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u FOR CANCER GENOMICS

@ Patient: P04, Male, 22 years old, Glioma, LIVING (61 months) Low-Grade Gliomas (UCSF, Science 2014).
Samples: (1] P04 _Pn, Primary (Astrocytoma) P04_Recl, {Anaplastic Astrocytoma) P04_Rec2, (Anaplastic Astrocytoma) P04_Rec3, (Anaplastic Astrocytoma)

I 3 of23 patients | > | »

Summary | Clinical Data [lTherapy recommendation

Time since diagnosis 0 Ty 2y 3y 4y Sy By
Specimen (1)
Surgery
Status ® ® Y Y
Treatment

Chemotherapy

T™Z
XRT I

L 1 | 2 3 | 4 | 5 | G | 7 | 8 ] 9 | 10 ] 1 | 12 | 13 | 14 | 15 | 16 | 17 | 18 [18 ] 20 [21[22] X [

m trdation count

variant siiele fraquency

80 Mutations (page 1 of 8) N o Q

Tumors Gene Protein Change Annotation ¥ Funxc;:ional Impact Mutation Type Allele Freq Cohort COsMIC
-

o IDH1 R132C @ MO E Missense - 100 0% 4964

1] TP53 R248Q N [ ) Missense [ ] | 90 2% 1298
TDG 198Nfs*6 FSins I 1.6% 5
MUC5B D682G ) Missense | 49% 4
ZBED8 S95L e o Missense I 1.6%
DEFB126 T105Pfs*? FS del 1 6.6% 1
GULP1 R234H Missense I 4.9% 1
FIGNL1 Y18F Missense I 16% 4
MBD4 E314Kfs*4 FS del I 1.6%
RFC3 182Lfs*25 FS del I 1.6%

e

Copy Number Alterations are not available.
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| ] FOR CANCER GENOMICS

@ Patient: P04, Male, 22 years old, Glioma, LIVING (61 months)

Low-Grade Gliomas (UCSF, Science 2014).

Samples: (1] P04 _Pn, Primary (Astrocytoma) P04_Recl, {Anaplastic Astrocytoma) P04_Rec2, (Anaplastic Astrocytoma) P04_Rec3, (Anaplastic Astrocytoma) « ¢ 3 of 23 patients 5 »
Summary  Clinical Data  Therapy recommendation
IDH1 R132H in astrocytoma
Time since diagnosis tl) 1Iy CLINICAL IMPLICATIONS BIOLOGICAL EFFECT 5|y Bly
Specimen o Oncogenic Switch-of-function
Surgery
18-:2::;% ® IDH1, a cell metabolism enzyme, is recurrently mutated in various cancers ®
Chemotherapy including acute myeloid leukemia and gliomas.
T™Z
XRT mmmmm 1 Ne IDH1 R132H mutation is known to be oncogenic.
There is promising clinical data in patients with IDH1 R132-mutant glioma
L 1 | 2 3 | 4 | 5 | 5 treated with the IDH1-targeted inhibitor AG-120. | 17 | 18 |19 |20 [21]22] X |y |
o 23
Level-associated 28 ;§
Level Alteration(s) Drug(s) cancer type(s) Citation(s) - =
18 varant sile raquens
R132C/G/H/Q/S Ivosidenib AML 8 o
55
The information above is intended for research purposes only and should not
be used as a substitute for professional diagnosis and treatment.
80 Mutations (page 1 of 8 o
(Pag ) Levels I olumns Q
Tumors Gene Protein Change Ann . , - o Allele Freq Cohort COSMIC
© FDA-recognized biomarker predictive of response to an FDA-approved drug in this
indication
. 100.0%
° IDH1 Ri32c © @ standard care biomarker predictive of response to an FDA-approved drug in this - 4964
(1] TP53 R248Q indication " I 902% 1298
DG 198Nfs*6 Standarq ce?re t.)iomarker predictive of response. tg ar.l FI:?A-approved drug in | 16% 5
another indication, but not standard care for this indication
MUCSB bé6s2G (54] Compelling clinical evidence supports the biomarker as being predictive of : 4.9% 4
ZBEDS S95L response to a drug in this indication, but neither biomarker and drug are standard | 16%
care
DEFB126 T105Pfs*? Compelling clinical evidence supports the biomarker as being predictive of I e 1
GULP1 R234H response to a drug in another indication, but neither biomarker and drug are | 4.9% 1
standard care
16%
FIGNL1 Y15F (4] Compelling biological evidence supports the biomarker as being predictive of : 4
MBD4 E314Kfs*4 response to a drug, but neither biomarker and drug are standard care | 16%
RFC3 182Lfs*25 @ is;:ir::;a:ir:ncare biomarker predictive of resistance to an FDA-approved drug in this | 18%

OnC@KB Feedback

Copy Number Alterations are not available.
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FOR CANCER GENOMICS
@ Patient: P04, Male, 22 years old, Glioma, LIVING (61 months) Low-Grade Gliomas (UCSF, Science 2014).
Samples: © P04_Pri, Primary (Astrocytoma) @ P04_Rec1, Recurience (Anaplastic Astrocytoma) €) P04_Rec2, Recurrence (Anaplastic Astrocytoma) € P04_Rec3, Recurience (Anaplastic Astrocytoma) « | < 3 of 23 patients 5 »
Summary Clinical Data Therapy recommendation
Response All None
Time since diagnosis ? 1|Y # Found 9 4|V 5|v b‘lv
Specimen
Surgery e 4 B Not Found 38 o
Status . @
Treatment ® O Not Applicable 18 ®
Chemotherapy
™Z I
XRT ——
I 1 L 2 | 3 l 4 1 5 6 7 Cafevarbme‘%" Found 18 (1920 21022] X | Y|
o Hosted by University of Leicester ﬁ §
£
) ®
Cafe Variome Central | Found |
9 Hosted by University of Leicester 18 vanant sliele fraquency
L4 58
Catalogue of Somatic Mutations in Cancersa [ Found |
80 Mutations (page 1of 8} p] Hosted by Wellcome Trust Sanger Institute o = Q
Tumors Gene Protein Change Annotation ¥ Cell Lines m 2 Freq Cohort COsMIC
J Hosted by Wellcame Trust Sanger Institute
0000 IDH1 R132C oG ! —100.0% 4964
00900 TP53 R248Q » % ICGC - Cancer Projects [ Found 1 I 902% 1298
TDG ’98Nfs*6 Hosted by Ontario Institute for Cancer Research I 16% 5
(4 MUC5B D682G . I 4.9% 4
Kaviar =3
g ZBEDS S95L Hosted by Institute for Systems Biology l L6z
@ DEFB126 T105Pfs*? | 6.6% 1
®0 GULP1 R234H MyVariant.infoss [ Found [N I 4.9% 1
(4] FIGNL1 Y18F Hosted by The Scripps Research Institute ) | 16% 4
(4 MBD4 E314Kfs*4 I 1.6%
MyVariant.info - COSMIC Show Metadata [ZXER]
o RFC3 162L15*25 Hosted by The Scripps Research Institute : 16%
Showing 1-10 of
MyVariant.info - MutDB Show Metadata |[EER]
Hosted by The Scripps Research Institute

Copy Number Alterations are not available.
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| ] FOR CANCER GENOMICS
@ Patient: P04, Male, 22 years old, Glioma, LIVING (61 months) Low-Grade Gliomas (UCSF, Science 2014).
Samples: (1] P04 _Pn, Pnmary (Astrocytoma) (5] P04_Reci, Recurrence (Anaplastic Astrocytoma) (3] P04_Rec2, Recurrence (Anaplastic Astrocytoma) (4] P04_Rec3, Fecurrence (Anaplastic Astrocytoma)

I 3 of23 patients | > | »

Summary Clinical Data Therapy recommendation

Time since diagnosis 0 Ty 2y 3y 2y By By
Specimen (1) (5] 3] (4]
Surgery
Status ® ) ® [ ]
Treatment
Chemotherapy
T™Z
XRT S
L 1 L 2 | 3 | 4 | 5 | 6 ] 7 | 8 ] 9 [ O | 12 | 13 | 14 | 15 | 16 | 17 | 18 [19 |20 [21]22 | X Ly |
o 12 3
£
o 8 i
9 18 variant alisle frequency
o , , s
80 Mutations (page 1 of 8) ns v Q
Tumors Gene Protein Change Annotation ¥ Cohort COsMIC
0000 IDH1 R132C @ O0h :§ |EE100.0% 4964
0000 TP53 R248Q N 90.2% 1298
o TDG 198Nfs*6 1.6% 5
(4] MUCEB D682G 4.9% 4
o ZBEDS8 S95L 1.6%
(2] DEFB126 T105Pfs*? 6.6% 1
0 GULP1 R234H WMissense = 4.9% 1
(4] FIGNL1 Y18F Missense - I 16% 4
(4] MBD4 E314Kfs*4 FS del I 16%
(4] RFC3 182Lfs*25 FS del I 16%

Copy Number Alterations are not available.
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[ ] FOR CANCER GENOMICS

@ Patient: P04, Male, 22 years old, Glioma, LIVING (61 months) Low-Grade Gliomas (UCSF, Science 2014).
Samples: (1] P04 _Pn, Primary (Astrocytoma) P04_Recl, {Anaplastic Astrocytoma) P04_Rec2, (Anaplastic Astrocytoma) P04_Rec3, (Anaplastic Astrocytoma)

« | < 3 of23 patients | > | »

Summary | Clinical Data [lTherapy recommendation

Date: 04/12/2018:

Reasoning: Mutations in IDH1 and TDG
Therapy recommendation: lvosidenib
Comment:

Or:

,, Patient (m/22) with GIST, Result WES:
Lorem ipsum...”
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80 Mutations (page 1 of 8) N o

Tumors Gene Protein Change Annotation ¥ Functional Impact Mutation Type Allele Freq Cohort Locally used
- Rb as Biomarker
(1] IDH1 R132C @ O M E Missense - _— 10
o TP53 R248Q ° o Missense (] I 90 )
TDG 198Nfs*6 FSins I 18
MUCSB D682G ° Missense I 4. D
ZBED8 S95L L I Missense I 1.9 D
DEFB126 T105Pfs*? FS del 1 6.9 D
GULP1 R234H Missense I 4. D
FIGNL1 Y18F Missense I 14 D
MBD4 E314Kfs*4 FS del I 14 D
RFC3 182Lfs*25 FS del I 14 D

s o (] S
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e Brain Lower Grade Glioma (TCGA, Provisional)
L2 All Complete Tumors (283 samples) /3 Genes

Data Sets  Web APl R/MATLAB Tutorials FAQ News Visualize Your Data  About

H OncoPrint ‘ Cancer Types

Summary Mutual Exclusivity Plots Mutations = Co-Expression Enrichments = Survival Network = CN Segments Download Bookmark

Case Set: All Complete Tumors (2832 patients / 283 samples)

Altered in 263 (93%) of 283 sequenced cases/patients (283 total)

Cancer Type Det...
Diagnosis Age
Death from Init...

Did patient sta...

IDH1
IDH2

EGFR

Genetic Alteration

Cancer Type Detailed

Diagnosis Age

Death from Initial Pathologic
Diagnosis Date

Did patient start adjuvant
postoperative radiotherapy?

80% 10 NETRRE D e TR0 IO LR O 0 ey e e ey e ey e o e

7% ni ||| | | I 1 11 1 11

G| A T finlt M

B Missense Mutation (putative driver)  ® Missense Mutation (unknown significance) I Amplification I Deep Deletion

mRNA Upregulation [l mRNA Downregulation No alterations

IAnapIastic Astrocytoma Iﬂnaplaslic Oligoasirocytoma I Astrocyloma I Oligoastrocytoma I Oligodendroglioma

?‘ 4084 MIA

[nvo Jyes  wa

1]
[17]
o

Gene Set / Pathway is altered in 263 (92.9%) of queried samples
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FOR CANCER GENOMICS

Glioblastoma Multiforme { TCGA, Provisional)

All Tumors (604 samples) / 4 Genes Gene Set / Pathway is altered in 175 (29%0) of queried samples

Co-Expression Enrichments Suryival Metwork CM Segments Download Bookmark
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[ ] FOR CAMCER

GEMNOMIC

{Glioblastoma Multiforme { TCGA, Provisional)
All Tumors (804 samples) /4 Genes

Modify Cluery

Gene Set / Pathway is altered in 175 (29%0) of queried samples

CncoPrint Cancer Types Summary Mutual Exclusivity Plots Mutations Co-Expression Enrichments Suryival Metwork CH Segments Diownload Bookrmark

The guery contains no gene pair with mutually exclusive alterations, and & gene pairs with co-occurrent alterations {1 significant).

Mutual exclusivity Co-occurrence [T Significant only

D O Columns - Q,

Gene A Gene B Meither A Mot B B Mot A Both Log Odds Ratio p-Yalue Adjusted p-VYalue & Tendency

IDH1 TP53 457 22 103 22 1.400 <0.001 <0.001 Co-ocourrence

TP53 GULP1 470 112 9 7 1.131 0.0z20 o.179 CoO-0CCUrrence

IDH1 TDG o323 29 27 a 0.9z2a 0074 0,446 Co-occUrrence

TP53 TDG 456 116 23 =] 0.431 0.197 1.000 Co-OcCUrrence

TDG GULP1 o358 20 14 2 0977 0.206 1.000 Co-oOcCUrrence

IDH1 GULP1 246 4z 14 2 0619 0,328 1.000 Co-OcCUrrence

Showing 1-6 of &

YWersion 1.13.3-8MNAPSHOT |
Cluestions and feedback: |
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FOR CANCER GENOMICS

Glioblastoma Multiforme { TCGA, Provisional)
All Turnors (804 samples) / 4 Genes

Gene Set / Pathway is altered in 175 (29%0) of queried samples

OncoPrint Cancer Types Summary Mutual Exclusivity | Flots | Mutations Co-Expression Enrichments Survival MNetwork CH Segments Download Bookmark
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] FOR CANCER GEMNOM I
— Brain Lower Grade Glioma (TCGA, Provisional) . } .
ify Query All Complete Tumors (283 samples) / 3 Genes Gene Set / Pathway is altered in 263 (92.9%0) of queried samples
| OncoPrint Cancer Types Summary Mutual Exclusivity Plots Mutations Co-Expression Enrichments Survival Network CM Segments Download Bookmark
IDH1  1DH2
EGFR
UniProt: EGFR_HUMAN
Transcript: ENSTO0000273493
5 Somatic Mutation Frequency: 5.3% @
g L
: -
= L
= . e | - . . . €D issense @) Truncating
e Inframe Other
o o o
i} 200 400 500 El:.][:l . 1CIIDD I 12I1Gaa View 30 Structure
18 Mutations (page 1 of 1) K & Coumnse Q
Sample ID Cancer Type Protein Change Annotation ¥ Mutation Type Copy # COSMIC Allele # Mut in
Freq (T) Sample
TCGA-FG-6692-01 Anaplastic Oligoastrocytoma A289V ® 1 N Missense Amp 50 095 99
TCGA-DU-ASTT-01 Anaplastic Oligoastrocytoma A289V @® ! N Missense Gain 50 044 42
TCGA-HT-8110-01 Anaplastic Astrocytoma R108K @ "N Missense Amp 17 094 24
TCGA-HT-AB1C-01 Anaplastic Oligoastrocytoma T263P @® ! N Missense Gain 7 023 36
TCGA-DU-7013-01 Anaplastic Astrocytoma G598V @® ! N Missense Amp 36 096 29
TCGA-DU-8162-01 Cligoastrocytoma G598V ® 1 N Missense Amp 36 055 18
TCGA-FG-A4MU-01 Cligoastrocytoma G598V @ ! Iy Missense Amp 36 096 25
TCGA-HT-ASRC-O1 Anaplastic Astrocytoma G598V @® ! N Missense Amp 3 04 46
TCGA-HT-8104-01 Anaplastic Astrocytoma G7245 ® ! Missense Amp 7 006 49
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] FOR CANCER GENOMICS
— Brain Lower Grade Glioma (TCGA, Provisional) . } .
ify Query All Complete Tumors (283 samples) / 3 Genes Gene Set / Pathway is altered in 263 (92.9%0) of queried samples
| OncoPrint Cancer Types Summary Mutual Exclusivity Plots Mutations Co-Expression Enrichments Survival Network CM Segments Download Bookmark
IDH1  1DH2
EGFR
UniProt: EGFR_HUMAN
Transcript: ENSTO0000273493
5 Somatic Mutation Frequency: 5.3% @
g L
: -
= — L
= . e | - . . . €D issense @) Truncating
o Inframe Other
o °
o 200 400 600 - El:.][:l . 1CIIDD I 12I1Gaa View 30 Structure
18 Mutations (page 1 of 1) K & Coumnse Q
Sample ID Cancer Type Protein Change Annotation ¥ Mutation Type Copy # COSMIC Allele # Mut in
Freq (T) Sample
TCGA-FG-6692-01 Anaplastic Oligoastrocytoma A289V ® 1 N Missense Amp 50 095 99
TCGA-DU-ASTT-01 Anaplastic Oligoastrocytoma A289V @® ! N Missense Gain 50 044 42
TCGA-HT-8110-01 Anaplastic Astrocytoma R108K @ "N Missense Amp 17 094 24
TCGA-HT-AB1C-01 Anaplastic Oligoastrocytoma T263P @ ! a) Missense Gain 7 023 36
TCGA-DU-7013-01 Anaplastic Astrocytoma G598V @® ! Missense Amp 36 096 29
TCGA-DU-8162-01 Cligoastrocytoma G598V ® 1 Missense Amp 36 055 18
TCGA-FG-A4MU-01 Oligoastrocytoma G598V @ ! Missense Amp 36 096 25
TCGA-HT-ASRC-01 Anaplastic Astrocytoma G598V @® ! Missense Amp 36 04 46
TCGA-HT-8104-01 Anaplastic Astrocytoma G7245 ® ! Missense Amp 7 006 49
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n
Glioblastoma Multiforme (TCGA, Provisional) . . .
All Turmors (604 samples) / 4 Geres Gene Set / Pathway is altered in 175 (29%0) of queried samples
OncoPrint Cancer Types Summary Mutual Exclusivity Plots Mutations Co-Expression Enrichments Survival MNetwaork CH Segments Download Bookmark

Data Set | mRMA expression (RMA Seq W2 RSEM)

[=]

This table lists the genes with the highest expression correlation with the query genes. Click on a row to see the corresponding correlation plot, (7}
IDHL | TPS3 TDG  GULP1

Search Gene

mRNA co-expression: IDH1 vs. AFF2
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[ ] R R GENOMIC

Glioblastoma Multiforme ( TCGA, Provisional )

All Tumors (604 samples) / 4 Genes Gene Set / Pathway is altered in 175 {2924) of queried samples

OncoPrint Cancer Types Summary Mutual Exclusivity Plots Mutations Co-Expression Enrichrnents Suryival Metwark CM Segments Dawnload Bookmark

Mutations Copy-number B A Frotein

Putative copy-number alterations from GISTIC {Deep Deletion) Add checked genes to query | @

Mutual excduzivity e P Significant Search Gene
genels]
4
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