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Comparison of 2008/2010 data set versus cur

data set

= Data Type Cases in 2008
DNA sequence of exome 91*
*600 genes
DNA sequence of whole genome 0
DNA copy number 206
Genotypes 206
mRNA expression profiling 206
mRNA sequencing 0
CpG DNA Methylation 242
miRNA expression profiling 205
Protein expression profiling 0
Clinical characteristics 206



Comparison of 2008/2010 data set versus

current data set

'Data Type Cases in 2008 Casesin2012 ™~
DNA sequence of exome 91* 291 s
*600 genes
DNA sequence of whole genome 0 17
DNA copy number 206 578
Genotypes 206 413
mRNA expression profiling 206 544
mRNA sequencing 0 164
CpG DNA Methylation 242 545
miRNA expression profiling 205 491
Protein expression profiling 0 214
Clinical characteristics 206 543
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71 genes are significantly mutated in

291 GBMs
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Mutual exclusivity of PIK3CA and IS
PIK3R1 A9
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Mutatations in chromatin modifyer

genes detected in 41% of GBM
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Permutations of similar sized gene sets suggest

significance of chromatin remodeling mutations

Chromatin modifier ,\\_
] gene score R

15%;

10,000 permutations
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Analysis of >540 samples allows precise
definition of CNA target regions
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Analysis of >540 samples allows precise

definition of CNA target regions
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Focal copy number loss targets tumor

suppressor genes
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Chr 12915

(@) Interchromosomal Rearrangements
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Complex rearrangements can be assembled

into double minutes

Chr 12915
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across GBM

in 1
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84 in frame fusion transcripts
64 GBMs
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Fusion transcripts are frequently the result of 1

local inversions

FGFR3-TA CC3
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Genome breakpoints are associated with co

number difference

FGFR3-TACC
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6.4% of GBM harbor transcript fusions

involving EGFR
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Intragenic rearrangements in EGFR are
through RNA sequencing |

Extracellular domain Kinase domain | Cytoplasmic EGFR
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Three different C-terminal deletions were

found

RNA seq data cannot detect ‘true’ C-terminal deletions
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Two relatively unknown variants, exon-12
13 and exon 14-15, were detected

Extracellular domain Z Kinase domain = Cytoplasmic EGFR
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Approimately 45% of GBM harbors an EGFR
point mutation or genomic rearrangement
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GBM expression subtypes related to genomic 3

abnormalities in MYC, EGFR, IDH1, ...
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G-CIMP hypermethylators associate with

better outcome

Likelihood ratio 30.66, p-value 0 =T
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Proneural class performs WORSE than other

subtypes when taking out GCIMP

Likelihood ratio 7.05, p-value 0.07 4 o

— Classical

— Mesenchymal

— Neural

— Proneural Non-G-CIMP
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Protein expression levels associate with

transcriptomal class

PEGFR protein Apoptosis moduleﬁ
expression expression
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Summary

Comprehensive genomic profiling of ~ 600 samples W,
characterizes the somatic alteration landscape of glioblastoma

Novel significantly mutated genes detected: SPTA1, LZTR1, KEL, TCHH

Whole genome and mRNA sequencing detects genomic
rearrangements, most notably involving EGFR

Proneural class may perform worse than other subtypes
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