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The study of functional mechanism of Nobiletin, which possess the therapeutic
potency for development of heart failure.

Sunagawa, Yoichi
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Pulldown assay demonstrated that nobiletin directly interacted with
recombinant NBP1. In vitro enzyme assay showed that NOB enhanced NBP1 activity. NBP1 knockdown
failed to exhibit NOB-mediated anti-hypertrophic effects. NBP1-KO mice and WT mice with TAC were
divided into two groups: NOB (20 mg/kg/day) and vehicle. Oral administration was repeated for 6
weeks. NOB significantly improved TAC-induced cardiac hypertrophy, systolic dysfunction and
increases in HW/BW ratio, myocardial cell hypertrophy, and mRNA levels of ANF and 3 -MHC in WT mice
but not in NBP1-KO mice. IP-WB using HEK293T cells showed that NBP1 were associated with p300 and
decreased its auto-acetylation, p300/GATA4-dependent promoter activity, and p300-mediated GATA4
acetylation. NBP1 decreased the post-transcriptional modification at activation loop motif of p300.
These findings suggest that NBP1 is required to exhibit therapeutic potency of nobiletin for heart

failure through the inhibition of p300 activity.
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Nobiletin Binding Protein 1 is Required to Exhibit Therapeutic Potency of Nobiletin for Heart Failure through inhibition of
p300 activity
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