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JoenglHeyer, Yinghuilzhou, Angela Bressel, Tong| Zi, Qiureng Xiao, Adrian Cooper, Joelle'Brodeur, Willlam Rideout, Lorena Lerner, Karuppiah
Kannan', Marcus Bosenberg, Isabel Chiu, Stevenl Clark & Murray: Robinsen
ARGR2008/ANUALINIEEtNg L ABStract #4578 AVEQRharmaceuticalsine:, 75 Sidney; Street, 4thl Floon, Cambridge; MA 02139
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of 2-4 months and a penetrance of 100%. Surprisingly tumors displayed high stroma. ~
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We analyzed activati of major signal don pathways like PI3K, MAPK,
SAPK and STAT in our primary tumors and were able to establish pattems of pathway 2) Add reporter gene forn-vivo maging (e.g. Luc) Oncogene dependence, relapse and
activation specific to HER2 dependent tumors as well as patterns specific to mammary ‘mininal residual disease

gland tumors when compared to lung adenocarcinomas derived from our chimera based S id Hoeue ool slemans o AVHRITTA) o
HER2 NSCLC model. In addition we have characterized the breast HER2 model s i i oryeytine
extensively for progression and regression of inducible tumors as well as variation in g sreast  ovay [N
histopathological features.
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SUMMARY

Gonyeycine induitle mor s, A L . Chimeric ES cell based tumor models represent a rapid, robust approach for generating complex inducible tumors with precise genetic alterations
B . - . The Her2 dependent model (BH) develops multiple ductal adenocarcinomas within 2-4 month
ona
Tranobution (EGFRSS8, EGFRSS8790, EGFR 19del EGFRVIN)

4 3 . BH tumors are Doxycycline dependent and regress within days after Doxycycline withdrawal indicating BH tumors require continous HER2 expression for tumol
PR dependentimgtumor e > i T ;i maintenance

ot conen A | L A . HER2 activation is mediated through canonical MAPK pathways unlike the activation of HER2 in the lung
= S = ki E L d o] gl . To see applications of our chimeric breast tumor models, please visit AVEO presentation at the AACR (Abstract number: 2499, 1734, 2962, 2988, 3615, LB201)
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