Glioblastoma

* Brain tumour arising from astrocytes, 15 months survival

* The most common primary tumour

* Despite being the 15t tumour profiled by TCGA, glioblastoma patients have yet
not benefited from molecularly-targeted therapy
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Glioblastoma subtypes

Classical: EGFR amp/mut, Ink4a/ARF del
Mesenchymal: cMET over-expression, NF1 mut/del
Pro-neural: PDGFRA abnormalities, IDH1 and TP53 mut

Neural: highly differentiated phenotype

TCGA: Nature 2008, Cell 2010, Cell 2013
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Q-Cell Panel (Bryan Day & Brett Stringer, QIMR Berghofer)
Glioblastoma stem-like cells (maintained serum-free)

Full genome profile

Full mMRNA sequencing

Subtype assignment
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Cell Signalling (Munoz) Lab @ Charles Perkins Centre
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 Spheroid assays
/ \ Functional assays
* apoptosis, senescence, dormancy
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Validation of targets

0 glioblastoma and use this * Genetic inhibition (siRNA, sgRNA)
%\N N knowledge to develop effective * Expression in glioblastoma tissues (TMAs)
N Ay treatments (or vice versa)

Delineation of signaling pathways
 Transcription of genes
* Protein stability

* Shuttling of proteins

In vitro inhibition assays * Post-translational modifications
Structure-activity studies e Live cellimaging

Metabolic stability *  FUCCI platform for cell cycle analysis




