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Transcriptional information on GBM
from TCGA pilot project

Transcriptional subsets
Integrative approaches and opportunities

Transcription teams

Broad Institute of MIT and Harvard. Affymetrix U133A platform
Lawrence Berkeley National Laboratory and UC Berkeley. Affymetrix Exon 1.0
platform.
University of North Carolina. Agilent array platform
Johns Hopkins University and University of Southern California. lllumina Genotyping
platform to detect changes in methylation
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Consensus clusters THE CANCER GENOME ATLAS @




Comparison of Groupings by Gene
Expression and.microRNA
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Alternative Transcript Subgroups
Using Exon Arrays
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Statistical Approaches to Finding
Splicing Isoforms
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Integrative insights



EGFR Deletions in GBM SampleS  TueCancer Genome Atvas

Human Exon data Agilent 244K; MSK. Cameron Brennan

1 1
il . COUrrR exon rikNviA scores _________ ! ! 1 !
1 1 L i t
[ ] 1 \ | Brain 300145 1 1 1 1
1 ! | o CL SK00143 1 1 | 1
! ! . - S ! | !
| 1 TCGA-0113 MSK 00141 \ i i |
vovIll | . ! I TCGA-0114 Mk 00138 I | i I
' | - | g g BT | . |
exons 2-7 1 B v 7
e . | P —
1 TCGA-0116 SK 00126 =
- | | TCGA-0064 € S o120 i p ! !
| | 1 = I TCGA-0102 SK 00110 | ! ! !
L | | TCGA-0083 SK 00116 1 1 ' 1
|| : \ | TCGA-0085 ° ZK0011% : 1 1 :
! 1 — MSK 00113 1 1
1 | ) ~ SK 00107 | | \ 1
h T SK 00102 T '
! 1 MSK00099 1 1
1 I | | MSK 00089 ] 1 1 1
- ! 1 - Mak-Oooee ! 1 1 !
H TCGA-0071 1
! . TECA-006 b CovIiE ' .
= H 1 ' Brain M3K 000 ! 1
H 1 1 Tis =1 74 1 1 1 | ! e
m ! = | 1 foea-o0s0 S oooes | : <— i |
1 ! ¢
i 13 H 1 TCGA-0058 Sk-00058 ! ! . I
1 : = \ TCGA-0057 S 0007 : 1 1 :
e TCGA-0055 1
1
il 1 \ TCGA-0054 e poos i | B’ del !
B [ - ' 3" del ¥ TCGA-00s2 ] - hsicoir | | b )
| 1 TCGA-0047 1 1 N 1
| ! | _FCGA-0046 MSK 00043 ; ; i <—
| v SK=00037
: 1 1 CGA-0038 SK 00034 : ! 1 :
; | m 1 I TCGA-0037 Sk oopse | : | g
h 1 I TCGA-0034 SK 00027 i J "
1 1 | TCGA-0033 o _| Mooz 1 i |
H ) 1 TCGA-0028 - 3K 00014 0 ! !
0 . 1  TCGA-0027 SK 00011 ! 1 | 1
X = 1 TCGA-0024 SK 00010 1 1 N |
| h | TCGA-0021 SK_00007 / ! : I
=5 1 h B TCGA-0014 K- 00008 1 1 1 !
I 1 TCGA-0011 M3K 00002 1 1 1 1
1 H TCGA-0010 M3K 00001 1 1 1
1 ) h TCGA-0009 1 1 1 !
1 TCGA-0007 | H , 1
1 ! TCGA-0008 | \ H 1
| ! TCGA-0003 | H N '
\ 1 TCGA-0002 H h ,
h = 1 TcGA-0004 - m---——- L
9%58‘3%25@%%68%@&?‘322%8518‘8'68“:9
O P~ N~ P~ P~ P~ P P s s P P~ P~ P~ M~ P~ P~ @ O ﬁ W O O O o
oo 8 o I T A o T VA T o o T T U o I Y ) NN NN
00 0909 SO0 Q000000000000 Q9 E (==l eleiNe]
Q0 QO 9QQC 8 O QOO0 000000000 QQQ Q QO QQ
0O oMo0o0 MOOHOO0OOO0O0O006H000OHOHPOnnnn

—/
—/

EEGR EGFRvIIl and 3’deletions are

detected in the samples
showing transcriptional

EFGR downregulation
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EGFR C-terminal
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Increased NIH-3T3 cell colony formation in soft agar
Wild-type EGFR CT997 deletion CT1009 deletion

C-terminal EGFR deletions are biochemically active without added EGF
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DNA Polymorphisms Influence Exon
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Mutation Mediated Transcription  Tue CANcmGENOMEAms@ |
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Exon array probe

Note: Not yet validated experimentally A. Lapuk and the TCGA



DNA Hypermethylation
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Laird, Schuebel, Herman, Cope and the TCGA
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Broad Institute of MIT and Harvard. G. Getz, W. Winkler, R. Verhaak, D. Chiang,
M. Meyerson
Lawrence Berkeley National Laboratory and UC Berkeley. A. Ray, S. Durinck, V.
Wang, E. Purdom, T. Speed, A. Lapuk, P. Spellman, J. Gray
University of North Carolina. V. Weigman, Y. Qi, N. Hayes, C. Perou
Johns Hopkins University and University of Southern California. P. Laird, L.
Cope, K. Schuebel, J. Herman, S. Baylin



