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From Unity to Diversity

Lumpers

SplittersHeart failure

is all alike
There are multiple

forms of heart failure



Lumping or the Seminal Trials:

Heart Failure is HFrEF



This is all based on symptoms LVEF (and ECG), 

no molecular mechanisms, no genetics

Lumping Management:Heart Failure is HFrEF
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Ischaemic Cardiomyopathy
(HFrEF after STEMI in the LAD)

Dilated Cardiomyopathy
(Non-Compaction)

Primary Prevention
• Lipid lowering

• Blood pressure control

• Antidiabetics

Primary PCI

Secondary Prevention
• HF medication

• Lipid lowering

• Blood pressure control

• Antidiabetics

Can we Prevent 

Ischaemic CMP?











GalNac = Nacetylgalactosamine

ASGR = Asialoglycoprotein receptor U. Landmesser … T.F. Lüscher. Eur. Heart J. 2020



RNA Interference is the Pharmaco-

therapy of the Future



Emmanuelle Charpentier and Jennifer Doudna

Crisper Cas 9:
The Gene Scissor

Clustered Regularly Interspaced Short Palindromic Repeats



Circulation. 2023;147:242–253
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Dilated Cardiomyopathy







Here again splitting is the next step:

What is the risk of sudden death based on 

genetics and the degree of fibrosis?



JACC 2022 Feb 22;79(7):665-678





Further Splitting: Dyssynchrone Left Ventricle:

A Case for Cardiac Resynchronization Therapy
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Ejection Fraction

• Ejection Fraction 70%

• LVEDP 24 mmHg

• LVH

• Fibrosis

• BNP 980 ng/ml

• Ejection Fraction 30%

• LVEDP 27 mmHg

• Remodelling

• Scar

• BP 2100 ng/ml

HFpEF HFmrEF HFrEF





Nature Medicine | 2022;28:1956–1964





Hypertensive Heart Disease  

with severe  LVH and HFpEF • LVH stiffens the heart

• High BP increases LVEDP 

and PAP

• This causes Dyspnoe and 

exercise intolerance

• Antihypertensive therapy 

might help

• Outcomes?





Obesity HFpEF
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Amyloid Heart Disease  



Donnolly & Hanna: Cleveland Clinic J. Med. 2017;8 ( Suppl.)

Plasmacytoma TTR Amyloidosis

Plasmacytoma
• Chemotherapy

• Bone marrow 

transplantation

TTR Amyloidosis
• Tafamidis (preventing 

tetramer dissociation) 

• Antibody (to remove 

amyloid from the heart)

• ASO (to prevent 

formation of protein)

• siRNA (to prevent 

formation of protein)
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Antisense Technology RNA Interference
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2Revolution in Pharmacotherapy:ASO and siRNA

RISC

RISC = RNA-Induced Silencing Complex



M. Fontana et al. NEJM 2024; DOI: 10.1056/NEJMoa2409134
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The Distant Future of Management of TTR Amyloidosis



Genetics of Hypertrophic Cardiomyopathy











We came from far………

……und we will get even further!

Many Thanks!
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