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* |n pharmaceutical industries, the identification of novel biomarkers to predict structural cardiotoxicity is pivotal to avoid late-stage drug attrition. Indeed, almost half of safety-related
attrition is caused by cardiovascular toxicity, of which 48% is due to drug-induced structural changes (i.e., morphological damage or loss of cellular and/or subcellular components)?!-2.

 MicroRNAs (miRNAS) have been widely investigated in the past decade as alternative biomarkers, and several studies have linked their dysregulation to cardiovascular liabilities 34>

« MIRNASs secreted In biofluids have been investigated as translatable biomarkers to clinic. However, In vitro detection methods present several challenges. A broader application of
MIRNA-based assays to detect cardiotoxicity is limited by their low abundance in the supernatant of cell cultures, as well as the lack of high-throughput platforms and established

methods for RNA extraction®.

« This study aims to investigate the upregulation of circulating miRNAs in hiPSC-CM supernatant after the treatment with known structural cardiotoxicants.

MATERIALS AND METHODS

Cardiomyocytes Cell Culture

MIRNAS Detection

 hiIPSC-CM: iCell? Cardiomyocytes, 01434

* Functional measurements by XxCELLIigence RTCA CardioECR
platform (data previously presented at SPS 2022)

« Collection of supernatant every 24h and cell pellet at 72h

« Analysis of mIRNAs in hiPSC-CM pellet and supernatant by
RT-gPCR

« The panel of mMIRNAs analyzed included 4 normalizers and 12
target miIRNAs

Table 1: List of 32 structural cardiotoxicants divided by drug class. o
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CONCLUSIONS AND FUTURE PERSPECTIVES

« Upregulation of several miIRNA candidates in hiPSC-CM pellet was observed following the 72hrs treatment with structural cardiotoxicants, with the | References:
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* The translatability of the highly upregulated mIRNAs will be assessed In patient-derived cardiomyocytes, generated from healthy individuals | 5 wmima et al., cells (2019)
(control) and patients with cardiovascular liabilities induced by cancer therapy, both in cell pellet and supernatant. The upregulation of circulating |
MIRNAS in the supernatant will be compared to serum/circulating miRNAs from patients treated with structural cardiotoxicants.
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