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SUMMARY

ABSTRACT

Aim: To explore mechanisms behind the 57% relative risk reduction of major adverse Normoglycemia [Fypergiycemial

cardiovascular events (MACE) in patients (pts) with type 2 diabetes mellitus (T2DM)
and CVD given 200 mg apabetalone (APL, RVX-208, inhibitor of bromodomain and
extra-terminal [BET] proteins that are epigenetic readers of histone acetylated lysine).
Method: SOMAscan proteomics of patient plasma given APL (n=25) or placebo (n=30)
and cultured monocyte (THP-1) or endothelial (HUVEC) cells.

Results: Plasma proteomics from CVD+/-T2DM pts given APL or placebo showed - S
changes in 4 well-known pathologic pathways and inflammation triggered by TNFo g2 D
underpinning CVD. Proteins induced by TNFo (p<0.001; z-score = 2.270) were F:,;!;?N{mﬂ%
attenuated by APL (p<0.001; z-score = -2.308). To replicate this inflammatory milieu,
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TNFo (10 ng/ml) or high glucose (HG, 25.6 mM) was added to co-cultures of THP-1 and -

HUVEC leading to enhanced adhesion 12- and 2.4-fold, respectively but inhibited by Girculating " e
APL (44-32%). Very Late Antigen-4 (VLA-4) a THP-1 adhesion mRNA rose 1.3-fold in HG and/or e °
and APL suppressed it >50%. Similarly, E-selectin, MCP-1, and MYD88 mRNAs that at plague site s
mediated adhesion rose by 2-, 2- and 1.3-fold, respectively in HUVECs exposed to HG Paren &M
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while APL attenuated (30-90%). Furthermore, Nanostring data from HUVECs showed

HG induced many inflammatory genes underlying CVD but APL blocked ~90% of these. * Apabetalone suppresses all pro-atherogenic mediators shown above

Gene Set Enrichment and functional Gene Ontology Analysis showed many  BET-dependent downregulation of vascular inflammation and cell adhesion
inflammatory and immunoregulatory genes were positively impacted by HG but by apabetalone may contribute to the reduction in MACE, a hypothesis
negatively affected by APL. currently being tested in the phase 3 cardiovascular outcomes tria

Summary: APL lowers MACE in T2DM and CVD pts by attenuating monocyte adhesion BETonMACE in in post-Acute Coronary Syndrome patients with CVD, diabetes
to endothelial cells and thereby possibly reducing atheroma formation. mellitus and low HDL-c.

RESULTS

Mechanism of Action Apabetalone reduces MACE, Apabetalone reverses high glucose impact on major inflammatory gene
phase 2b post-hoc analysis i i
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Yellow star indicates selectivity of apabetalone for BD2.
MACE: Major Adverse Cardiac Events including: death, myocardial

infarction, stroke, coronary revascularization, hospitalization for
acute coronary syndrome or heart failure
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IPA® predicts apabetalone inhibition of TNFa and
pro-atherogenic pathways in ASSERT CVD patient proteome

Apabetalone inhibits high glucose induced pro-atherogenic gene expression
in monocytes and endothelial cells
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Real time pcr statistics: One way ANOVA followed by Tukey’s multiple comparison test
Y axis = Fold change mRNA relative to DMSO

Yellow (Table) = upregulated fold change from no glucose 10% cutoff
Blue (Table) = downregulated % change from glucose with apabetalone
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