
Obesity and HF. 

What have we learned in pathophysiology and management? 

Obesidad e IC. 

¿Qué hemos aprendido en fisiopatología y manejo?
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Towards a Redefinition of Obesity

Chronic Metabolic Adipose Disease
(CMAD)



Myth-Busting:

Low BMI does NOT exclude 
ectopic fat accumulation.



Myth-Busting:

A high BMI does NOT necessarily imply ectopic fat



SLEEP, Vol. 37, No. 10, 2014 , Tongue Fat in Patients with Obstructive Sleep Apnea—Kim et al. 

The place really matters



Evolution based on energy efficiency

The energetics of uniquely human subsistence strategies, Volume: 374, Issue: 6575, DOI: (10.1126/science.abf0130) 





Andreas Kraag Ziegler & Camilla Scheele. npj Metabolic Health and Disease | ( 2024)2 :34



The Evolution of Gluteal/Femoral Fat Deposits and Balance 
during Pregnancy in Bipedal Homo

Current Anthropology, 2001. (42)issue 4, pages 572-574
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Front Nutr. 2024;11:1368966. doi:10.3389/fnut.2024.1368966

gluteofemoral fat

1. Posture and biomechanics

2. Metabolic health

3. Reproductive and developmental health

4. Skeletal and muscular health

5. Hormonal regulation

6. Cerebral development
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Evolution based on energy efficiency
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reactive oxygen species

lactate 

 oxidative stress



chronic metainflammation

Tsatsoulis A et al. Metabolism. 2013;62(5):622-633
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Andreas Kraag Ziegler & Camilla Scheele. npj Metabolic Health and Disease | ( 2024)2 :34



Grasa visceral, epicárdica. Estestosis sistémica

Angry adipocyte



Christensen RH et al. Therapeutic Advances in Endocrinology and Metabolism. 2020;1

Has been proposed that EAT growing could be an 

adaptive process in states of atrial myocardium

disease such as AF. 

However, this adaptive mechanism could also turn deleterious, 

given 

the harmful effects associated

to EAT hypertrophy

Rukavina Mikusic NL et al, . Pflugers Arch. 2022 Jan;474(1):5-19.





Paracardial fat



Obesity and HFpEF



Li Q, Muhib et al. Rev Cardiovasc Med. 2024 Sep 3;25(9):311



Packer M. J Am Coll Cardiol. 2025;85(2):179-193.



Modificada



The Adipokine Hypothesis of Heart Failure

With a Preserved Ejection Fraction

Packer M. J Am Coll Cardiol. 2025;85(2):179-193.



Packer M. J Am Coll Cardiol. 2025;85(2):179-193.



Rukavina Mikusic NL et al, . Pflugers Arch. 2022 Jan;474(1):5-19.

Packer M. Circulation. 2018;137:1614–1631

Reddy YNV et al. Circulation. 2025 Apr 8;151(14):976-989

False-positive and false-negative rates of 

various rule-out and rule-in NT-proBNP 

diagnostic thresholds stratified by BMI





Paciente criterios SELECT
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Mean baseline body weight, kg:

Semaglutide 2.4 mg: 96.5 Placebo: 96.8

Lincoff AM et al. N Engl J Med. 2023 Nov 11. doi: 10.1056/NEJMoa2307563.

Modificado de Cosentino F et al.  European Heart Journal (2023) 44, 4141–4156



Cumulative incidence of composite heart failure events
SELECT: Second confirmatory secondary endpoint

Cumulative incidence (using the Aalen–Johansen method) of the confirmatory secondary endpoints. The HR was estimated using a Cox proportional hazards regression model. The proportion of participants with composite heart failure events was 3.4% with semaglutide 2.4 mg and 4.1% with placebo. Composite heart failure events included HF hospitalisation, urgent HF visit or CV-
related death.
*The difference in the risk of death from CV causes did not meet the required p value for hierarchical testing, so superiority testing for the remaining confirmatory secondary endpoints was not performed.
CI, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio.
Lincoff AM et al. N Engl J Med 2023;DOI:10.1056/NEJMoa2307563.
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HR 0.82 (95% CI: 0.71; 0.96)

Semaglutide 2.4 mg reduced

the risk of composite HF 

events by 18%
compared with placebo

Although the 95% CI was <1, superiority testing was not 

performed per the hierarchical testing procedure*
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J. Am Coll Cardiol. 2024 Oct 22;84(17):1587-1602. PMID: 39217567.



Effects of tirzepatide on circulatory overload

and end-organ damage in heart failure with

preserved ejection fraction and obesity:

a secondary analysis of the SUMMIT trial

Borlaug BA et al. Nat Med. 2024 Nov 17. PMID: 39551891

Effects of tirzepatide on pressure overload and volume expansion.



Tirzepatide Reduces LV Mass and

Paracardiac Adipose Tissue in

Obesity-Related Heart Failure

SUMMIT CMR Substudy

Kramer CM et al. J Am Coll Cardiol. 2024 Nov 5:S0735-1097(24)10414-7.. PMID: 39566869.
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