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Background: Sodium-glucose co-transporter 2 inhibitors (SGLT2i) have been shown to 

reduce adverse outcomes and improve health status in patients with heart failure and 

preserved ejection fraction (HFpEF), but to date, the mechanisms responsible for these 

benefits remain unclear. Proposed mechanisms include salutary effects on 

hemodynamics, cardiac function and reserve, and volume expansion, but prospective 

studies directly assessing these measures employing the rigor of a randomized clinical 

trial are lacking. 

Methods: This is a randomized, double-blind placebo-controlled trial testing the effects 

Abstract Body: 
of the SGLT2i dapagliflozin 10 mg once daily in patients with HFpEF. The primary 

endpoint is change in pulmonary capillary wedge pressure incorporating rest and 

exercise values before and after 24 weeks of treatment using a mixed effects model. Key 

secondary endpoints include measures of cardiac function at rest and with exercise, 

myocardial metabolism through transcardiac blood sampling (arterial and coronary 

sinus cannulation), and plasma volume. Participants underwent end point assessment at 

baseline and after 24 weeks treatment with dapagliflozin or placebo using invasive 

cardiopulmonary exercise testing with high fidelity micromanometer right heart 

catheterization, transcardiac blood sampling at rest/exercise and plasma volume 

assessment. 



Results: The goal sample size of 36 patients was enrolled, allowing for 93% power 

to detect a 20% or greater reduction in pulmonary capillary wedge pressure. 38 

patients were randomized of whom 36 completed all study visits; 1 patient 

withdrew, and 1 patient is scheduled for final study visits on 11/9/22. We expect to 

complete analysis and database lock in November and unblind for final analyses in 

December 2022 to allow presentation of final results in early 2023. 

Conclusion: SGLT2i have been unequivocally shown to improve clinical status in 

HFpEF, but the mechanisms remain unclear. This mechanistic trial, which may 

represent the last placebo-controlled trial of this therapy in HFpEF, is positioned to 

provide novel, gold standard invasive data on the hemodynamic, metabolic, and 

cardiac functional effects of dapagliflozin in HFpEF. 

 


