




















TCGA pilot project — first cancer genome result has been generated

= Cancer type: glioblastoma (brain cancer), n = 206
» Sequence 600 cancer-related genes in 91 glioblastomas
» Integrated genomic analysis

= Genomic data explain the responses to drug treatment
(Nature, Vol 455, 23 October 2008)
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A Detailed Genetic Portrait of the brain cancer (JHMI/BCM/CJVI team)
(SCIENCE VOL 321 26 SEPTEMBER 2008)

Number of amplicons attempted 219,229 (100%)
Number of amplicons passing quality control* 208,311 (95%)
Fraction of bases in passing amplicons with PHRED > 20 98.3%
Number of genes analyzed 20,661
Number of transcripts analyzed 23,219
Number of_exons analyzed 175471
Total number of nucleotides successtully sequenced ARQN71 172

Number of somatic mutations identified (n = 22 samples)
Number of somatic mutations (excluding Br27P)

Missense
Nonsense : : —
>% ~ 60 mutations per glioblastoma (n=22)
Insertion
Deletion
Duplication
Table 2. Most frequently altered GBM CAN-genes. All CAN-genes are listed in table 57.
Point mutations* Amplifications Homozygous deletionst IDH1 mutatlon
Fraction of tumors
No. of Fraction of No. of Fraction of No. of Fraction of : Passenger
Sk tumors tumors (%) tumors tumors (%) tumors tumors (%) gl probability
alteration (%)
CDKENZA 022 0 0z 0 1122 50 50 <0.01
TP53 37/105 35 022 0 122 5 40 =0.01
EGFR 15/105 14 522 23 022 0 37 =0.01
FTEN 271105 26 Nz 0 122 5 30 <0.01
NF1 16/105 15 022 0 022 0 15 0.04
CDK4 022 0 22 14 0722 0 14 <0.01
RE 8105 ] 022 0 1722 5 12 0.02
11 022 0 0722 0 11 <0.01
PIK3ICA 10/105 10 022 0 0722 0 10 0.10
PIK3R1 8/105 8 02 0 022 0 8 0.10
*Fraction of tumors with point mutations indicates the fraction of mutated GBMs out of the 105 samples in the Discovery and Prevalence Screens. COKNZA and CDE4 were not analyzed for point
mutations in the Prevalence Screen because no sequence alterations were detected in these genes in the Discovery Screen. tFraction of tumors with amplifications and deletions indicates
the number of tumors with these types of alterations in the 22 Discovery Screen samples. tPamenger probability indicates the probability ebtained wsing the average of the lower and

upper bound background mutation rates (12).



