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Heart failure: a complex clinical syndrome with symptoms and signs result from 
structural or functional impairment of ventricular filling or ejection of blood.
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Definition of HF with reduced ejection fraction, mildly reduced ejection fraction and preserved 

ejection fraction

≤40% 41–49% ≥50%

HF with reduced EF

(HFrEF)

HF with preserved EF

(HFpEF)

HF with improved EF

(HFimpEF)
HF with a baseline LVEF ≤40%, a ≥10-point increase

from baseline LVEF, and a second measurement of LVEF >40%

HF with mildly reduced EF

(HFmrEF)IHEFCARD 2023



Four foundational therapies for the treatment of patients with HFrEF

1. Maddox TM et al. J Am Coll Cardiol. 2021;77:772; 2. McDonald M et al. Can J Cardiol. 2021;37:531; 3. McDonagh TA et al. Eur Heart J. 2021;42:3599. 
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ACEi/ ARNi

• Inhibition of RAAS is recommended to reduce 

morbidity and mortality for patients with HFrEF.

• ARNi, ACEi, or ARB are recommended as first-

line therapy

• If patients have chronic symptomatic HFrEF with 

NYHA class II or III symptoms and they tolerate 

an ACEi or ARB, they should be switched to an 

ARNi because of improvement in morbidity and 

mortality
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Beta blockers

• Beta blockers reduces the risk of death and the 

combined risk of death or hospitalization in patients with 

HFrEF.

• Beta blockers can improve LVEF, lessen the symptoms 

of HF, and improve clinical status.

• Beta blockers should be prescribed to all patients when 

HFrEF is diagnosed, including in-hospital, unless 

contraindicated or not tolerated
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Betablockers
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MRA

• MRA (aldosterone antagonists or anti-

mineralocorticoids) improved all-cause mortality, HF 

hospitalizations, and SCD in patients with HFrEF.

• Patients at risk for renal dysfunction or hyperkalemia 

require close monitoring.

• An eGFR ≤30 mL/min/1.73 m2 or serum potassium ≥5.0 

mEq/L are contraindications to MRA initiation.
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MR Antagonist
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SGLT2i

• In the DAPA-HF and EMPEROR-Reduced trials, 

SGLT2i compared with placebo reduced the composite 

of cardiovascular death or HF hospitalization by 

approximately 25%.

• The benefit in reduction of HF hospitalization was 

greater (30%) in both trials.

• Sotagliflozin, a dual inhibitor of sodium-glucose co-

transporters 1 and 2, reduced the combined endpoint of 

cardiovascular death, HF hospitalization, or urgent HF 

visits by 33%
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SGLT2-i Works with Other Background Foundation 

Greene SJ, Butler J, Metra M. European Journal of Heart Failure 2021;23(9):1525-1528
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Sequencing the foundation therapy → quick 
strategy, more benefit
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Strategies to Anticipate GDMT Related Adverse Events

Sharma et al. 2022. Optimizing Foundational Therapies in Patients With HFrEF. https://doi.org/10.1016/j.jacbts.2021.10.018
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