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What is personalised medicine?

“Stratified medicine is based on identifying subgroups of patients with 
distinct mechanisms of disease, or particular responses to treatments. 
This allows us to identify and develop treatments that are effective for 
particular groups of patients. Ultimately stratified medicine will ensure 
that the right patient gets the right treatment at the right time.”

http://www.mrc.ac.uk/research/initiatives/stratified-medicine/
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Cardiomyopathies?



“A myocardial disorder in which the heart muscle is structurally and 
functionally abnormal, in the absence of coronary artery disease, 
hypertension, valvular disease and congenital heart disease sufficient to 
cause the observed myocardial abnormality.”

Cardiomyopathy: Definition

ESC Working Group on Myocardial Pericardial Diseases (Elliott P et al. EHJ 2007)



Davies M. Heart 2000;83:469-474

Classification of Cardiomyopathies



J Am Coll Cardiol 2021;77:2551–72 
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What has all this to do with 
me?



1. Electrocardiography
2. Cardiac catheterisation
3. Cardiovascular surgery
4. Coronary angiography
5. Invasive cardiology
6. The Coronary Care Unit
7. Cardiovascular Drugs
8. Preventative Cardiology
9. Echocardiography
10.Pacemakers & ICDs



European Heart Journal (2022) 43, 716–799 



“The main terminology used to describe HF is 
historical and is based on measurement of the LVEF”



European Heart Journal (2021) 42, 3599-3726 



European Journal of Heart Failure (2020)22,1111–1121



What has all this to do with 
me?

NOT MUCH



National causes of death in females and males in ESC 
member countries (latest year)

Proportions of deaths caused by CVD in ESC member 
countries stratified by sex and national income status 
(latest year)

European Heart Journal (2022) 43, 716–799 



TALES FROM THE CLINIC (1)



Clinical History

42y, male
• AF 2007  

• Incidental finding
• DCCV 2008
• Medication: Aspirin 75mg
• Holter: NSVT x 5 beats

• CMR: Mild impairment of LV function. Biatrial dilatation with LA 
diameter of 43mm.



Clinical History

• Family History
• Father: 

• AF 
• PPM – CHB
• CRT-P 2011 
• RIP aged 63

• Paternal grandfather: 
• AF and PPM 
• RIP aged 64 ?cause



ECG



24 hour Holter



Echocardiogram



CMR



“The main terminology used to describe HF is 
historical and is based on measurement of the LVEF”



The Phenotype

• Young
• Family History of AF, PM
• NSVT
• Mild LV impairment

•WHY?



Diagnosis

• Genetic Testing

• Lamin A/C : c.1489-1 G>A



NSVT, LVEF 45%, male
+ non-missense mutations (ins-del/truncating or 
mutations affecting splicing)

(J Am Coll Cardiol 2012;59:493–500)



TALES FROM THE CLINIC (2)



Background

• 24 year old male
• 2006: Incidental diagnosis of junctional arrhythmias, supra- and 

ventricular multifocal ectopics
• Intermittently impaired LV/RV systolic function
• 2008: EPS and RV biopsy

• Flecainide challenge negative
• Normal coronaries
• No ablation as too many foci
• EMB: “The findings are in keeping with dilated cardiomyopathy but there are no specific 

features to indicate its cause.



2017-18

• Carvedilol 25mg BD, Ramipril 2.5mg OD
• No symptoms except some occasional palpitations
• No syncope
• No SOB
• Very fit, into different sports, regular gym-attendance
• Works as accountant





Holter

• 47000 VES, 34% of total
• NSVTs, polymorphic and monomorphic





Genetics





Treatment

• January 2018: Quinidine
• March 2018: EF 62%; 3 VE in 24 hours
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(1) Is this stuff real?
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Eur Heart J. 2015 Sep 7;36(34):2327-37.

101 genes 
associated with 
cardiomyopathies 
in 145 unrelated 
Finnish patients 
with DCM

Familial (n=63)
48% mut +ve

Sporadic (n=82)
26% mut +ve



JAMA Cardiol. 2021;6(4):379-386 

Candesartan in Heart Failure-Assessment of Reduction in 
Mortality and Morbidity (CHARM) and Controlled Rosuvastatin 
Multinational Trial in Heart Failure (CORONA) clinical trials. 



European Heart Journal (2015) 36, 2585–2594 



European Heart Journal - Cardiovascular Imaging (2019) 0, 1–11 



(2) Actionability?



Atrial arrhythmia

Ventricular arrhythmia

Heart failure

Valve disease

Antiarrhythmics, 
DOAC, ablation

Antiarrhythmics, 
Ablation, ICD

ACE, MRA, BB, SGLT2, 
ARNI, transplant, VAD

TEER







Eur Heart J. 2022 Aug 21;43(32):3053-3067. doi: 10.1093/eurheartj/ehac235.
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Sperry BW, Tang WHW. Heart 2017;103:812–817.





Frontiers: New Armoury

Small 
molecules

AAV 
Gene delivery

RNA silencing
Immuno
therapy

Enzyme 
replacementChaparones

• ß-blockers
• RAAS inhibitors
• Statins
• Vasodilators
• Antiplatelets
• Anticoagulants
• Devices



Different Facets of Personal/Precision 
Medicine

Aetiology Comorbidity

Age, beliefs, 
family, 

socioeconomic

Empathy/
Compassion



“If it were not for the great 
variability among individuals, 
medicine might as well be a 
science and not an art”

Sir William Osler, 1892





The new ESC Council on Cardiovascular Genomics is a multi-
stakeholder body whose mission to encourage research, 

education and the sharing of genomic knowledge.

www.escardio.org/genomics

FREE 
Membership


