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Elucidation of Stim2 splicing mechanism and development of a novel therapeutic
strategy of heart failure
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In this study, we focused on STIM2, which has two spliced variants with
opposing effects on store-operated calcium entry (SOCE) by alternative splicing. We performed
transversal aortic constriction in a mouse to uncover the Stim2 alternative splice mechanisms in the

pressure-overloaded heart. In pressure-overloaded hearts, the expression of Stim2 splice variants
was changed in cardiomyocytes. Next, we identified the splicing factor that modulates this Stim2
alternative splicing by pull-down assay and mass spectrometry. This factor interacts with specific
sequences in Stim2 pre-mRNA. Then, we modulated this splicing change by using antisense oligos in
vitro and in vivo. Thus, these results might help to develop a novel heart failure treatment that
provides fine-tune SOCE activity by adjusting the STIM2.1/STIM2.2 ratio.
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NF-k B activation in cardiac fibroblasts results in the recruitment of inflammatory Ly6C hi 2021
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