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Beta-arrestin-biased agonism of CXCR7 affects post-infarct cardiac remodeling.

Harada, Mutsuo
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CXCR7 is a beta-arrestin-biased receptor highly expressed in the heart but
its role remains elusive. Here we performed single cell-RNAseq analysis and revealed that Cxcr7 is
predominantly expressed in cardiomyocytes, not in endothelial cells. Cardiomyocyte-specific Cxcr7
null mouse exhibited exercerbated heart morphology and function after myocardial infarction,
suggesting the cardioprotective effects of CXCR7. in vitro study using CXCL12, a CXCR7 ligand,
demonstrated that ERK activation is CXCL12 dose dependent. ERK activation was also observed in the
border zone of infarcted murine heart and this ERC activation was abolished in cardiac-specific
CXCR7 null heart. In human hearts, RNAseq analysis unveiled Cxcr7 expressions were significantly
increased in failing heart compared to control heart and this increase was ameliorated by LVAD
treatment, further suggesting the association of CXCR7 and heart failure.
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