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INTRODUCTION AND AIMS: [ 1. Apabetalone downregulates expression of genes related to vascular calcification in multiple cell types ]
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& extracellular mineralization. Here we report clinical effects
of apabetalone on circulating levels of factors involved in VC,
including alkaline phosphatase (ALP), an enzyme that Gene Expression in HCAVSMC: 14 Days Osteogenic Conditions

[ 2. Apabetalone opposes induction of osteogenic markers in human coronary artery vascular smooth muscle cells ]
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Effects of apabetalone on expression of osteogenic markers
were investigated in primary human hepatocytes (PHH), .
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[ 3. Apabetalone counters extracellular calcium deposition in human CAVSMCs ]
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Factors involved in the process of VC are derived from
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[ 5. Apabetalone decreases circulating levels of proteins associated with VC in patients with cardiovascular disease

downregu|ated by apabeta|one 12 hours after a Sing|e dose. Phase 2, Placebo Controlled, Double Blinded Trials: SUbjECtS with Cardiovascular Disease on Standard of Care

Plasma Osteopontin:
3 months

Circulating Osteoprotegerin:

Apabetalone also significantly reduced circulating levels of Circulating Alkaline Phosphatase:
6 months

proteins associated with VC in phase 2 trials in CVD patients, 0 15 (€ months) 25 -
including ALP, osteopontin & osteoprotegerin. E L 3.2 @ o ok & 2o | |
— c C |
g 4 : :
& -6 o g 5 7.8 v 15 -
[ ) = -0 = . o0 —=
Mechanism of Action 52 - g3
c o C © ' 0 m
Q v U m O 10 - 19.7
2 810 7 5E s g s
& 12 - a 9 c 5 -
c XXX ~h L
RNA Pol li S 14 o -10 kx
RNA Pol II ) g Placebo (n=166) Apabetalone 200mg é’ Pla_cebo Apabeta:jlo.rlme 200mg > 0
AL = daily (n=331) (n=47) (nf:l;) Placebo Apabetalone 200mg
. 852 Bb2 B (n=30) daily
BET protein _ (n=25)
8D1 BD2 *p<0.05, **p<0.01,***p<0.001 vs placebo (Van Elteren test adjusted by study)

Apabetalone

Ac AC = Ac Ac .
: i i ic i Summary and Conclusions
e stones onchromati  Apabetalone reduced expression of factors associated with vascular calcification (VC) in multiple cell types.
@ Simultaneous effects on contributing cell types suggest apabetalone may decrease pathologic calcification.

Transeription Transcription  Apabetalone dose dependently countered calcium deposition in primary human coronary artery vascular smooth
BET proteins, such as BRD4, bind acetylated lysine (Ac) on muscle cells, suggesting treatment can oppose this process in the vasculature.
oroteins such as histones via bromodomains (BD), and e A single 100 mg dose downregulated pathways associated with VC in patients with chronic kidney disease (CKD).
recruit transcriptional machinery to drive expression of BET ° In phase 2 clinical trials in patients with cardiovascular disease (CVD), apabetalone reduced circulating factors

sensitive genes. Apabetalone inhibits BET bromodomains, associated with VC.
causing release from chromatin and downregulation of BET
sensitive gene expression.

 Apabetalone may decrease VC in patients with CKD and contribute to reduction in coronary events in patients with high
CVD risk, which Resverlogix is exploring in the phase 3 BETonMACE cardiovascular outcomes trial that enrolled patients

Acknowledgment: Figure originally developed by Dr. Olesya kharenko with established CVD and diabetes mellitus on standard of care.
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