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INTRODUCTION METHODS

Early detection of pleural mesothelioma (PM) remains a major unmet clinical need. Primary cell cultures were established from pleural effusions of PM (malignant mesothelial cells) Sample collection and experimental analysis Data analysis

MicroRNAs (miRNAs) are small non-coding RNAs that regulate gene expression and and non-PM patients (non-malignant mesothelial cells). Cells were seeded in exosome-depleted MicroRNA

have emerged as promising biomarkers in cancer due to their stability in biological medium and cultured for 72 hours, after which the supernatant (200 ml) was collected. RNA was O Tissue sequencing Piferential expression Fathway ehrichment
fluids. In PM, altered miRNA expression has been associated with disease then isolated from 1.2 ml of the supernatant, and the remaining was used for exosomes isolation < Pl\?n:ﬂ) o & primary f% Ih ___:"___
development, progression, and patient prognosis?. using iZON gEV columns. Cells and the corresponding tumor tissues were also collected. All RNA £ Celr:u::ure - Cinical sssociation  Taract orediction
Here, we aimed to identify PM-secreted miRNAs with potential utility as non-invasive extractions were performed using the mirVana PARIS kit. g g e supematant IE Mm
diagnostic biomarkers. We further sought to compare the miRNA cargo of exosomes Sequencing reads were mapped to the human reference genome (GRCh38). Candidates that were Non-PM (n=7) 1009 exosomes |

with that of freely secreted miRNAs and cellular miRNAs to better understand the either highly expressed or consistently upregulated across cells and the analyzed secreted fractions

mechanisms and patterns of miRNA release in PM. We further aimed to identify were selected. Candidate miRNAs were tested in plasma RNAs using miRCURY LNA miRNA PCR s O O O Y | MR | TreriAnerimeg s plomerkers for X
secreted miRNAs that may mediate intercellular communication and contribute to the Assays (Qiagen) using geometric mean of miR103a-3p and miR23a-3p as normalizer. Cox-regression S % Asbgmpose(ealthy' | é‘ﬁ e l- [
regulation of the tumor microenvironment, thereby influencing disease progression. analysis was performed to identify prognostic significance of the miRNAs. " |m2ase et n=30 Hemolyzed samples excluded — | *

RESULTS SUMMARY AND CONCLUSIONS
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