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Background Bladder Cancer CTC Subtype Heterogeneity CK- PDL1+ CTCs Have Gross Genomic Abnormalities
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The prognosis for patients with muscle invasive (MIBC) and metastatic (mBCa) bladder cancer is poor, with median survival
with cisplatin-based chemotherapy averaging 14 months in the metastatic setting. Urothelial bladder cancers have been
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CK+ PDL1+ CTCs were tested for abnormal
ploidy via FISH. The presence of gross
genomic abnormalities is a secondary
confirmation of malignant origin; adjacent
WBCs serve as controls.
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proportion of patients with advanced bladder cancer, predictive and prognostic biomarkers are still lacking. While higher PD- cell lines to determine assay i :ofsvons HA41
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We have developed an assay for quantification of PD-L1 expression on circulating tumor cells (CTCs) detected on the Epic

CTC Platform. Here, we present data on the incidence, morphology, and PD-L1 expression of CTCs detected from the venous . o FISH probes:
circulation of 21 muscle invasive and metastatic bladder cancer naive to anti-PD-1 axis therapy. Right: Representative images. B CEP10: green (seen in composite)
Met h 0O d S B) Dot plot of patient CTC PD-L1 EE:Z e
(left) and CK (right) expression | : c 15: od
Blood from 21 muscle invasive and metastatic bladder cancer patients naive to anti-PD-1 axis therapy was as assessed by protein IF for _ ; P>
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Baseline Characteristics » The Epic CTC Platform can detect PD-L1+ CTCs in patients with metastatic and locally advanced bladder
Median Age (range) 67 years (43 — 89) . Blood drawn from 21 patients between +  PD-L1 signal distinctly localized to cell cancer. Blcj;u?lder can.cer CTC§ expre§5|ng PD-.L1. are frequently CK-, and show gross genomic
] surface consistent with established PD- 2 9 . abnormalities consistent with malignant origin.

Male 14 May 2014 _ Septem er 2015 ) IF composite PD-L1(+ 9.61
Gender L1 cell biology.

Female / * l4dmen, 7/ wpmen  Thirty two percent of patients PD-L1 Positivity by CTC Type > While these patient samples represent a small, cross-sectional cohort rather than a prospective
et o0 (BT MIBC 4 * 17 metastatic bladder cancer, 4 muscle- had PD-L1+ CTCs (7/22) - ) controlled trial, it is worth noting that those with the highest PD-L1(+) CTC burden (> 1/mL) had

Metastatic 17 invasive * Four of seven of these patients — EEE? PPDD_'LLll((++)) CCTT;S ppr;e:eenntt((nn N 42)) shorter overall survival from the time of the CTC draw, consistent with previous reports in bladder
Patients with prior N » 13 had prior chemotherapy had CK-/PD-L1+ CTCs Bl No PD-Li(+)CTCs (n = 15) cancer and other solid tumors using solid tissue biopsy staining.
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i : . » Biomarkers predicting response to PD-1 axis inhibitors are needed to help select patients for therapy.
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, : , _ . Inclusion of patients onto current PD-1 axis therapy trials typically requires a biopsy, for which

Alive e 1 patient subsequently developed secondary Patients were categorized as positive if 1 . ore 1 N
Follow-up 6 . sampling can be difficult in bladder cancer and other indications.

No follow- . malignancy (breast Cancer) a concentration of >1 PD-L1(+) CTC/mL

: : : was detected. Several PD-L1(+) patients
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ot - : 1 patient received PD-1 thera py prior to draw had PD-L1 positivity exclusive to CK(-) QO N O » Future work will focus on the relationship between PD-L1 expression on CTCs and response to PD-1
fte |2r1|_é|;rvwa 108.5 days (40 — 414 days) CTCs Fraction of Cohort and PD-L1 inhibitors in bladder cancer.
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