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Diabetic Cardiomyopathy (DbCM) is a severe complication of 
diabetes and a cause of HF in the absence of other causes of 
cardiac dysfunction such as coronary artery disease (CAD), 
clinically relevant arrhythmias, severe valvular heart disease, 
and uncontrolled blood pressure. Hyperactivation of the polyol 
pathway is one of the primary mechanisms contributing to the 
development of DbCM, which evolves over time into overt HF. 
Aldose reductase (AR) catalyzes the first and rate-limiting step 
in the polyol pathway, and AR inhibition has been shown to 
reduce diabetic complications including DbCM.

BACKGROUND

PURPOSE

ARISE-HF trial is a global phase 3 randomized study evaluating 
the safety and efficacy of two doses a novel aldose reductase 
inhibitor (AT-001) versus placebo to improve or prevent 
decline in cardiac functional capacity in individuals with DbCM.  
DbCM was defined by elevated cardiac biomarkers and/or the 
presence of cardiac structural/functional abnormalities along 
with impaired cardiac functional capacity defined as peak VO2 
uptake below 75% of predicted normal on a cardiopulmonary 
exercise test.

684 study participants with DbCM are described in Table 1. 
50% of patients were female, with a mean age 67.5 years. 
Patients enrolled had a duration of diabetes of 14 years, with 
excellent glycemic control at baseline (HbA1c of 6.99%). The 
median NT-proBNP was 71 ng/L and hs-cTnT was 9 ng/L.  
Among echocardiographic abnormalities evaluated at 
enrollment, the most common were abnormal global 
longitudinal strain and impaired diastolic relaxation. 
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METHODS

The objective of this analysis was to describe a unique cohort 
of patients with DbCM at high risk of progression to overt HF 
enrolled in the ARISE-HF study.

• The ARISE-HF study is an ongoing placebo-controlled phase 
3 clinic trial evaluating the safety and efficacy of a novel 
highly selective aldose reductase inhibitor (AT-001) on 
cardiac functional capacity in individuals with DbCM. 

• The baseline analysis of patients enrolled into the ARISE-HF 
trial describes a cohort of persons with DbCM at high risk of 
progression to overt HF. 

• Individuals with DbCM frequently have significant reduction 
in cardiac functional capacity and detectable cardiac 
changes despite good glucose control.

RESULTS


