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BACKGROUND 

• Discussing ACM today no longer refers to a single disease, but to a spectrum of conditions that share a 
common hallmark — the progressive death of cardiomyocytes and their replacement by fibrofatty tissue, 
predisposing to the characteristic ventricular electrical instability. 

• Numerous tools are available for risk stratification in ACM sub-populations, but it is essential to understand 
how the original populations were defined to avoid misapplying these tools to different groups. 



ACM – GENOTYPE-BASED APPROACH 



ACM – GENE-BASED APPROACH 

Arrhythmogenic right ventricular cardiomyopathy, European Heart Journal, 2026;  ehag297; Gasperetti et al



ACM – RISK STRATIFICATION TOOLS 

DISEASE-LEVEL GENE-LEVEL MUTATIONAL-LEVEL 

Prof P. Van Tintelen 
Genotype-Phenotype correlation in ACM 



ACM – RISK STRATIFICATION TOOLS 

DISEASE-LEVEL GENE-LEVEL MUTATIONAL-LEVEL 



ACM – RISK STRATIFICATION TOOLS – ESC GL 2023 



DISEASE LEVEL - ARVC 



DISEASE LEVEL - ARVC 

SUSTAINED VA MODEL 

FAST VT/VF/SCA MODEL 

PVS ADJUSTED MODEL 



https://arvcrisk.com/

DISEASE LEVEL - ARVC 



DISEASE LEVEL?  



DISEASE LEVEL?



DISEASE LEVEL -> PKP2



DISEASE LEVEL -> PKP2



PKP2

DISEASE LEVEL -> PKP2



DSP RISK MODEL 

https://www.dsp-risk.com/
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DSP RISK MODEL 



LMNA RISK MODEL 

https://www.acm-risk.com/
lmna_risk.html
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LMNA RISK MODEL 



Family history had no discriminative value in low- or high-
risk groups. 

LMNA RISK MODEL 



FILAMIN C RISK MODEL 

https://flnctv.shinyapps.io/RiskCalculator/

Limited number of cardiac MRI tests in the FLNC Registry. Clinical judgement is 
advised in taking into account high-risk LGE pattern and other potential risk 
markers not adequately captured by the FLNC Risk Score



https://flnctv.shinyapps.io/RiskCalculator/

Non-linear association between LVEF and arrhythmic risk (low risk for LVEF 
values greater than 58%, whereas the risk did not increase for decreasing LVEF 
values) 
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FILAMIN C RISK MODEL 



https://flnctv.shinyapps.io/RiskCalculator/

FILAMIN C RISK MODEL 



DES RISK MODEL



EXTENSIVE LGE 
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RBM20 RISK MODEL
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30-60% vs 2%

MISSENSE

RBM20 RISK MODEL



PLN (p.Arg14del) RISK MODEL 



Highly penetrant - Highly sex influenced  

• In males, SCD may precede the onset of 
symptoms. PVCs on Holter is often the only 

abnormality seen in males to occur prior to death.  

• In females, symptoms generally precede SCD  
• The presence of TMEM43 p.S358L requires ICD 

therapy in males from late adolescence/ early 
adulthood.  

TMEM 43 (p.S358L) RISK MODEL 



• Expanded concept: from ARVC to broader NICM with high arrhythmic risk 

• Genetics: from classical ARVC linked to desmosomal mutations to broader ACM forms involving also non-desmosomal genes 

• Identifying specific ACM genotypes impacts patient care, particularly in risk assessment for LAEs and SCD. 

• Genotype-specific risk prediction tools are being developed to assess individual arrhythmia risks.  

• Gene-elusive patients: disease-level (ARVC/NDLVC) risk models 

TAKE HOME MESSAGES 


