AACR

American Association
for Cancer Research’

PROJECTGENIE

FINDING CURES TOGETHER®

GENIE BPC BLADDER
1.0-PUBLIC
COHORT PREVIEW

8/2026

AACR.OI'Q/GENIE e #AACRGENIE . ©American_;\ssociation .




AACR | PROJECT

Release Notes e R,
2 Genomics Evidence Neoplasia
NDINC ES E . Information Exchange

The GENIE BPC Bladder 1.0-public dataset contains 716 Bladder patients from MSKCC, DFCI, VICC, and UHN.
Data Access:

A subset of the data is available through Both the genomic and clinical (phenomic) data can be
evaluated in cBioPortal with opportunities for data exploration and visualization using a user-friendly interface.

The complete, post-processed data are available on

What is included in GENIE BPC data?

Genomic Data: Clinical-grade next-generation sequencing data for each patient from the GENIE Registry.
Genomic profiling was performed between 2013 and 2020; patients were aged 21-88 at the time of genomic
sequencing.

Cancer Diagnosis: Bladder cancer diagnosis is considered the index tumor for this patient cohort. There are
data about other cancer diagnoses antecedent and subsequent to the Bladder cancer.

Bladder cancer-specific fields: included the presence of pathology-confirmed muscularis propria invasion
(MIBC) and smoking status.

Pathologic Information: Each pathology specimen from diagnosis through death or last follow-up is curated
with specimen type, site, and histology.
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https://genie.cbioportal.org/study/summary?id=bladder_public_genie_bpc
https://www.synapse.org/Synapse:syn75201334
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Treatment Histories: All anti-neoplastic systemic therapies—intravenous and oral chemotherapies—are included in
the data set. Dates are provided as intervals from diagnosis to start and stop of each drug. Investigational drugs are
masked; no dosing information is included.

Imaging Information: Each CT, MRI, PET-CT scan from diagnosis through death or last follow-up is curated for the
presence or absence of cancer and an evaluation of whether the cancer was stable, responding, or progressing.
These data are used to compute progression-free survival-imaging (PFS-I). Sites of tumor involvement are also
recorded.

Medical Oncologist’s Evaluations: Medical oncology notes (1/month) have been curated to ascertain the
presence or absence of cancer and whether the cancer was stable, responding, or progressing. These data are
used to compute progression-free survival-medonc (PFS-M) from diagnosis through death or date of last follow-up.
Overall Survival: Overall survival is based on death, with censoring at the date last known alive. Ascertainment of
death varies by institution.

Additional Relevant Biomarkers: Information about select biomarkers not included on the NGS panels, including
PD-L1, and MMR are also curated.

Patient-Reported Outcomes: No patient-reported outcomes are available in this dataset.

Date Masking: Exact dates are masked to preserve confidentiality; however, date intervals are available, allowing
calculation of event times such as diagnosis, treatment start, treatment end, PFS-I, PFS-M, and OS.
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Analytical Data Guide: A more comprehensive overview of the data can be found in the data guide, and a
description and location of the variables collected can be found in the variable synopsis spreadsheet.

Other Resources: There is a dedicated that describes each of the files.

Training Videos:
Demo of GENIE Data on the Synapse and cBioPortal Platforms:
BPC- specific cBioPortal video training playlist:

PRISSMM™: the BPC Bladder dataset uses the PRISSMM™ system licensed and enhanced by Memorial Sloan-
Kettering Cancer Center, Memorial Hospital for Cancer and Allied Diseases, and Sloan-Kettering Institute for
Cancer Research (collectively “MSK?”) is for informational and research purposes only. The content is not intended
as a substitute for professional medical advice, diagnosis, or treatment. Original system and improvements © 2019-
2022 Dana-Farber Cancer Institute, Inc. Additional functionality and enhancements © 2023 MSK. All rights
reserved. Additional information can be found in the analytic data guide and information about licensing
PRISSMM™ can be obtained by emailing
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https://www.synapse.org/Synapse:syn27056172/wiki/616601
https://vimeo.com/1111155519
https://www.youtube.com/watch?v=leDlA48NKPA&list=PLE2tjlUyHL8Gn4ythnuvf2BxWJVpAxkMM
mailto:PRISSMM@mskcc.org
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Biomarkers Treatment Data Clinical Outcomes
NJ PRI
Pan-cancer biomarkers Systemic Therapies (Rx) AwOS — Real-world Overall
e  PD-L1 * International Survival
* MMR Nonproprietary Name rwDFS — Disease-Free
> ] . (INN) Survival
Cancer Diagnosis- *  Startand stop dates rwPFS — Progression-Free
Core Patient-Level Data specific attributes Survival
- Demographics - Histology Lines of therapy rwTTNT — Time to Next
«  Smoking history - Stage * Standardized treatment . .o
- Vital status * Resectability status ontology rwTTD — Time to Treatment
. HemOnc.or_g (Creative Discontinuation
Commons license) TTR — Time to Response 4

PRISSMM™ is licensed from the Memorial Sloan Kettering Cancer Center
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Percentage of patients

_ Stage IlI
2,508 Total Bladder Patients Stage I ?g‘; Stage 0
age

22% 1%
2,131 BPC Phase 1 Institutions °
\ /2013 <NGS <2018 ). Stagel
NOS
\ 1,452 / Eligible & randomly selected ///‘” 1%
NA
716 0
Bladder S;%%Z ! =
patients Stage IV

34%
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Age at Diagnosis Sex
# Freq ~
300 B Male 0 547 76.4%
B Female () 168 23.5%
290 Unknown 0O 1 0.1%
200
Primary Race
150 # Freq ~
B White O 640 89.4%
100 Unknown O 27 3.8%
B Asian O 18 2.5%
%0 M Black O 15 2.1%
- I Other O 14 2.0%
’ 18:5 26-35 36-45 46-55 56-65 66-75 76-89 M Native American 0O 2 0.3%
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Patients with Muscle Invasive Bladder

Smoking Status

Tumor Unknown
Unknown No 1% Former.t
user (qui
25% 7% Former 1 yéir)
user 47%
(unknown
NA time)
7% 4%
Former ’
user (quit <
1 year)
4%
Current Never
user
used
61% 12% 320,
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Location of Metastases (Stage IV
patients)

Lung

19% Lymph Nodes

30%
Liver
12% Pleura
2%
Brain . Subcutaneous
0% Tissue
6%
Bone “ Other
19% Adrenal 11%

1%
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Mutated Genes

Structural Variants

Copy Number Alterations

Gene # Mut #v Freq Gene #8v #v Freq Gene Cytoband  CNA #v Freq
TP53 494 () 404 54.0% FGFR3 16 016 2.3% CDKN2A  9p21.3 HOMDEL (152  21.7%
TERT 365 0 343 45.9% TACC3 11 oM NA CDKN2B 9p21.3 HOMDEL (0 146  20.9%
KMT2D 396 0 239 33.1% ARID1A 4 0 4 0.6% CCND1 11913.3 AMP O 86 12.3%
KDM6A 211 0 194 26.8% CDKN2A 4 O 4 0.6% MDM2 12415 AMP 0 61 8.7%
ARID1A 250 0 191 26.2% ARID1B 3 O 3 0.4% FGF19 11913.3 AMP O 50 12.6%
PIK3CA 176 0 154 20.6% CDKN1A 3 O 3 0.4% SDHC 19233 AMP 0 49 7.0%
RB1 152 0 129 17.3% CREBBP 3 O3 0.4% FGF4 11913.3 AMP O 48 12.1%
FGFR3 137 0 119 15.9% GNAS 3 O 3 0.4% FGF3 11913.3 AMP Q 47 11.8%
CREBBP 133 O 108 14.5% KDMBA 3 O 3 0.4% RAF1 3p25.2 AMP 0 37 5.3%
ERBB2 133 O 105 14.0% KMT2D 3 0O 3 0.4% ERBB2 17q12 AMP 0 35 5.0%
EP300 121 0O %4 13.0% MECOM 3 O 3 1.0% MCL1 1921.2 AMP 0O 33 4.7%
ATM 126 092 12.3% TERT 3 0 3 0.5% DDR2 19233 AMP O 31 4.4%
CDKN1A 106 090 12.9% CDHA 3 o 2 0.3% E2F3 6p22.3 AMP 0 31 9.4%
ERBB3 106 O 81 1.1% NOTCH3 3 O 2 0.4% CCNE1 19912 AMP 0 24 3.4%
BRCA2 110 o8 10.7% AKT1 2 0 2 0.3% GATA3 10p14 AMP 0 24 3.4%
KMT2A 103 are 10.5% ARID2 2 0 2 0.3% PPARG 3p25.2 AMP g 22 5.6%
SMARCA4 83 a4 10.2% ATM 2 o 2 0.3% MYCL 1p34.2 AMP 0 21 3.0%
STAG2 82 a2 10.0% BCLG 2 0 2 0.3% SDHA 5p15.33 AMP O 21 3.2%
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Profiled in Copy-number alterations
Profiled in Structural Variants

Cancer Type Detailed

TP53 55% --_— |h
KMT2D 34%* (1 W j— O —— | — 1. .
KDMEA 28%* lufl |h e m _ 13 w _ |||| o
ARID1A 27%* LT s E§f W mE E ) - [ llllb ]
PIK3CA 21% | Hion Ih T Illll Im e 1w momnE ime . CRTR I T TR
RB1 19% 1 10 *HI PI [ I N ] IIIII-PIII i +h | 1 (o] i P [ | ||+||| 1
FGFR3 19% I | o [} (O O A b ominp o |||t* “l 1 || \h || 1 ||+| ||||||'|| 1
CREBBP 16% 1L 1 I ||||||| il mll HIE (0 UL RRAE VAN BTN WY TR O || 1 AT TITT | I
N T T e T A T Y =S PR TR
EP300 3% MO0 ER DR O 0001 6L At 3 B FAE 04 b LN AT R0 N TR T T L [ OO N
CDKN1A 13%* |11 | AR OO A g i e m L e (N TR T BT I HIMEHEA |III'
ATM 13% 1 LOLTMRN , ||u' 1 4 R RUITL LT U RN RN AR A L AN muyrmoornm |

Genetic Alteration B Inframe Mutation (putative driver) ¥ Inframe Mutation (unknown significance) B Missense Mutation (putative driver) Cancer Type Detailed Bladder Adenocarcinoma

M Missense Mutation (unknown significance) ¥ Splice Mutation (putative driver)

| small cell Bladder cancer
Splice Mutation (unknown significance)  ® Truncating Mutation (putative driver) I Bladder Urothelial Carcinoma I Mixed

W Truncating Mutation (unknown significance) |l Structural Variant (putative driver)

Structural Variant (unknown significance) I Amplification I Deep Deletion
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No alterations Not profiled
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# Samples per Patient

Profiled in Copy-number alterations

Profiled in Structural Variants

Cancer Type Detailed

FGFR3
BRAF
RET
NTRK2
NTRK3

NTRK1

Genetic Alteration

Cancer Type Detailed

lllllllllIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIllllllllllllllIIIIIllllllllllllIIIIIIIIIIIIIIIIIIIIIIIIIIIII -
(OO O LT T T T OnceKB
UL EECEEEE UL ECEEEEEL L EEELEEEELLLLLLTEEEEE S LU _

DR Actionable

Genes
97% IIIIIIIIIlllllllllllllllllIllllllllllllllllllllllllllllllllllllllllllllll Illlllllllllllllllllllll
4 n n . © Level1
FDA-approved drugs
an [[]180 i
@ Level R1
4% B [ ] | | Standard care
3%* N [ |
Chakravarty et
1%* |
’ al., JCO PO 2017
B Missense Mutation (putative driver) ¥ Missense Mutation (unknown significance) ¥ Truncating Mutation (unknown significance) Structural Variant (unknown significance)
I Amplification I Deep Deletion No alterations Not profiled

Bladder Adenocarcinoma I Bladder Urothelial Carcinoma I Mixed I Upper Tract Urothelial Carcinoma
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https://ascopubs.org/doi/full/10.1200/PO.17.00011
https://ascopubs.org/doi/full/10.1200/PO.17.00011
https://www.oncokb.org/actionable-genes#cancerType=PAAD&sections=Tx
https://www.oncokb.org/actionable-genes#cancerType=PAAD&sections=Tx
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Complete Treatment Histories R |
Number of Cancer-Directed Drug Regimens Curated Number of Radiation Therapies Curated for Each
for Each Patient Patient
2004
400
1504
3004

1004
200+

1004

g, © v v & 6 S @

*Bladder 1.0-public Cohort Preview ©2025 American Association for Cancer Research Project GENIE ®
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Treatment by Sample (pre- and
Treatment by Patient post- NGS): useful to identify
treatment induced mutations

Gemcitabine HCL [ 473 Gemcitabine HCL Pre O 344

Cisplatin + Gemcitabine 349 Cisplatin 0 390 Gemcitabine HCL Post 0O 151
) . . . Carboplatin 0 183 Cisplatin Pre [ 256
CISpIatIn. + Gemcitabine + 63 Investigational Drug O 168 Cisplatin Post O 152
Pembr0|lzumab BCG Vaccine 0 127 Investigational Drug Pre 0 182
Cisplatin + Paclitaxel 75 Pembrolizumab O 15 Investigational Drug Post O 19
Paclitaxel O 110 Carboplatin Pre O 156

Carboplatin + Gemcitabine 168 Atezolizumab O 9 Carboplatin Post O 30
. . . Mitomycin 0O 68 Pembrolizumab Pre 0 118
Carbopla_tm + Gemcitabine + 40 Docetaxel O s7 Pembrolizumab Post 0O 4
PembrOIIZ'Jmab Doxorubicin HCL 0 52 Paclitaxel Pre J 102
Carbop|atin + Paclitaxel 53 Vinblastine Sulfate O 48 Paclitaxel Post 013
Methotrexate 0O 48 Atezolizumab Pre o5

Pemetrexed Disodium 0O 45 Atezolizumab Post o7

*(includes regimens ever received for Prostate BCG Solution 0 29 BCG Vaccine Pre O 89
cancer diagnosis irrespective of line or stage) Nivolumab Q 27 BCG Vaccine Post Q47
Fluorouracil 0 22 Docetaxel Pre O 56

Etoposide 19 Docetaxel Post O 3

*Bladder 1.0-public Cohort Preview ©2025 American Association for Cancer Research Project GENIE ®
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Sample : H i

) SAMPLEACQUISIT.. @
Patient SEQUENCING

DIAGNOSIS ]
TREATMENT -
Systemic Therapy
Nilutamide
Leuprolide Ace...

2y Ay

Investigational ... [ ] [ ]
Dutasteride

Docetaxel
Radium RA22. .
Cabazitaxel
Everolimus
Radiation Therapy
LABTEST -
PSA oan

Testosterone 20

Imaging Assessment

Med Onc Assessment o ©
PATHOLOGY ]

AACR.org/GENIE - #AACRGENIE

s ; siio s e :
L L ) W 100D O e00 O L]
Disease Status by Imaging _
#aacrgenie GENIE BPC Bladder 1.0-public 08/2026 15
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100%+ 100%-
PFS-M from advanced : PFS-1 from advanced
disease disease
= 5.75 months = 4.70 months

50% 50%
™
M

0% T T T ’ : : 0% T T ~ T : T * T
0 50 100 150 200 250 0 50 100 150 200 250

. . . - . * Not adjusted
PFS-M and PSF-I are available by regimen for those regimens containing greater than 10 patients for delayed entry
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100%+

Probability of Overall Survival

30%

20%-

10%-+

0%

50%

40%-

OS by Stage at Diagnosis

A) Stage |

B) Stage Il

(
(
(C) Stage Il
(

e

D) Stage IV

Months from Diagnosis

AACR.org/GENIE « #AACRGENIE

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100 105 110 115 120

OS all stages=
56 months
50%
0% T T
Q 100 200
* Not adjusted for delayed entry
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