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Die Aktualisierung der ESC 2021 
Herzinsuffizienzleitlinien 2023 

000

Intention

• Implementierung neuer Studien censored zum 31.3. 2023

• Berücksichitgung nur der Primären Endpunkte

• Ausschluß, wenn Empfehlung im Widerspruch zu anderen 
ESC Leitlinien

• Aufnahme nur, wenn Annahme mit 75 % Mehrheit in 
geheimer Abstimmung
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Universal definition and
classification of heart failure

000

Bozkurt et al, Eur J Heart Fail 23 (2021): 352-380

LVEF ≤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)
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Ventricular stiffening and chamber contracture
in heart failure with higher ejection fraction
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Popovic et al, Eur J Heart Fail (2023): [doi:10.1002/ejhf.2843]
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Universal definition and
classification of heart failure

000

Bozkurt et al, Eur J Heart Fail 23 (2021): 352-380

LVEF ≤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)

71.5 in favor

HF with reduced EF (HFrEF) 
?????

HF with normal EF 
(HFnEF) ?????
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Heart failure guidelines 2021: pharmacological treatment
Pharmacological treatments in patients with (NYHA class II-IV) HF 

with mildly reduced ejection fraction

000

Metra et al, Heart Failure Guidelines 2021, ESC-HF 2021
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Ejection fraction in heart failure revisited.
where does the evidence start?

000

Metra et al, Heart Failure Guidelines 2021, ESC-HF 2021
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Solomon et al, N Engl J Med 387 (2022): 1089-1098. ;  Anker et al, N Eng J Med 385 (2021): 1451-1461
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Anker et al, N Eng J Med 385 (2021): 1451-1461 ; Solomon et al, N Engl J Med 387 (2022): 1089-1098

New treatment in HFmrEF and HFpEF 
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Jundh et al, Nature Med 28 (2022): 1956-1964

DAPA-HF & DELIVER: CV death/HF hospitalisation

P for interaction =0.71

HR 0.78 (95% CI 0.72-0.86) p<0.001 Placebo 
better

Dapagliflozin 
better
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Efficacy of empagliflozin in heart failure with
preserved versus mid-range ejection fraction:

a pre-specified analysis of EMPEROR-Preserved

000

Anker et al, Nature Med 28 (2022): 2512-2520
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SGLT-2 inhibitors in patients with heart failure:
a comprehensive meta-analysis of
five randomised controlled trials

000

Vaduganathan et al, Lancet 400 (2022): 757-767

DELIVER and EMPEROR-Preserved Meta-Analysis:
↓ 20% (13-27%) Relative Risk Reduction of Primary Endpoint with Consistent

Reductions in Both Components 

Pheterogeneity >0.40 for all endpoints
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McDonagh et al, Eur Heart J 44 (2023): 3627-3639
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Estimating the Benefits of Combination Medical
Therapy in Heart Failure With Mildly Reduced and

Preserved Ejection Fraction

000

Vaduganathan et al, Circulation 145 (2022): 1741-1743
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2023 Focused Update of the 2021 ESC
Guidelines for the diagnosis and treatment

of acute and chronic heart failure

000

McDonagh et al, Eur Heart J 44 (2023): 3627-3639

HFpEF

HFmrEF
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2021 ESC Guidelines for the diagnosis and 
treatment of acute and chronic heart failure
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McDonagh et al, Eur Heart J 42 (2021): 3599-3726

Diabetes and prevention
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2023 Focused Update of the 2021 ESC
Guidelines for the diagnosis and treatment

of acute and chronic heart failure
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McDonagh et al, Eur Heart J 44 (2023): 3627-3639
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Dapagliflozin in Patients
with Chronic Kidney Disease
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Heerspink et al, N Engl J Med 383 (2020): 1436-1446
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Impact of diabetes on the effects of sodium glucose
co-transporter-2 inhibitors on kidney outcomes:

collaborative meta-analysis of large placebo-controlled trials

000

Nuffield Department of Population Health Renal Studies Group, Lancet 400 (2022): 1788-1801
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Cardiovascular and kidney outcomes with finerenone in
patients with type 2 diabetes and chronic kidney disease:

the FIDELITY pooled analysis
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Agarwal et al, Eur Heart J 43 (2022): 474-484
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MOONRAKER will generate further data for finerenone 
across clinical settings in more than 15,000 patients 

000

https://clinicaltrials.gov/ct2/show/NCT04435626 [accessed 18 August 2023]  ;  https://clinicaltrials.gov/ct2/show/NCT06008197 [accessed 24 August 2023]

1

Efficacy and safety profile of finerenone in patients with 
symptomatic HF vs placebo (N=6016)

Population:
Patients with HF 

(NYHA class II–IV) 
and LVEF ≥40%)

Primary outcome:
Total number of 
CV deaths and 

HF events

Efficacy and safety profile of finerenone when initiated 
early in patients hospitalised with HF vs placebo (N=5200)

Population:
Patients hospitalised 

due to HF with 
LVEF ≥40%

Primary outcome:
Total number of 
CV deaths and 

HF events

3

Efficacy and safety profile of early combination Rx in patients 
with HF independent of LVEF 

(finerenone + SGLT-2i vs usual care; N=1500)

Population*:
Patients hospitalised 

due to HF 
independent of LVEF

Primary outcome:
All-cause mortality, 

total HF events, time to 
first HF events and 

KCCQ-TSS (win ratio)

3

Efficacy and safety profile of finerenone in patients with 
symptomatic HFrEF intolerant of or not eligible for sMRA

(vs placebo; N=2600)

Population#:
Patients with HFrEF, 
enriched with those 

hospitalised due to HF

Primary outcome:
Time to first 

CV death or HF event

2
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Phenotyping heart failure patients for iron
deficiency and use of intravenous iron therapy:

data from the Swedish Heart Failure Registry

000

Becher et al, Eur J Heart Fail 23 (2021): 1844-1854
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Problems of substitution with oral iron 
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Bozkurt et al, JACC Heart Fail 10 (2022): 992-995
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Problems of substitution with oral iron 

000

Bozkurt et al, JACC Heart Fail 10 (2022): 992-995

Calculation!
• 100 g pig liver contains . 22 mg Eisen
• Daily absobtion cc. 2 mg 
 
1.500 mg Eisen = 75 kg pig liver
1.500 mg Eisen = 495 kg
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IRON-OUT: oral iron (iron polysaccharide) did not 
improve exercise capacity in patients with HFrEF + ID

000

Lewis et al, JAMA 317 (2017): 1958–1966

HFrEF, heart failure with reduced ejection fraction; ID, iron deficiency; KCCQ, Kansas City 
Cardiomyopathy Questionnaire; MW, minute walk; NT-BNP, N-terminal pro B-type natriuretic peptide
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Ferric carboxymaltose for iron deficiency at discharge after
acute heart failure: a multicentre, double-blind, randomised,

controlled trial

000

Ponikowski et al, Lancet 396 (2020): 1895-1904
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Intravenous ferric derisomaltose in patients with heart
failure and iron deficiency in the UK (IRONMAN):

an investigator-initiated, prospective, randomised,
open-label, blinded-endpoint trial

000

Kalra et al, Lancet 400 (2022): 2199-2209

Prim.: HFH all+CVD HFH all

CVD HHF,Stroke, MI, CVD
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2023 Focused Update of the 2021 ESC
Guidelines for the diagnosis and treatment

of acute and chronic heart failure

000

McDonagh et al, Eur Heart J 44 (2023): 3627-3639
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Ferric Carboxymaltose in Heart Failure
with Iron Deficiency
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Mentz et al, N Engl J Med 389 (2023): 975-986
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Impact of ferric carboxymaltose (FCM)
on heart failure-related clinical outcomes

in patients with heart failure and iron deficiency

000

Ponikowski, Hotline presentation, ESC Amsterdam (2023)
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Study Drug Dosing and Iron Indices

000

Menz, Hotline presentation, ESC Amsterdam (2023)

6 months:  16.1% treated 
(224 treated [i.e. not on placebo and not missing the vist] as per 
Table S3 
and 1390 at risk in the FCM group as per Figure 2B)

12 months: 19.0% treated

24 months: 16.7% treated

36 months: 12.7% treated
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Masini et al, J Am Coll Cardiol 79 (2022): 341-351
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2021 ESC Guidelines for the diagnosis and 
treatment of acute and chronic heart failure

000

McDonagh et al, Eur Heart J 44 (2023): 3627-3639

New recommendations
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Incidence of Death Following a HF 
Hospitalization is Highest in First 90 Days

000

Solomon et al, Circulation 112 (2005): 3738-3744
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Heart Failure Drug Treatment-Inertia,
Titration, and Discontinuation
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Savarese et al, JACC Heart Fail 11 (2022): 1-14
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Heart Failure Drug Treatment-Inertia,
Titration, and Discontinuation
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Savarese et al, JACC Heart Fail 11 (2022): 1-14
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Safety, tolerability and efficacy of up-titration of guideline-
directed medical therapies for acute heart failure

(STRONG-HF): a multinational, open-label, randomised, trial

000

Mebazaa et al, Lancet 400 (2022): 1938-1952
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Safety, tolerability and efficacy of up-titration of guideline-
directed medical therapies for acute heart failure

(STRONG-HF): a multinational, open-label, randomised, trial

000

Mebazaa et al, Lancet 400 (2022): 1938-1952

All-cause death or heart failure All-cause death or heart failure
excluding deaths from COVID-19
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Optimization of Evidence-Based Heart Failure Medications
After an Acute Heart Failure Admission

A Secondary Analysis of the STRONG-HF Randomized Clinical Trial

000

Cotter et al, JAMA Cardiol (2023): [doi:10.1001/jamacardio.2023.4553]
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Cotter et al, JAMA Cardiol (2023): [doi:10.1001/jamacardio.2023.4553]
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LV Ejektionsfraktion und Hochtitration der Leitlinien-
gerechten Herzinsuffizienz-Therapie in STRONG-HF

000

Pagnesi et al, J Am Coll Cardiol 81 (2023): 2131-2144
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Bariatric Surgery and Cardiovascular Outcomes in Patients With 
Obesity and Cardiovascular Disease:

A Population-Based Retrospective Cohort Study

000

Doumouras et al, Circulation 143 (2023): 1468-1480

Overall cohort for
primary outcome

Heart failure
patients for

primary outcome

Overall cohort for
secondary outcome

Ischemic heart
disease patients
for primary outcome
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Cardiovascular effects of glucagon-like peptide 1 
receptor agonists: from mechanistic studies in

humans to clinical outcomes

000

Heuvelman et al, Cardiovasc Res 116 (2019): 916-930
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STEP-HFpEF - Study design

000

Kosiborod et al, JACC Heart Fail 11 (2023): 1000-1010  ;  Kosiborod et al, N Engl J Med 389 (2023): 1069-1084  ;  Kosiborod, Hotline presentation, ESC (2023)
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STEP-HFpEF - Co-primary endpoint results

000

Kosiborod et al, JACC Heart Fail 11 (2023): 1000-1010  ;  Kosiborod et al, N Engl J Med 389 (2023): 1069-1084  ;  Kosiborod, Hotline presentation, ESC (2023)
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STEP-HFpEF
KCCQ subanalysis Dual primary endpoint

000

Kosiborod et al, JACC Heart Fail 11 (2023): 1000-1010  ;  Kosiborod et al, N Engl J Med 389 (2023): 1069-1084  ;  Kosiborod, Hotline presentation, ESC (2023)

Data are from the in-trial period for the full analysis set; n are the number of participants with an observation at week 52; week 52 responses were analyzed using an ANCOVA model with randomized treatment, subgroup, 
and treatment by subgroup interaction as factors and baseline KCCQ-CSS as covariate; Missing observations due to reasons other than CV death or previous heart failure events (of non-retrieved) were multiple (x1000) 
imputed from retrieved participants of the same randomized treatment arm; missing observations due to CV death or previous heart failure events were imputed using a composite strategy with the least favorable value 
determined during the trial; p-value for the linear trend of the KCCQ tertiles was 0.113.
ANCOVA, analysis of covariance; CSS, Clinical Summary Score; ETD, estimated treatment difference.
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STEP-HFpEF
Relationship between weight loss with semaglutide

and change in KCCQ-CSS

000

Borlaug et al, Nat Med 29 (2023): 2358-2365

Bei Patienten mit HFpEF und Adipositas führt die Therapie mit Semaglutid 
(2,4mg/Woche) zu einer deutlicheren Reduktion des Körpergewichts, der 

Symptomlast und zu einer Verbesserung der körperlichen Aktivität
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Kosiborod et al, N Engl J Med 389 (2023): 1069-1084
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Semaglutide and Cardiovascular Outcomes
in Obesity without Diabetes

SELECT – Secondary Prevention
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Lincoff et al, N Engl J Med 389 (2023): 2221-2232
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State of the Art - Herzinsuffizienz 

000

• Behandlung HFmrEF und HFpEF mit SGLT2i nun Class I

• Prävention der HF DM and CKD bei DM mit SGLT2i und Finerenon

• Empfehlungen zum Behandlungsbeginn in der Klinik und der 
intensiven Nachsorge Class IB

• Eisenmangel immer diagnostizieren (IA), auch therapieren

• Reduktion der Hospitalisierung IIaA

• GLP Agonisten HF Therapie und HI Prävention?
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