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Exploring shRNA-based therapy to prevent chemotherapy-induced cardiotoxicity
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Introduction Goals
Doxorrubicin chemotherapeutic treatment
v leads to cardiotoxicity through its effect on

Development of a short hairpin RNA (shRNA)
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(LA™ ( ) mediated gene silencing of TOP2B.
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Materials and methods

* Design of three shRNA-TOP2B candidates by sequence analysis. g . ﬂ , ? . i O CC

* Cloning of the shRNA-TOP2B candidates into an eucaryotic inducible expression vector,
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downstream of a tdT reporter gene. -q
* Transient transfection of the cloned shRNA-TOP2B vectors into HEK293 cells. = h O O Q
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 Characterization of the specificity and efficacy of the shRNA-TOP2B candidates at the level of RNA 'il._‘_ '

expression (quantitative PCR) and protein expression (Western blot and immunofluorescence)
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Optimization of TOP2A and TOP2B quantification Protein expression characterization: Immunofluorescence
Protein extracts were confirmed by Coomassie staining (A). Blotting
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* Preliminary results show shRNA-TOP2B 3 to be the only candidate
with moderate inhibitory capacity of TOP2B.
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