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Directed complementation:
Generation of breast c-MET/HGF tumors
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survwal is no longer dependent on HER?, but has instead been re-wired
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Inducible model enables
in vivo functional
complementation

Complex Models Can Be Generated Rapidly: -Inducible breast and Lung Tumors (Kras, HER2)

Sequential ES cell modifications: gs; Breast Her2 Inkda -/- tumors.
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For more information, please attend to
Cancer 6: Signaling Mechanisms in it Pre Progresdon, and Thevapeuﬂcs on Wednesday, Apr 18,
10:25AM at Room 406 A-B (#5719).

Inducible INK4A-- Model
Chintal. Nature 400, 48 (1999)
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I vivo insertional screens
in three inducible tumor models
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Directed Complementation
Technology

> Creation of tumors driven by chosen target (directed complementation):
« Allows for study of target biology in an in vivo tumor context
« Allows for correlation between mutational variants and drug response

» Use of tumors driven by c-MET/HGF in drug discovery:
- Generation of c-MET/HGF DC tumors
* Molecular characterization of DC tumors by RT-PCR, IHC.
- Demonstration of sensitivity to a neutralizing anti-HGF antibody
- Use of c-MET/HGF DC tumors to guide selection of clinical drug candidates
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Propagated DC Tumors maintained

the expression levels of c-MET and HGF
Real Time PCR analysis

cMet expression

HGF protein levels are maintained
through in vivo propagation
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Anti-HGF inhibition of propagated directed complemented c-MET/HGF tumors

drug sensitivity in
Breast c-MET/HGF directed complemented tumors.
AV-299 induces of c-MET/HGF driven tumor

c-MET/HGF complemented tumors are sensitive to
nti-HGF antibody inhibition in vivo, exhibiting a significant
decrease in cellular proliferation via IHC (Ki67)
- Breast HER2 directed complemented tumor is
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sensitive to trastuzumab but not to AV-299

Tumor growth inhibition
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Ab 1P twice aweek
« Cohorts n=10

« Treatment starts at arrow Tumor regression:

mu-299 10 mg/kg 49.6%, p=0.0010
mu-299 1 mglkg 40.7%, p=0.0015
AV-299 10 mgkg 85.6%, p=0.0004
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Breast c-MET/HGF directed complemented tumor is
sensitive to AV-299, but not to trastuzumab
Directed complementation can create unique target dependent tumor models

Summar

> AVEO has generated an in vivo genetic screen uniquely suited to identifying and validating functional targets in solid tumor models.

For detail information on AV-299, see May Han et al., poster # 4887

> Introduction of defined cDNAs into inducible tumor background allows for creation of target-dependent survival tumor models and enables comparison of different genetic
mutations (for further information, please see Jie Lin et al., poster #4008, showing AV-412 drug response in AVEO's lung tumor models).

»The de novo generated Directed Complemented tumors are no longer dependant on the original inducible oncogene, but they are rewired by the newly introduced target
gene(s), creating a suitable tool to test drug sensitivity in vivo.

» AVEO's lead antibody program has generated antibodies that can inhibit the growth of Breast c-MET/HGF Directed Complemented tumors. These
c-MET/HGF DC tumors no longer respond to trastuzumab.

» The c-MET/HGF directed complemented tumors are being utilized to identify biomarkers for tumors that are sensitive to a potent neutralizing anti-HGF antibody, AV-299.
These biomarkers will facilitate the identification of patient populations likely to be responsive to AV-299 treatment.

» This model also provides an ideal in vivo setting to study drug resistance mechanisms.




