability of novel targets to

complement for it.
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4. Surprisingly, KRAS and the RTKs (Her2 and EGFR) can

rewired in these DC tumors.

ated that most of the DC tumors express the new oncogene.
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