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Plexin Bl Exacerbates Cardiac Hypertrophy and Heart Failure
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i It remains undetermined whether Semaphorin-Plexin pathway play the key role
in the development of HF. We focused on Plexin Bl, a major receptor for Sema4D, and examined the

functional role of Sema4D-Plexin Bl pathway in the development of HF. We established
cardiac-specific Plexin Bl transgenic mice (Plexin B1-Tg). We performed thoracic transverse aortic

constriction (TAC) in Plexin B1-Tg mice and their littermates. Immunoprecipitation confirmed the
interaction between plexin Bl and Sema 4D in cardiac tissues. Plexin B1-Tg mice exhibited cardiac
hypertrophy, exacerbated cardiac function, and lower survival rate compared with the WT mice after
TAC. RNA sequencing of the cardiac tissues identified Bmall as the downregulated differentially
expressed gene in Plexin B1-Tg compared to WT mice hearts. Overexpression of Plexin Bl augmented
phosphorylation of Akt in cardiomyocytes. Plexin Bl mediates Bmall/Akt signaling. Sema4D-Plexin Bl

pathway can serve as a novel therapeutic target for HF.
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