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-PIDEMIOLOGY

Table1. Prior Estimates of HCM Prevalence With Echocardiography in 6 Populations

First o % Maximal LV | Reported Study Subjects
Author yrs) Male Thickness Prevalence
= Prevalence of unexplained Ret.# ()

Maron 995 2! i 0.17 Random sampling from

hy p e rt rO p hy I S e St I m a te d etal. (4) 3 urban general populatior

{CARDIA study)
tO be 1/500 a d u |tS Hada etal. 3 584 47 5 7+3 Annual health
. . . (6) examinations
= Equal distribution per sex N T
etal. (8) in rural communities
" H C M p re S e n tS A D Maron 2004 3,50 50 : 1.23 American Indian tribal

etal. (9) communities’

i i h c rlta nee Wlt h va rl a b | € Zou etal. 8,080 5. 69 Ttk Random sample from 9
eX p re S S | V | ty (5) communities in China

Maro etal. 2006 6,680 5! [ East African (Tanzanian)

(10} district regional hospital

emsarian C, Ingles J, Maron MS, Maron BJ. New perspectives on the prevalence of hypertrophic cardiomyopathy. J Am Coll Cardiol. 2015 X




DIAGNOSTIC CRITERIA

= Adults 2 LV WT > 15 mm, anywhere in the ventricle, no
apparent cause for hypertrophy *

= Children = Actual > 2 - Z-score deviation in LV WT *

= Class IV/V mutation carriers
No phenotype =2 patient at risk for development

024 AHA/ACC/AMSSM/HRS/PACES/SCMR Guideline for the Management of Hypertrophic Cardiomyopathy, JACC. 2024 Jun X




SENETICS

CENTRAL ILLUSTRATION Hypertrophic Cardiomyopathy: Overall Design and Findings

= 30-60% patients have
identified LP/P mutation

= Most frequent genetic
mutations are Sarcomeric
mutations

2 broad, relatively distinct populations

= Incomplete penetrance Ay

Sarcomere mutation (+) Sarcomere mutation (-)
More Likely: More Likely:
Reverse septal curvature morphology  Isolated basal septal morphology
More late gadolinium enhancement  Less late gadolinium enhancement
and interstitial fibrosis and interstitial fibrosis
No significant left ventricular outflow More left ventricular outflow
tract obstruction tract obstruction

Meubauer, 5. et al. J Am Coll Cardiol 2019;74(19):2333-45.

ubauer S, K, et al. Distinct Subgroups in Hypertrophic Cardiomyopathy in the NHLBI HCM Registry. J Am Coll Cardiol. 2019 X




>ARCOMERIC PROTEIN CODING GENES

Troponin &
tropomyosin
coding genes

rke MA, Cook SA, Seidman JG, Seidman CE. Clinical and Mechanistic Insights Into the Genetics of Cardiomyopathy. J Am Coll Cardiol. 2016 X




SENETICS

~ THNI3; TPMI; 11; 1%
THNI2; 45; 5% 31; 3%

SHaRe registry
= 2763/4519 patients
genotyped = 1279 had a .

Sarcomeric mutation

= MYBPC3 43% (+ 14% with
founder mutations) | ‘ e

= MYH7 32%

ACTCL; 4; D%

o CY, et aI.2631e8notype and Lifetime Burden of Disease in Hypertrophic Cardiomyopathy: Insights from the Sarcomeric Human Cardiomyopathy Registry (SHaRe).
irculation.

N




/A INCIDENCE

= Recent large population studies report SCD 1.2-1.5%/yr

= Risk assessment for SCD should be lead by periodical re-
evaluation in patients care

= Current risk scores don’t account for new markers

Moreover, no consensus on best LGE quantification method

rrish %%ng T, et al. Development of a novel risk prediction model for sudden cardiac death in childhood hypertrophic cardiomyopathy (HCM Risk-Kids). JAMA X
rdiol X
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/A INCIDENCE

= EPS induced VA is non-specific and no
" No RCT on AAD to prevent SCD
= Historical belief 2 SCD in HCM s relat

= |n patients w/ ICD
SMVT is the MOST COMMON VA

ATP is successful in ~ 70% episodes

Log—rank
Fl & |:::I_{]|:::'1

SARC + vs 5ARC - P<0.001
SARCVUS vs SARC - P=0.06
SARC + vs SARCVUS P=0.17

Proportion Free of Ventricular Arrhythmias (%)

20 30 40 50
: : T+ Age (years)

= RFCA in patients w/ recurrence despits

SARC + 1275 1267 1190 1056 60 587

SARC - 1230 1226 1191 1128 1025 85 568

SARCVUS 252 248 235 213 190 133 79

Patients at risk

o CY, et al. Genotype and Lifetime Burden of Disease in Hypertrophic Cardiomyopathy: Insights from the Sarcomeric fuman caralomyopa
irculation. 2018



JUR DATA

2 BY Universiteit L Leiden University HEARTLUNG ? / AARHUS X
Y Leiden C Medical Center CENTER LEIDEN U ¥ UNIVERSITY
o The Netherlands §

Aarhus University Hospital




VIETHODS

= Consecutive patients from the Leiden VT registry referred for
RFCA for VA

= Baseline: index VT ablation

= From 2011 up to 2023 = 1063 patients referred for VT ablation
9 & patients presented HCM phenotype




VIETHODS

= Medical records, family history, AAD, ECG, ICD registries

= Multimodal imaging evaluation
Echocardiographic evaluation
MS Contrast enhanced Cardiac CT analysis
Contrast enhanced MRI

= Electroanatomic map, VT ablation procedures and bail out
strategies




RESULTS
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SASELINE CHARACTERISTICS

Population
Age at ablation 59 (IQR 45-61) years
Age at HCM diaanosis 40 (IOR 27- ¥ /
Family history HCM 4 (44.4%) 54 CMP genes tested i
Family history SCD 4 (44.4%) all patients:
Prior Syncope 5 (55.5%) 6/9 patients with Class
OHCA 3 (33.3%) mutation

all in MYBPC3

Betablocker 8 (88.8%) \
Failed Amiodarone 6 (66.6%)
Failed Sotalol 4 (44.4%)
Failed Amio + class | 4 (44.4%)
Device at ablation 8/9 (88.8%)
1ary prevention 4/9 (44.4%)
S-ICD 2/9 (22.2%)
Dual-chamberlCD 6/9.(66.6%
Pre Ablation ATP (6M) 8986 therapies (IQR 9-17.962)
Pre Ablation Shocks (6M) IQR 6-9)

VT e_nisndes (GM)




TE S

J* a
= Median EF 2 42% (IQR 35-52%) N2

= |V mass index =2 253 g/m?(IQR 217 — 281) 8 HCM PHENOTYPE

Septal Hyp - 6 pt

. Septal WT =2 20 mm (|QR 16,5 — 22,1) Global Hypezpt: .
AA > 1 p. _

= Posterior WT 2 12,2 mm (IQR 10-15)  {_ ).

= LAVI > 44,4 ml/m2 (IQR 38,3 - 48,4) - 45

= |V GLS =2 7,5% (IQR 6-13.4) ; 3

* No LVOT > 50 mmHg at baseline . 5




_E MSCT

edian segmental WT in mm

4 CTWT

All patients with at le
1 segment 217 mi

Thickest segment w
mid ventricular

anteroseptum
;’v_'T

sﬁwrdiac 1.0 CE CTACT. .
19:53:529v




GE DISTRIBUTION
GE

LGE - MRI

tramural Transmural , .f f.x'x : : 2 . = I Median LV en han
; ,. \ . : ' mass 25 %

IQR (5-44 %)




NDEX VT ABLATION

= 8/9 patients inducible for SMVT
Median procedural VTs 4 (IQR 3-5)

= Median procedural time 302 min

= VT substrate IVS intramural in 7 y *‘

= Median RF applications 22 (IQR 11-66) 3
= Median RF time 769 sec p ol
= Epicardial map in 2/9 patients




AMBV

).5 mV 1.5 mV /
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Prior natient histoarv

— NU NMUIATIUN

Diagnosis ﬂ ICD Implantation

Nr 1 year 2 years J years 4 years b years 6 years 7 years
| Follow up & events
Median FU 29 months (IQR 4-80) iy
Death 4/9 (44.4%)
Heart transplant 2 patients } Lo
Time to recurrence 72 days (IQR 22-126)
B Re ablation 4/9 T
Time to re ablation 9 days (IQR 6-94) Rl
%5-5 , ’ I Iﬁ.,iastFLl
9 J iﬂ/ﬂl ¥ +
+ p | ns
Q Hy Death
B ¢ J mm /X v/ WW/X X ) SR
s ,\M* . SBRT LVAD HTx ¥
i)ﬁ' , ’ ' y ’m-r Ay gETE-lL
LI F ¥ IV § : I o

VT Episode / Re Ablation Y Additional/special therapy § ICD Shock 7 Death



AIL OUT STRATEGIES (MYBPC3+)

Ablation with half saline in 4/9 index VT
ablations (+ 3 re ablations)

TCEA attempted in 3 patients Bipolar ablation
Ablation with ECMO hemodynamic support
SGB in 2 patients

SBRT in 2 patients

Surgical substrate resection in 2 patients




_ONCLUSIONS

p R Universiteit L Leiden University HEARTLUNG 7 AARHUS X
£ Leiden C Medical Center CENTER LEIDEN U / ¥ UNIVERSITY

The Netherlands

Aarhus University Hospital




_ONCLUSIONS

= 1 % of patients referred for CA of SMVT to a high-volume
center had a HCM phenotype

= MYBPC3 variant was identified in 67% with predominant
septal compromise

= \/T free survival appears to be particularly poor in MYBPC3
variant carriers despite all treatment modalities

= Farly screening for advanced heart failure management
including heart transplantation is important.

)
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