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“ Results: Serum ALP in CVD Patients in Phase 2, Placebo Controlled, Double Blind Clinical Trials on Top of Standard of Care
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endothelial cells. Protein abundance & ALP enzyme activity were also Results: Mechanistic Cell Culture Studies of ALPL Gene Transcription, TNAP Protein Abundance, TNAP Activity, & Calcium Deposition
measured.

Liver is a major source of serum alkaline phosphatase (TNAP isoform, gene symbol ALPL) Apabetalone reduces TNAP protein and enzyme activity in HepG2

Results: In phase 2 trials, baseline serum ALP correlated with MACE Apabetalone downregulates ALPL gene expression in cultured human hepatocytes
(R*=0.87). In ASSERT, apabetalone dose dependently reduced serum ALP
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Apabetalone reduces ALPL/TNAP expression and enzyme activity in calcifying VSMC

Apabetalone suppresses extracellular calcium deposition in human coronary artery

Conclusions: In phase 2 trials, apabetalone lowered serum ALP.

Mechanistically, apabetalone downregulates ALPL/TNAP expression in vascular smooth muscle cells (VSMC)

apabetalone, comparator BET inhibitor JQ1, or small molecule inhibitor of TNAP (TNAPI)

**p<0.01, ***P<0.001, 1-way ANOVA followed by Dunnett's
Gilham et al., 2019, Atherosclerosis
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RNA polymerase Il. Apabetalone, an orally available small molecule, binds
to bromodomains in BET proteins, causing their release from chromatin
and downregulation of BET sensitive gene expression. Apabetalone downregulates ALPL expression in primary endothelial cells Summary and Conclusions
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= Y R : .  TNAP is a mediator of endothelial dysfunction. Apabetalone downregulates ALPL/TNAP gene expression
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e The phase 3 BETonMACE trial will evaluate the impact of apabetalone on CVD outcomes
TF: transcription factor [ Method: ALPL gene expression by real-time PCR in response to 4 hours treatment with BET inhibitors (ClinicalTrials.gov Identifier: NCT02586155. Results Q4 2019).

BD: bromodomain

Yellow halo indicates selectivity of apabetalone for bromodomain 2 within BET proteins




