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Malignant Pleural Mesothelioma

Asbestos
> 80-90% of mesothelioma cases

» Asbestos exposure

- Irritation
i 0 f dical > Late diagnosis
- Oxygen free radicals :
_— _ Interferlng mltosis > InvaS|Ve Character
esothelial . . 1

e Mesoffela - Inflammatory cytokines » Poor survival

RS —— Diseased Lung ells . . .
- Phosphorylation of protein kinases

Mesothelial Tissue > Rare

» Increasing incidance

Multimodal/trimodal treatment =»standard in the treatment of early-stage MPM

Poor prognosis

Low survival (¥1-year mean survival; 9% 5-year survival )

Pemetrexed - a folic acid-like chemotherapeutic agent- (FDA approval in 2004)
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Our Aim

|dentification and Functional Characterization of Essential Genes
Involved in the Development of Malignant Pleural Mesothelioma

Whole-
Genome
CRISPR
Screen
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sgRNA Packaged Virus Library

Viral Particle
Production

Lentiviral Vector Library
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CRISPR Screens

Viral Transduction

sSgRNA Infected
Cell Pool



Clonal and Stable Cas9 Expression
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Choosing The Right Clone
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Choosing The Right Clone
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Testing Functionality of Cas9

Competition Assay
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Lentiviral gRNA Library Amplification
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Guides (%) 935 93.6
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Skew Ratio 4.50 4.46
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Large-Scale Virus Production
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