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Apabetalone reduces plasma CRP and inflammation

Apabetalone suppresses CRP expression in vitro

ABSTRACT
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Apabetalone downregulates inflammatory pathways in CVD patients

Apabetalone is a small molecule inhibitor of epigenetic readers 100-
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Apa=Apabetalone \\;Cox \\,'(ox Qg.(b\x QQ(O'\X Nicholls et al., 2017, Am. J. Cardiovasc. Drugs
MECHANISM OF ACTION | - N R
Apabetalone counters BRD4 recruitment to the CRP transcription start site during cytokine stimulation. ChIP from SU M MARY

HepaRG cells pre-treated for 1h with DMSO, 25 uM apabetalone or 0.5 uM JQ1, folllowed by a 2h incubation with
cytokines (10 ng/mL). 1-way ANOVA (Tukey’s), ** p<0.01, *** p<0.001, NS, not significant.

Apabetalone targets bromodomains in BET proteins, causing release from

chromatin and downregulation of BET sensitive gene expression. * Apabetalone reduces CRP expression in resting and cytokine-treated human

BRD4 desert (negative control) CRP transcription start site hepatocytes.
Pl s 8 o * BET proteins drive inflammatory CRP expression in human hepatocytes.
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3 o 6 * Apabetalone reduces circulating levels of CRP in CVD patients.
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BET: bromodomain and extraterminal proteins m mediators

ac: acetylated lysine on DNA associated proteins

TF: transcription factor

BD: bromodomain

Yellow star size indicates selectivity of apabetalone for BD2 Apa=Apabetalone

* Apabetalone-mediated downregulation of inflammatory pathways in CVD patients
may contribute to reduction in MACE observed in clinical trials.
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