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Unleashing the full potential

of molecular medicine

« Targeted therapy is effective:
Subtypes

« Almost all tumors develop resistance:

Resistance




High burden and mortality of lung cancer

1 in 15 Americans will be diagnosed with lung cancer
* 65% of lung cancer diagnoses are in non-smokers

» Lung cancer kills more people than the next 3 deadliest

cancers combined
* Lung cancer kills 3X as many men as prostate cancer
* Lung cancer 2X as many women as breast cancer

* Only $1,680 is spent on federal research per life lost from
lung cancer; $25,118 is spent in breast cancer; $12,644 in
prostate cancer



Paradigm-defining molecular landscape

of lung adenocarcinoma
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Precision oncology: promise & challenge
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Systematic study of human specimens
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Candidate screening using drugs and CRISPR

¢ NFkB (EGFR TKI)
Aurora Kinase (EGFR TKI)

MAPK (ALK TKI)

KDMS5A (Both)

¢ Candidate Targets

Follow up validation

v

New Combination Therapies
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Bay Area Team Against Resistance - U54 Project (BATAR-UP)

Advisory Board

Organoid and PDX Tumor Characterization Ashworth
Development . McCormick
Bivona Fong
Kuo (organoid) Shokat Shannon
Bivona (PDX) Weissman Mackall

Administration

Lung Cance
Residual Disease
Core Biopsies

¥

Bivona

Follow Up/ Kuo

Mechanistic Studies

Data Integration Blakeley Project Manager
and Modeling Wakelee Project 1 - TKl resistance
Padda Bivona
Bandyopadhyay
Collisson SRR

Project 2 - anti-PD1

Drug and CRISPR Levy Other DRSCs
Screening ﬁ Kuo
. CTEP
Bivona
Bandyopadhyay

Weissman



Bay Area Team Against Resistance

Systematic Collection of Lung Cancer On-Treatment Core Biopsies
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Characterizing and targeting the tumor ecosystem
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