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Procedures and Outcomes

Participants were randomly assigned in a 

1:1 ratio to receive once weekly 

subcutaneous semaglutide at a dose of 2.4 

mg or placebo for 52 weeks, followed by a 

5-week follow-up period. 

Randomization was stratified according to 

baseline BMI (<35 vs. ≥35). 

Participants who discontinued treatment 

prematurely remained in the trial



Endpoints

The dual primary end points were: Change in the KCCQ-CSS and the percentage change in body 

weight from baseline to week 52.

The confirmatory secondary endpoints were:

The change in the 6-minute walk distance from baseline to week 52.

Change in the log-transformed C-reactive protein (CRP) level from screening (week −2) to week 52. 



Inclusion                                              Exclusion

Left ventricular ejection fraction of at least 45%

Body-mass index of at least 30; 

New York Heart Association functional class II, III, or IV symptoms;

Kansas City Cardiomyopathy Questionnaire clinical summary score (KCCQ-
CSS) of less than 90 points;

6-minute walk distance of at least 100 m; 

At least one of the following findings:

Mean PWP >15 or LVEDP > 25 at rest or PA diastolic pressure >15 (on 
implantable monitor  or LVEDP 25 with exercise

Elevated natriuretic peptide levels (with thresholds stratified according 
to the BMI at baseline) plus echocardiographic abnormalities, 

Hospitalization for heart failure in the 12 months before screening plus 
ongoing treatment with diuretics or echocardiographic abnormalities

A patient-reported change in body weight of more than 

5 kg within 90 days before screening 

A history of diabetes 

Myocardial infarction , stroke, or HF hospitalization  30 

days prior to screening

SBP>160 at screening



Demographics

● White race: 96%

● Female: 56.1%

● Median BMI: 37 kg/m2

● Hospitalization for HF within 1 year: 

15.3%

● NYHA II: 66.2%

● Baseline medication: Diuretic: 80.7%, 

mineralocorticoid receptor antagonist: 

34.8%, sodium–glucose cotransporter-2 

(SGLT2) inhibitor: 3.6%



Primary endpoint

For the treatment policy estimand, the mean change in 

KCCQ-CSS at week 52 was 16.6 points in the semaglutide 

group and 8.7 points in the placebo group (estimated 

difference, 7.8 points; 95% confidence interval [CI], 4.8 to 

10.9; P<0.001)

For the treatment policy estimand, the mean percentage 

change in body weight at week 52 was −13.3% for 

semaglutide and −2.6% for placebo (estimated difference, 

−10.7 percentage points; 95% CI, −11.9 to −9.4; P<0.001)



Secondary Endpoints

● Change in 6-minute walk distance from baseline to week 52: 21.5 vs. 1.2 m (p < 0.001)

● Percentage reduction from baseline to week 52 in NT-proBNP: -20.9 vs. -5.3 (p < 0.05)

● Hospitalization or urgent visit for HF: 1 vs. 12 events (p < 0.05)



Discussion

In this randomized, placebo-controlled trial involving patients with heart failure with 

preserved ejection fraction and obesity, once weekly semaglutide at a dose of 2.4 mg led to 

larger reductions in heart failure–related symptoms and physical limitations (as measured 

with the KCCQ-CSS) and a greater degree of weight loss than placebo at 52 weeks. In 

addition, semaglutide increased the 6-minute walk distance, resulted in more wins in the 

evaluation of the hierarchical composite end point, and reduced CRP levels to a greater 

extent than placebo.



Limitations and criticisms

Low amount of SGLT2 concurrent use.

Were improvement from weight loss alone?
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