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Methodology of 2023 Focus Updated Guidelines 

• All the new recommendations are additive to the recommendations of the 
2021 ESC HF Guidelines

• New evidence was considered until 31 March 2023.

• Only results that would lead to new or changed class I/IIa recommendations 
were selected for inclusion in Recommendation Tables.

• The Task Force focused on the primary endpoints of trials. This means that, for 
most HF trials, effective treatments reduce the risk of the time to first 
occurrence of the composite of either HF hospitalization or cardiovascular (CV) 
death. Of course, that does not mean each component is reduced individually.

• The Task Force followed ESC voting procedures and all approved 
recommendations were subject to a vote and achieved at least 75% 
agreement among voting members.



New evidence
16 RCTs+8 Meta+11 EORP/HFA manuscripts+16 HFA position statements



16 New RCTs
• ADVOR (Acetazolamide in Decompensated Heart Failure with Volume Overload),

• CLOROTIC (Combination of Loop Diuretics with Hydrochlorothiazide in Acute Heart Failure),

• COACH (Comparison of Outcomes and Access to Care for Heart Failure),

• DAPA-CKD (Dapagliflozin And Prevention of Adverse outcomes in Chronic Kidney Disease),

• DELIVER (Dapagliflozin Evaluation to Improve the LIVEs of Patients with PReserved Ejection Fraction Heart Failure),

• EMPA-KIDNEY (EMPAgliflozin once daily to assess cardio-renal outcomes in patients with chronic KIDNEY disease),

• EMPEROR-Preserved (Empagliflozin Outcome Trial in Patients with Chronic Heart Failure with Preserved Ejection Fraction),

• EMPULSE (Empagliflozin in Patients Hospitalized with Acute Heart Failure Who Have Been Stabilized),

• FIDELIO-DKD (Finerenone in Reducing Kidney Failure and Disease Progression in Diabetic Kidney Disease),

• FIGARO-DKD (Finerenone in Reducing Cardiovascular Mortality and Morbidity in Diabetic Kidney Disease),

• IRONMAN (Effectiveness of Intravenous Iron Treatment versus Standard Care in Patients with Heart Failure and Iron Deficiency),

• PIVOTAL (Proactive IV Iron Therapy in Haemodialysis Patients),

• REVIVED-BCIS2 (Revascularization for Ischemic Ventricular Dysfunction),

• STRONG-HF (Safety, Tolerability and Efficacy of Rapid Optimization, Helped by NT-proBNP Testing, of Heart Failure Therapies),

• TRANSFORM-HF (Torsemide Comparison with Furosemide for Management of Heart Failure),

• TRILUMINATE Pivotal (Clinical Trial to Evaluate Cardiovascular Outcomes in Patients Treated With the Tricuspid Valve Repair System).



Sections with updated recommendations

• Chronic HF: HFmrEF and HFpEF
• DELIVER (Dapagliflozin Evaluation to Improve the LIVEs of Patients with PReserved Ejection Fraction Heart Failure)
• EMPEROR-Preserved (Empagliflozin Outcome Trial in Patients with Chronic Heart Failure with Preserved Ejection Fraction),
• TRANSFORM-HF (Torsemide Comparison with Furosemide for Management of Heart Failure),

• Acute HF
• ADVOR (Acetazolamide in Decompensated Heart Failure with Volume Overload),
• CLOROTIC (Combination of Loop Diuretics with Hydrochlorothiazide in Acute Heart Failure),
• COACH (Comparison of Outcomes and Access to Care for Heart Failure)
• EMPULSE (Empagliflozin in Patients Hospitalized with Acute Heart Failure Who Have Been Stabilized)
• STRONG-HF (Safety, Tolerability and Efficacy of Rapid Optimization, Helped by NT-proBNP Testing, of Heart Failure Therapies),

• Comorbidities and prevention of HF
• DAPA-CKD (Dapagliflozin And Prevention of Adverse outcomes in Chronic Kidney Disease),
• EMPA-KIDNEY (EMPAgliflozin once daily to assess cardio-renal outcomes in patients with chronic KIDNEY disease)
• FIDELIO-DKD (Finerenone in Reducing Kidney Failure and Disease Progression in Diabetic Kidney Disease),
• FIGARO-DKD (Finerenone in Reducing Cardiovascular Mortality and Morbidity in Diabetic Kidney Disease),
• IRONMAN (Effectiveness of Intravenous Iron Treatment versus Standard Care in Patients with Heart Failure and Iron Deficiency),
• PIVOTAL (Proactive IV Iron Therapy in Haemodialysis Patients),
• REVIVED-BCIS2 (Revascularization for Ischemic Ventricular Dysfunction),
• TRILUMINATE Pivotal (Clinical Trial to Evaluate Cardiovascular Outcomes in Patients Treated With the Tricuspid Valve Repair 

System).



3 RCTs with SLGT2 inh in HFrEF 

DAPA-HF EMPEROR Reduced SOLOIST-WHF



EMPA-Preserved



A pooled analysis on both the EMPEROR-Reduced and EMPEROR-Preserved trials
                             (9718 patients; 4860 empagliflozin and 4858 placebo) 



DELIVER









Significant benefit irrespective of covariates
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Acute Heart Failure



Double IV  diuretic dose

Double IV diuretic dose

Combination therapies (Thiazide, 
Indapamide, MRA)

IV starting dose X 2.5 home dose

Na urine spot
Urine output

Na urine spot
Urine output

A satisfactory diuretic response can be defined as a 
urine sodium content >50mEq/L at two-hours and/or 
a urine output >100mL/hour during the first 6 hours. 

Diuretics in AHF: 2021 Guidelines 



Sequential nephron blockade: CLOROTIC 



Tubulo-glomerular feed-back in HF 
 

HF induces a state of increased proximal renal sodium 
reabsorption, but loop diuretics, thiazides, MRA work 

distal at loop of Henle





Sequential nephron blockade
HCT 25- 100 mg/daily according to eGFR

Blocking proximal Na reabsorption
 IV acetazolamide 500 mg/daily 

Natriuresis 

IV Furosemide



Hospitalization Vulnerable phase Chronic HF

REVIVE

SURVIVE

RITZ

ASCEND-HF

ATOMIC-HF

BLAST-AHF

VERITAS

PROTECT

ROSE-AHF

TRUE-AHF

RELAX II

 

-SBP

-Clinical phenotype

-LVEF

-Etiologies

-Background therapies

-Comorbidities

Initiate/up-titrate oral therapies for long term use

Target vulnerable phase

AHF presentation

Initiate early/appropriate IV therapies

Residual congestion

End-organ damage

In-hospital WHF

“Time is muscle” strategies

GALACTIC-AHF

ELISABETH

FAST and FURO

Short-term infusions

Two decades of negative RCTs



Lessons from RCTs
“moving to the left”
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Post-discharge Post-discharge

During hospitalization
After stabilization

During hospitalization
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Sequential nephron blockade
HCT 25- 100 mg/daily according to eGFR

Blocking proximal Na reabsorption
 IV acetazolamide 500 mg/daily 

SGLT2 inhibition 
Empaglifozin 10 mg/daily

Natriuresis Glucosuria/other cardiac 

IV Furosemide

Disconnection between decongestion and 90-day outcomes Outcome’ benefit



Timely Management of New-Onset Heart Failure-The Other Vulnerable Phase. Circulation. 2019;140:621–623

GDMTs Uptitration



Timely Management of New-Onset Heart Failure-The Other Vulnerable Phase. Circulation. 2019;140:621–623

STRONG

All in 6 weeks

6 weeks

Uptitration





Significant benefit of rapid up-titration



• Irrespective of age, sex

• Irrespective of LVEF

• Irrespective of NT-pro-BNP

• Irrespective of SBP

• Irrespective of NCCs

• Irrespective of S-creatinine

• Irrespective of risk

Based on RCT inclusion and 
exclusion criteria

Real Life

     ??





Comorbidities













32% reduction in new onset HF











Other RCTs not included

• COACH (Comparison of Outcomes and Access to Care for Heart Failure),

• PIVOTAL (Proactive IV Iron Therapy in Haemodialysis Patients),

• REVIVED-BCIS2 (Revascularization for Ischemic Ventricular Dysfunction)

• TRANSFORM-HF (Torsemide Comparison with Furosemide for Management of 
Heart Failure),

• TRILUMINATE Pivotal (Clinical Trial to Evaluate Cardiovascular Outcomes in 
Patients Treated With the Tricuspid Valve Repair System).

• PUSH-AHF

• HEART-FID
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GRASP-HF
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Patients enrolled Active sites

Enrolment start date: 27-SEP-2024

Enrolment end date: 09-JAN-2025

2 months consecutive enrollment/center

Activation of centers based on:

- Ethics approval

- Fully executed agreement with ESC
*may be updated due to ongoing data cleaning

11.652 recruited patients 
(in the shortest time period as compared 
to other registries)



Country Centers per 
country

Patients per 
country

Armenia 3 429

Azerbaijan 16 206
Belgium 8 311
Bhutan 3 211
Bosnia & Herzegovina 5 186
Bulgaria 4 121
Croatia 3 91
Cyprus 3 81

Czech Republic 15 717
Egypt 13 746
Estonia 3 66

France 16 342
Georgia 2 68

Germany 1 387
Greece 4 88
Hungary 3 50
Indonesia 1 50
Israel 1 102
Italy 11 277
Jordan 3 43
Kazakhstan 3 111
Kosovo 2 37
Kyrgyzstan 1 238

Country Centers per 
country

Patients per 
country

Latvia 2 31
Lithuania 2 177
Malta 1 32
Mongolia 5 65

Morocco 13 683
North Macedonia 4 78
Poland 9 289
Portugal 4 481

Romania 12 617
Saudi Arabia 2 225
Serbia 4 249
Singapore 1 32
Slovakia 4 82
Spain 22 650
Sweden 4 92
Switzerland 1 102
Tanzania 1 0
Tunisia 1 151

Türkiye 22 559
Ukraine 1 115
United Arab 
Emirates 2 100
United Kingdom 3 73

Vietnam 39 1811

Big Thank You to Azerbaijan



GRASP-HF
snapshot

ICARe-HF
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ESC-HF Guidelines

NHFSs

Educational programs
Quality indicators
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