


STREP-HFpEF Design



Inclusion criteria 

• Male or female, age ≥18 years

• BMI ≥30.0 kg/m2

• NYHA class II-IV

• LVEF ≥45% at screening

• No hospitalizations due to HF between screening and randomization

• Able to perform the 6MWT at screening with a minimum distance of 100 metres

• KCCQ clinical summary score <90 at screening

• At least one of the following

o Mean PWP ≥15 mm Hg or LVEDP ≥25 mm Hg documented during catheterization at rest or PA diastolic pressure measured 

by implantable monitor ≥15 mmHg or PWP or LVEDP ≥25 mm Hg documented during catheterization at exercise

o Elevated NT-proBNPa, b at screening combined with ≥1 of the following: (i) septal é <7 cm/sec or lateral é < 10 cm/sec or 

average E/é ≥15; (ii) PA systolic pressure >35 mm Hg, (iii) LA enlargementc, (iv) LV hypertrophy with septal thickness or 

posterior wall thickness ≥1.2 cm

o Hospitalization with a primary diagnosis of decompensated HF requiring IV loop diuretic treatment with the previous 12 

months combined with ≥2 of the following: (i) septal é <7 cm/sec or lateral é < 10 cm/sec or average E/é ≥15; (ii) PA systolic 

pressure >35 mm Hg, (iii) LA enlargementc, (iv) LV hypertrophy with septal thickness or posterior wall thickness ≥1.2 cm, (v) 

ongoing use of diuretic therapy for ≥30 days before screening

• Diagnosed with T2D ≥90 days prior to screening (STEP HFpEF DM only)

• Treated with diet, exercise and/or glucose lowering treatmentd according to local label (stable dosing) for ≥30 days prior to 

screening (STEP HFpEF DM only)

• HbA1C ≤10.0% at the screening visit (STEP HFpEF DM only)



EXCLUSION CRITERIA 

• MI, stroke, hospitalization for HF, unstable angina pectoris, or TIA within 30 days prior to the day of screening

• SBP > 160 mm Hg at screening

• Planned coronary, carotid or peripheral artery revascularization

• Any other condition judged by the investigator to be the primary cause of dyspnea

• Bariatric surgery prior to screening or planned within the trial time course

• Self-reported changed in body weight >5 kg (11 lbs) within 90 days before screening

• HbA1c ≥6.5 % (48 mmol/mol) based on latest available value from medical records, no older than 3 months or if unavailable at local 

measurement at screening

• History of T1D or T2D (history of gestational diabetes is allowed) (for STEP HFpEF)

• History of T1D (history of gestational diabetes is allowed) (for STEP HFpEF DM)

• Treatment with any GLP-1 RA within 90 days prior to the day of screening 

• Uncontrolled and potentially unstable diabetic retinopathy or maculopathye (STEP HFpEF DM only)

• Recurrent severe hypoglycaemic episodes within the last year as judged by the investigator (STEP HFpEF DM only)

• Treatment with continuous subcutaneous insulin infusion (STEP HFpEF DM only)

• Personal or first-degree relative(s) history of MEN2 or MTC

• Acute pancreatitis within the last 180 days prior to screening or history or presence of chronic pancreatitis

• End-stage renal disease or chronic or intermittent haemodialysis or peritoneal dialysis

• Presence or history of malignant neoplasm within 5 years prior to the day of screening. Basal and squamous cell cancer and any 

carcinoma in-situ are allowed

• Known or suspected hypersensitivity to trial product(s) or related products

• Participation in any clinical trial of an approved or non-approved device for the treatment of HF or obesity within 30 days before 

screening

• Receipt of any investigational medicinal product within 30 days before screening

• Female who is pregnant, breast-feeding or intends to become pregnant or is of child-bearing potential and not using a highly effective 

contraceptive method

• Major surgery scheduled for the duration of the trial, affecting walking ability in the opinion of the investigator

• Any disorder, including severe psychiatric disorder, suicidal behaviour within 90 days before screening, and suspected drug abuse, 

which in the investigator´s opinion might jeopardise subject´s safety or compliance with the protocol. 









STREP-HFpEF Primary Endpoints



STREP-HFpEF Secondary Endpoints
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