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Characterizing urothelial carcinoma across
disease settings: The voice of the biologist
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Metastasis and Immunity:
the ultimate frontier?
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New Hopes for mBICa Patients: ADCs

Progression-Free Survival per BICR
Risk of progression or death was reduced by 55% in patients who received EV+P
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Enfortumab Vedotin and Pembrolizumab vs. Chemotherapy Alone in Untreated Locally
Advanced or Metastatic Urothelial Cancer (EV-302)

ESMO023 20-24 October 2023



But...

PRIM

MET

AAC
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Metastatic BC clinical Samples
(what do we know about it?)
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Metastatic BC clinical
Samples

(What are the differences -if any- between

primary and metastatic tumors?) ‘ I L — I

(What are the organ tropsim of the primary - o .
tumors?) — -
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Characterization (multiomic) of paired human
primary and metastatic lesions is extremely needed
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The Reductionist View A Heterotypic Cell Biology

Cancer cells Cancer cells Fibroblasts

Immune cells

Metastatic spreading
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Refining the models

\ Adeno-K5/K20-Cre
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% Tumor free at end point
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Genomic and Cell of origin determine clinicopathological differences
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Transcriptional
characterization
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% Tumor free at end point
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Challenging detection and follow up:
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A Collection of cell lines

Median detection Median survival

Strain Target cell Name % metastases(n) Target organ (%)

(days) (days) Lung Lymph node

Basal/Krt5 | 4K5 80% (5) 40 77 > 0%52’;"5:“’;“9 metastasis metastasis
Superficial /Krt20| 3K20 60% (5) 23 41 100% lung

Basal/Krt5 K5.6 40% (5) 23 49 100% Lung

Basal/Krt5 |CKS.A|  100% (4) 26 a1 100% Lung -

Basal/Krt5 CK5.B 75% (4) 41 49 100% Lung b
Superficial /Krt20|CK20.C 5% (21) 56 56 100% Lung
Superficial /Krt20|CK20.D 75% (4) 19 39 100% Lung w
Superficial /Krt20|CK20.E 75% (4) 26 39 100% Lung
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Manipulating metastatic dissemination

CK20.C cells

Immunocompetent syngeneic QKO mice
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Enrichment plot: HALLMARK_MYC_TARGETS V2
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Characterizing metastatic dissemination
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Take home messages

v Metastasis is a poorly understood clinical problem in bladder cancer
v" Mouse models may recapitulate metastatic spreading in BlaCa

v' Metastasis is hampered by Immune system

v Transcriptomic characterization may allow identifying potential

metastasis drivers and therapeutic targets
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Thank youl

“Hey, my pup is sick. Are you a real doctor or just PhD?”

Questions?
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