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Effect of BET Protein Inhibition With Apabetalone on Cardiovascular Outcomes in Patients With Acute 

Coronary Syndrome and Diabetes - Results of the BETonMACE Trial  

Kausik K Ray1, Stephen J Nicholls2, Henry N Ginsberg3, Jan O Johansson4, Kamyar Kalantar-Zadeh5, Ewelina 

Kulikowski6, Peter P Toth7, Norman Wong6, Michael Sweeney6, Gregory G Schwartz8, BETonMACE 

Investigators; 1DEPT PRIMARY CARE AND PUBLIC HEALTH, Imperial College London, London, United 

Kingdom, 2Monash Heart Institute, Monash Univ, Melbourne, Australia, 3Irving Institute for Clinical and 

Translational Rsch, Columbia Univ, New York, NY, 4Med Affairs, Resverlogix Corp, Calgary, Canada, 5Univ of 

California Irvine, Orange, CA, 6Resverlogix Corp, Calgary, Canada, 7Dept of Family and Community Medicine, 

Univ of Illinois College of Medicine, Peoria, IL, 8Cardiology, VA Eastern Colorado Healthcare System, Aurora, 

CO  

Background: Bromodomain and extra-terminal (BET) proteins are epigenetic transcription modulators of 

inflammation, thrombogenesis, and lipoprotein metabolism that contribute to atherothrombosis. BET inhibitors 

are small molecule epigenetic regulators of chromatin structure and gene expression with therapeutic potential 

in atherosclerosis. Apabetalone is the first in class BET inhibitor that selectively targets bromodomain 2 (BD2), 

resulting in favourable effects on transcription of a variety of atherothrombotic mediators. A pooled analysis of 

phase 2 trials showed that apabetalone reduced the incidence of death or non-fatal cardiovascular (CV) 

outcomes compared with placebo, with more prominent benefits in patients with conditions associated with 

BET system activation such as type 2 diabetes mellitus (T2DM), high C-reactive protein or low HDL-

cholesterol. The BETonMACE trial tested the hypothesis that addition of treatment with apabetalone to 

standard of care therapies improves CV outcomes in patients with T2DM and low HDL-C after an acute 

coronary syndrome (ACS). 

Methods: BETonMACE (NCT02586155) is an international, multi-center, randomized, double-blind, placebo-

controlled trial in patients with recent ACS, T2DM and low HDL-C conducted at 195 sites in 13 countries. 

Patients with ACS in the preceding 7-90 days, T2DM, and HDL-C <=40 mg/dl for men, <=45 mg/dl for women, 

were assigned in double-blind fashion to receive apabetalone 100 mg orally twice daily or matching placebo 

(1:1) on top of guideline recommended standard of care including intensive or maximum-tolerated treatment 

with atorvastatin or rosuvastatin. The primary outcome was time to the first occurrence of CV death, non-fatal 

myocardial infarction (MI), or stroke. The study continued until 250 primary endpoints had accrued. 

Apabetalone and placebo groups were compared using a two-sided stratified log-rank test; assuming a 2-

sided type 1 error rate of 5% and cumulative incidence of the primary endpoint of 10.5% in the placebo arm at 

18 months, a sample size of 2400 patients followed for a median of 18 months provides 80% power to detect a 

30% relative risk reduction with apabetalone. Results: Enrollment began in November 2015 and ended in July 
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2018 with 2425 participants randomized. MI was the index ACS event in 74% (STEMI 53%, NSTEMI 47%) 

with unstable angina constituting 26%. Characteristics of participants included median age 62 years, 25% 

female sex, majority white race (87%), and coronary revascularization for the index ACS (80%). Use of high 

intensity statin treatment was 91% at study entry with median LDL-C 65 mg/dl, HDL-C 33 mg/dl, and HbA1c 

7.3%. Median follow up was 26 months.  

Conclusion: The BETonMACE trial will be the first study to report whether epigenetic modulation with a 

selective BET protein inhibitor is a safe and effective approach to reduce cardiovascular risk.  
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