UC Irvine
UC Irvine Previously Published Works

Title

Reduction in the Risk of Major Adverse Cardiovascular Events With Apabetalone, a Bet
Protein Inhibitor, in Patients With Recent Acute Coronary Syndrome and Type 2 Diabetes
According to Insulin Treatment: Analysis of the Betonmace Trial

Permalink
https://escholarship.org/uc/item/1sh184dp

Authors

Schwartz, Gregory G
Nicholls, Stephen
Ginsberg, Henry

Publication Date
2020

Copyright Information
This work is made available under the terms of a Creative Commons Attribution License,

availalbe at https://creativecommons.org/licenses/by/4.0J

Peer reviewed

eScholarship.org Powered by the California Diqital Library

University of California


https://escholarship.org/uc/item/1sh184dp
https://escholarship.org/uc/item/1sh184dp#author
https://creativecommons.org/licenses/by/4.0/
https://escholarship.org
http://www.cdlib.org/

Abstract 14307: Reduction in the Risk of Major Adverse
Cardiovascular Events With Apabetalone, a Bet Protein Inhibitor, in
Patients With Recent Acute Coronary Syndrome and Type 2 Diabetes
According to Insulin Treatment: Analysis of the Betonmace Trial

Schwartz, Gregory G; Nicholls, Stephen J; Ginsberg, Henry; JOHANSSON, Jan; Kalantar-Zadeh, Kamyar;
Kulikowski, Ewelina; Toth, Peter P; Wong, Norman; Sweeney, Michael; Ray, Kausik K; On behalf of the BETonMACE
investigators

Author Information

Div of Cardiology, Univ of Colorado Sch of Medicine, Aurora, CO
Monash Univ, Clayton, Australia

Columbia Univ, New York, NY

RESVERLOGIX, San Ramon, CA

Univ of California Irvine, Orange, CA

RESVERLOGIX CORP, Calgary, Canada

CGH Med Cntr, Rock Falls, IL

Resverlogix Corp., Calgary, Canada

IMPERIAL COLLEGE LONDON, London, United Kingdom

Abstract

Introduction: Use of insulin has been associated with worse CV outcomes in patients (pts) with type 2
diabetes T2D. Apabetalone (APB) is a novel selective inhibitor of bromodomain and extra-terminal (BET)
proteins, epigenetic regulators of gene expression. In the Phase 3 BETonMACE trial treatment with APB,
compared with placebo, resulted in non-significantly fewer major adverse CV events (MACE: CV death, non-

fatal Ml or stroke) in 2425 pts with T2D and recent acute coronary syndrome (ACS).

Objective: In this analysis of BETonMACE we examined the relationship of insulin use to MACE risk and its

modification by APB.

Methods: Baseline characteristics were compared in insulin-treated (INS) or not insulin-treated (no-INS) pts.

The incidence of MACE and treatment hazard ratio (HR) were compared between these two subgroups.

Results: 829 (34.2%) pts received insulin at baseline, with or without other diabetes drugs. INS vs no-INS pts
were more likely to be female (29 vs 24%), had longer duration of T2D (12.6 vs 6.4 yrs), higher HbA1c (8.4 vs
6.9%) and baseline glucose (156 vs 126 mg/dL), lower use of metformin (73 vs 87%) and sulfonylureas (21 vs
33 %), and higher use of SGLT2 inhibitors (16 vs 6%) and GLP1 receptor agonists (10 vs 2%). MACE in the
placebo group was higher in INS than no-INS (17.4% vs 9.7%; HR 1.94; 95% CI 1.39-2.73; p=0.0001).
Overall, APB was associated with fewer MACE (HR 0.82, 95% CI 0.65-1.04, p=0.11). The relative reduction in
MACE with ABP was similar in INS (HR 0.78, 95% CI. 0.55-1.10, p=0.16) and no-INS (HR 0.87, 95% CI 0.63-
1.21, p = 0.42, pinteraction=0.64). The absolute reduction in MACE with APB was numerically greater among INS
than non-INS (3.69 vs 1.30%).



Conclusions: Pts with T2D and recent ACS treated with insulin are at high risk for MACE. High risk of MACE
with insulin use is likely through association with other clinical characteristics prognostic for MACE. Insulin

treatment may be a marker to identify pts with potential for large absolute reduction in MACE with APB.
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