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HFrEF due to Ischemic Cardiomyopathy

HFrEF after STEMI 

in the LAD Territory

Normal Heart HFrEF after STEMI 

in the LAD Territory



The First Drug was for Heart Failure



Lumping or the Seminal Trials:

Heart Failure is HFrEF



RAAS Inhibition in HFrEF: From ACE-I to ARNI



N Engl J Med 2019;381:1995-2008.

Dapa-HF Empa-Reduced

N Engl J Med 2020;

Sodium-Glucose Transport Inhibition

in Heart Failure with reduced Ejection Fraction



.

EMPA-Preserved DELIVER

N Engl J Med 2022;387:1089-98.N Engl J Med 2021;385:1451-61.

Sodium-Glucose Transport Inhibition

in Heart Failure with preserved Ejection Fraction







Lumping Management: Heart Failure is HFrEF



Diuretic

ACE-Inhibitor

Betablocker

(ns)MR-Antagonist

SGLT2-Inhibitzor

The Traditional Stepwise Model of HF Management
O

3 6 9 12 months



Diuretic

ACE-Inhibitor

Betablocker

(ns)MR-Antagonist

SGLT2-Inhibitzor

The New Concept of Rapid Iplementation of HF Management
O

3 6 9 12 months

ACE-Inhibitor

Betablocker

(ns)MR-Antagonist



Lancet 2022; 400: 1938–52
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Safety, tolerability, efficacy of up-titration of guideline-directed 

medical therapies for acute heart failure (STRONG-HF): 
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Safety, tolerability, efficacy of up-titration of guideline-directed 

medical therapies for acute heart failure (STRONG-HF): 

















Basic Therapy BMI>27 ???
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What could be the future of HF Management?

HFpEF

HFrEF
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Obesity HFpEF
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What could be the future of HF Management?



Event Rates

Placebo 38.5%/32 months

Vericiguat 35.5%/32 months

Difference 3%

P value 0.02

NNT 33



What’s New in Pharmacotherapy?

• Cardiac Myosin Activators?

• Steroids?

• Aldosterone Synthase Inhibitors

• Endothelin Receptor Antagonists

• Angiotensinogen Silencing



(J Am Coll Cardiol 2021;78:97–108





Circulation. 2024;149:414–416. DOI: 10.1161/CIRCULATIONAHA.123.066314

From Mineralocorticoid-Receptor Antagonism 

to Aldosterone Synthase Inhibition

Aldosterone Synthase



N Engl J Med 2023;388:395-405.
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Lancet 2022;400:1927-37



Antisense Technology RNA Interference
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Revolution in Pharmacotherapy: ASO and siRNA

RISC

RISC = RNA-Induced Silencing Complex



N Engl J Med 2023;389:228-38.

N Engl J Med 2023;389:228-38.



N Engl J Med 2023;389:228-38.



The Rapid Uptitration Pharmacotherapy 

in Heart Failure

- Add the fantastic four fast

- Increase dosage rapidly

- Monitor blood pressure, heart rate and rneal function

Many Thanks!
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