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Introduction Molecular Classification of Bladder Cancer

| [ Genomically : )
Lund | UroA | ®omealy | infitrated SCC-ike UroB |
' . N B
. . Luminal :
Seiler | Luminal ] [ infiltrated ) | Basal ] [Claudln IowJ
f . 1 @ -
MDA Luminal ] [ p53-||keJ Basal
~ 4
f \Nf B,
UNC Luminal Basal ] [Claudin low
- J »w
4 \Nf B
TCGA ) n ) w
3 7\ J
GATA3, FOXAT, KRTS5, 6 and 14
E%’ig,' IEOR)?E% PPARG KRTS, 6 and 14, | | spai2,ZEB1/2
PPARG, KRT20 p53 and EMT CD44 and Low claudin
Activating FGFR3 signaling EGFR Mutations of p53,
muifations ECM marker CDKN2A, ERBB2
Sensitive to
chemotherapy L+ = ++ -|
Sensitive to
immunotherapy [+/- ++ ++ +

MDA: the MD Anderson Cancer Center;
UNC: the University of North Carolina;
TCGA: The Cancer Genome Atlas Wezel et al., TAU, 2017



Research Objective

Study the behavior of Telomerase Reverse Transcriptase (TERT) genes in bladder
cancer and its putative crosstalk with immune checkpoints
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Project Workflow

Prospective Biobank Samples Molecular

Cohort Study establishment processing studies

Parameter Total cases Percentage %
- v Yz Sex
Biopsies (different Vel 5 0714
stages and Matching urine Matching Female 2 2.86
grades) at TURBT sediments peripheral blood Age
<50 1 143
or cystectomy 070 1 666
>70 25 35.71
Smoking history
Yes 28 40
No 42 60
Tumor stage
<PT1 52 7429
>PT1 18 2571
Tumor grade
Low grade 27 3857
High grade 43 61.43
Tumor recurrence
Yes 12 2308
No 40 76.92
Tumor progression
Yes 5 0.6
No a7 9038




TERT and Telomeres

TERT: Telomerase Reverse Transcriptase
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Immunotherapy Challenge in Bladder Cancer

Open access Original research

< omiensae T ERT promoter mutations and other
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with an immune checkpoint inhibitor
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Bellmunt J.et al.,, NEJM, 2017 Model adapted from Emens L.A., et al, EJC, 2017



Immunotherapy Challenge in Bladder Cancer

A Overall Survival Stud
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T 604 A Advanced bladder cancer Phaselll  Durvalumab and Tremelimumab
>
w
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« 5 cell carcinoma
§ Nivolumab, Ipilimumab 10
§ 204 NCT0303609 ! ’
& 104 ChefHiotisrapy 8 Unresectable or metastatic UC Phase lll Gemcitabine/Cisplatin/Carboplati 90
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Immune Checkpoints Expression in Bladder Cancer

Relative expression in Log10
(Relative to B2M)
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TERT and PD-Ls Regulation by miRNAs

RESEARCH ARTICLE

Hsa_circ_0020397 requlates colorectal cancer cell viability, apoptosis
and invasion by promoting the expression of the miR-138 targets
TERT and PD-L1
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TERT and PD-Ls Regulation by miRNAs

RESEARCH ARTICLE www.impactjournals.com/oncotarget/ Oncotarget, Vol. 7, No. 29

Research Paper

Hsa_circ_0020397 regulates colorectal cancer cell viabili  the tumor suppressor mir-138-5p targets PD-L1 in colorectal
and invasion by promoting the expression of the miR- ~ <@"<¢"
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TERT and PD-Ls Regulation by miRNAs
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Expression of miR-100 and miR-138 as prognostic

biomarkers in non-muscle-invasive bladder cancer
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MiRNAs Expression in Bladder Cancer

Results
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Main findings & Conclusion

v" TERT, PD-Ls, miR-138-5p, and miR-100-5p expression might be used as diagnosis and
prognosis biomarkers for better patients’ stratification and follow-up

v The identified network could be a promising therapeutic target
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