The Epigenetic Inhibitor Apabetalone Downregulates Brain
Endothelial and Microglial Cell Activation that Contributes To
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Background

Systemic or localized peripheral inflammatory
injury can lead to transmission of neural signals as

Leukocyte Infiltration into the Central Nervous System
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received 10 ug LPS intraperitoneally, followed by
brain mRNA analysis on day 8.
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Conclusions

°In CNS cell models and endotoxemia mice, the
epigenetic inhibitor apabetalone can counter
inflammatory expression of cytokines, chemokines
and markers of endothelial and microglial activation
associated with neuroinflammation and cognitive
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BET proteins, such as BRD4, bind acetylated lysine (ac)
on histones or transcription factors (TF) via
bromodomains (BD), and recruit transcriptional
machinery to drive expression of BET sensitive genes.
Apabetalone targets bromodomains in BET proteins,
causing release from chromatin and downregulation of

BET sensitive gene expression.

Yellow star size indicates selectivity of apabetalone for
bromodomain 2 (BD2).
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* The effect of apabetalone on cognition is currently
being evaluated with MoCA in participants 270 years
of age enrolled in the phase 3 BETonMACE trial
focusing on cardiovascular outcomes in patients with
CVD and diabetes.
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