Deficiency of p300/CBP-associated factor exacerbates cardiac remodeling by disrupting CAMKK2 acetylation 
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Introduction. Pathological cardiac remodeling involves hypertrophy, fibrosis, and dysfunction, but the regulatory role of PCAF remains unclear.
Aims. To investigate how PCAF-mediated acetylation of CAMKK2 regulates AMPK signaling and cardiac remodeling under stress. 
Methods. PCAF knockout mice were generated using CRISPR/Cas9 and subjected to isoproterenol infusion or TAC; cardiac remodeling was assessed by histology, echocardiography, and transcriptomics. 
Results. PCAF deficiency aggravated hypertrophy, fibrosis, and dysfunction, disrupted mitochondrial function, and impaired AMPKα activation, whereas pharmacological activation of PCAF with SPV106 attenuated TAC-induced remodeling.
Discussion. PCAF modulates the CAMKK2-AMPK axis via acetylation of CAMKK2, acting as a pivotal regulator and potential therapeutic target in pathological cardiac remodeling. 
(Unpublished data)
