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MISS P., 53 YEARS 

• Medical history: 

• 2009 arterial hypertension

• 2020 paroxysmal atrial fibrillation

• Medication: 

• spironolacton 12.5 mg oid

• rivaroxaban 20 mg oid

• metoprolol 100mg oid

• furosemide 40mg oid
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• Clinical presentation & complaints: Exertional dyspnea, already present during 

minimal exertion. No dyspnea at rest. Dyspnea is limiting: it prevents her in daily 

activities, from travelling,  and from enjoying life

• Clinical presentation: Non-dyspneic at rest. 

• Length: 164cm. Weight: 87 kg. BMI 32,4 kg/m2.

• RR 130/80 mm Hg. HR: 85 (irregular).

• Minimally swollen ankles. Normal heart and lung sounds.



MISS P., 83 YEARS 

Laboratory measurements: 

Hemoglobin: 9.2 mmol/l, Creatinin: 86 umol/l, estimated GFR (CKD-EPI): 74 

ml/mn/1.73m2, NT-ProBNP: 210 ng/l

ECG: 
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ECHO 

Iron deficiency in human cardiomyocytes 
6

LVEF: >55%

LAVI: 52,1 ml/m2

LVEDD: 3,9 cm

RWT: 0.53

RV peak pressure: 32.8 mmHg

E/e: 13

Septal E’: 6.8 cm/sec

Lateral E’: 10.9 cm/sec



The HFA-PEFF SCORE

Step E: Echo and natriuretic peptide (Cardiologist )

Pieske B, et al. Eur Heart J. 2019; 40:3297-3317



Rust Low dose (25 W) Peak dose (36 W)

4k

PAPs

Advanced work-up: exercise echo

RV peak 32 mmHg RV peak 42 mmHg RV peak 63 mmHg



Rest Low dose (25 W) Peak dose (36 W)

E/A

e’

E/e’ mean 13,3 E/e’ mean 16,1 E/e’ mean 17,1

Advanced work-up: exercise echo



The HFA-PEFF SCORE

Step E: Echo and natriuretic peptide (Cardiologist )

Pieske B, et al. Eur Heart J. 2019; 40:3297-3317



The HFA-PEFF SCORE

Step F(2): Final aetiology

Pieske B, et al. Eur Heart J. 2019; 40:3297-3317



DIAGNOSIS OF HFPEF IN THE OBESE

14-1-2025 12

Van Dalen B, et al. Cardiovasc Diabet. 2025; submitted
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Obesity is becoming more of a problem in HFpEF

I-PRESERVE TOPCAT RELAX NEAT INDIE

INDIE: 75% obese, 95% overweight or obese

2002-2005 2006-2012 2008-2012 2014 2016-2017



BMI STRONGER PREDICTOR FOR HFPEF THAN FOR HFREF
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HF subtype by quartile of BMI
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Savji, et al. JACC Heart Fail. 2018; 6:701-709
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p=0.005

≥2+ Edema

p=0.005

≥NYHA III

p=0.006

Prior HF 

hospitalization

p=0.07

Left Atrial

Enlargement

p=0.003

Non-obese HFpEF Obese HFpEF

Measures of HF severity are worse in obese HFpEF

Reddy, Borlaug Mayo Clin Proc 2019



Bajaj, Taqueti J Am Coll Cardiol 2018

Obesity & Coronary Microvascular Dysfunction
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↑Epicardial Fat in Obese HFpEF

Why is this important?



Packer J Am Coll Cardiol 2018



OBESITY IN HFPEF
WHAT CAN WE OFFER ? 

• Weight loss + exercise

• Bariatric surgery

• SGLT2 inhibitors 

• GLP1-RA

• Newer classes: e.g. tirzepatide

14-1-2025 20



Can weight loss treat HFpEF?

Kitzman D, et al. JAMA. 2016; 315:36-46



Systematic review &

Meta analysis

26002 HF patients 

40657 controls

BARIATRIC SURGERY

1/14/2025 22van Veldhuisen SL, et al. Eur Heart J. 2022; 43:1955-1969



• Consistently associated with weight loss (~ 2-5 kg)

• Explained  - in part – by diuresis but also by loss of adipose tissue

• Overall effects exceed the effects that may be expected from weight loss

SGLT2 INHIBITORS

1/14/2025 23



Adamson C et al. Eur Heart J. 2022; 43: 4406–4417

DELIVER TRIAL –
DAPAGLIFLOZIN  ACROSS THE BMI SPECTRUM



2023 Focused Update of the 2021 ESC 
Guidelines for the diagnosis and treatment of 
acute and chronic heart failure
Official ESC Guidelines slide set

Recommendations Class Level

An SGLT2 inhibitor (dapagliflozin or empagliflozin) is recommended in patients with 
HFpEF to reduce the risk of HF hospitalization or CV death. 

I A

RECOMMENDATION FOR THE TREATMENT OF PATIENTS WITH 
SYMPTOMATIC HEART FAILURE WITH PRESERVED EJECTION FRACTION 



GLP1 RECEPTOR ANALOGUES

https://www.novonordisk.com/news-and-media/news-and-ir-materials/news-details.html?id=166301



• HFpEF, N=529

• BMI>30

• Semaglutide 2.4 mg once weekly

• 52 weeks

STEP – HFPEF TRIAL 

Kosiborod M, et al. N Engl J Med. 2023; 389:1069-1084



STEP HFPEF - RESULTS 

14/01/2025 28Kosiborod M, et al. N Engl J Med. 2023; 389:1069-1084



STEP HFPEF - RESULTS 

14/01/2025 29Kosiborod M, et al. N Engl J Med. 2023; 389:1069-1084



WHAT TO EXPECT OF OTHER DRUGS?

Frias JP, et al. N Engl J Med 2021; 385:503-515



SUMMIT TRIAL
• 1494 patients screened, 731 randomized (364 TIR and 367 PL)

• Mean age 65.2 years, 54% women

• mean BMI 38.3, mean body weight 103 kg, WHR 0.73 

• LVEF 61%, 73% NYHA class II 

• NTproBNP 180, CRP 5.8

• Median follow-up was 104 weeks (2.0 years) 

• 70 pts (19.2%) on TIR and 87 (21.3%) on PL discontinued Tx

Packer M, et al. N Engl J Med. 2024 Nov 16 doi: 10.1056/NEJMoa2410027



SUMMIT TRIAL – PRIMARY END POINT

Packer M, et al. N Engl J Med. 2024 Nov 16 doi: 10.1056/NEJMoa2410027

PRIMARY EP √

CV DEATH×

HF HOSPITALIZATION √

QUALITY OF LIFE √

AC DEATH ×



SUMMIT – HEMODYNAMIC SUBSTUDY

Borlaug B, et al. Nat Med 2024 doi.org-10.1038-s41591-024-03374-z



EFFECTS OF SEMAGLUTIDE EXCEED THOSE OF DIETARY 
RESTRICTION

Withaar C, et al. J Am Coll Cardiol Basic Trans Science. 2023; 8:1298–1314 34



• Obesity is by far the most common condition to accompany or 
precede HFpEF

• Obesity was - until now (?) – not seen as a bona fide Tx target

• Lifestyle remains the cornerstone of weight control!

• We now have powerful agents that lower body weight – and may be 
particularly effective in HFpEF

• Is weight loss driving everything ? 

• Or drug-specific ancillary effects?

SUMMARY

1/14/2025 35
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ESC DIABETES GUIDELINES

14/01/2025 Marx N, et al. Eur Heart J. 2023 doi.org/10.1093/eurheartj/ehad192 38



PRIMARY EP √

CV DEATH×

HF HOSPITALIZATION √

QUALITY OF LIFE √

CRP √

AC DEATH ×

NTPROBNP ×
Packer M, et al. N Engl J Med. 2024 Nov 16 doi: 10.1056/NEJMoa2410027



The HFA-PEFF SCORE

Step F(1): Functional testing

Pieske B, et al. Eur Heart J. 2019; 40:3297-3317



EXERCISE ECHOCARDIOGRAPHY

Parameters

• VO2

• CO

• Estimation of intracardiac 
pressure

• E/e’ (LV end-diastolic pressure)

• Pulmonary pressure

Calculate

• Peripheral O2 extraction



ADVANCED WORK-UP: CARDIAC MR

42

Normal LV and RV, with normal dimensions and function. 

No myocardial fibrosis. No signs of cardiac amyloid. 


