Hereditarne ataxie a HCM
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1/l HEREDITARNE ATAXIE

Geneticky
podmienena skupina
ochoreni

AD, AR dedi¢nost

Spinocerebellarne
ataxie, Friedreichova
ataxia (FA)...

Jayadev S, Bird TD. Genet Med. 2013 Sep;15(9):673-83.

FA incidencia
1: 50 000




FRIEDREICHOVA ATAXIA

* NajCastejSia AR dediCnha ataxia
« Znizena expresia genu FXN (protein frataxin) — mitochondrialna
dysfunkcia

* Frataxin — homeostaza zeleza v mitochondriach — nedostatok —
nachylnost k oxidacnému stresu — najviac ovplyvnené
energeticky narocné bunky

 Typicka manifestacia pred 20 rokom veku

* Multisystémové ochorenie: ,
neurologicka, KARDIOLOGICKA, endokrinologicka, muskulosk

eletalna symptomatika
Valis, et al. Neurol. praxi. 2024,25(4):296-302



' Symptoms of Friedreich’s Ataxia
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KAZUISTIKA

2003 narodenie

2009

nahodne zistena
kardiomyopatia

2011 komplexne
vySetrena FN Brno

2012 geneticky
potvrdena FRDA +
prvé priznaky —
neistota v
chodzi, zakopéavanie

2018
diagnostikovany

diabetes mellitus 1.

typu

2021 mechanicky
vozik

2022 implantacia
ICD



KAZUISTIKA

* RA: KV 0, neurologicky O

* FA: Novorapid, Toujeo, uzivala Skyclaris, vysadeny 9/2025
(noncompliance)

- SA: byva sama v bezbariérovom byte, ukonena SS s
maturitou, studium na VS ukoncila

* AA: PNC susp.



e ... 712025 Naji se sama, hygienu zvlada v bezbariérovem
prostoru. Neni schopna psat tuzkou. Pohyb na elektrickém
voziku. Ma asistentku...
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Ciele kardiologicke| starostlivosti

Pravidelné kontroly + optimalizacia medikacie

Sledovanie priznakov srdcoveho zlyhavania

Stratifikacia rizika a prevencia SCD -

Zachyt a lieCcba arytmii

Multidisciplinarna spolupraca



Recommendations for SCD Risk Assessment in Adults With HCM
Referenced studies that support the recommendations are

summarized in the

1. In adult patients with HCM, a comprehensive,
systematic noninvasive SCD risk assessment at
initial evaluation and every 1 to 2 years thereafter
is recommended and should include evaluation of
these risk factors (Figures 1 and 3, Table 8)'-2°:
a. Personal history of cardiac arrest or sustained

ventricular arrhythmias;

b. Personal history of syncope suspected by clinical
history to be arrhythmic;
¢. Family history in close relative of premature

HCM-related sudden death, cardiac arrest, or
sustained ventricular arrhythmias;

d. Maximal LV wall thickness, EF, LV apical
aneurysm;

e. NSVT episodes on continuous ambulatory
electrocardiographic monitoring.

2. For adult patients with HCM who are not otherwise
identified as high risk for SCD, or in whom a decision
to proceed with ICD placement remains uncertain
after clinical assessment that includes personal/
family history, echocardiography, and ambulatory
electrocardiographic monitoring, CMR imaging is
beneficial to assess for maximum LV wall thickness,
EF, LV apical aneurysm, and extent of myocardial
fibrosis with LGE (Table 8),"111215-20

3. For patients who are 216 years of age with HCM, it
is reasonable to obtain echocardiography-derived left
atrial diameter and maximal LVOT gradient to aid in
calculating an estimated 5-year sudden death risk
that may be useful during shared decision-making

for ICD placement (Table 8).222 Ommen S, et al., JACC 2024; 83:2324—-2405




Original Investigation

A 22-Year Follow-up Study of Long-term Cardiac Outcome
and Predictors of Survival in Friedreich Ataxia

Francoise Pousset, MD; Lise Legrand, MD; Marie-Lorraine Monin, MD; Claire Ewenczyk, MD;
Perrine Charles, MD, PhD; Michel Komajda, MD; Alexis Brice, MD; Massimo Pandolfo, MD;
Richard Isnard, MD, PhD; Sophie Tezenas du Montcel, MD, PhD; Alexandra Durr, MD, PhD

Supplemental content at

IMPORTANCE Friedreich ataxia (FRDA) is the most common genetic sensory ataxia, and jamaneurology.com
myocardial involvement is a major determinant of survival.

OBJECTIVE To assess FRDA survival and cardiac outcome to adapt future therapeutic trials.

DESIGN, SETTING, AND PARTICIPANTS In a longitudinal follow-up study, all patients with
genetically confirmed FRDA seen in the reference center and referred for cardiac evaluation
(standard 12-lead electrocardiogram and transthoracic echocardiography) to the cardiology
department were enrolled and followed up from April 27, 1990, to July 31, 2013. The setting
was the French National Reference Center for Rare Diseases and the Department of
Cardiology, Salpétriere University Hospital, Paris, France. In total, 138 patients with FRDA
were followed up. Among 133 patients homozygous for expanded GAA repeats, the mean
(SD) age was 31 (10) years (age range, 11-62 years), with a mean (SD) age at disease onset of
16 (8) years (age range, 3-50 years) and a mean (SD) age at first wheelchair use of 26 (9)
years (age range, 11-64 years). Cardiac hypertrophy was present in 57.9% (77 of 133), and

electrocardiography was normal in 6.8% (9 of 133). Pousset et al., JAMA Neurol. 2015;72(11):1334-1341



Survival Analysis
Among 133 patier|

53 % zomrelo na KV -
(IO)years(agerark icAcio. daliich 33 0 up
of10.5 (5.5) years KOMPlikacie, daisich 33 %

, oy Da-
tients died of carlzomrelo z.neznamych pricin — oo

embolic stroke at ages 32 and 43 years. Two patients died of

noncardiac causes and one of respiratory disease (at age 33
years), while the death of the other was from suicide (at age
28 years). Five deaths (age range. 33-61 vears) were of un-

known origin, but 4 of these 5 patients were known to have
atrial fibrillation.

Pousset et al., JAMA Neurol. 2015;72(11):1334-1341



Follow up

Felbotrombdza

v. subclavia
5/2022 —
apixaban
12/2023 —
palpitacie —
akutne
vySetrena, vypi
s z ICD. bez
arytmii, IVS
30mm, EFLK

85%, predpisan
y BB

7/2024 —
Omaveloxolon
e

9/2024 vypis z
ICD: 1x nsKT
bez udelenej

terapie

712025 vypis z
ICD: bez
arytmie, IVS
25mm, EFLK
75%



NTproBNP (ng/l) hsTnl (ng/l)

3/2022 170,7 498,6

9/2022 351 391,5

9/2023 96,7 -

122028 es w02 |

3/2024 174,1 769,3

8/2024 355 770,4

9/2024 194,1 391

1/2025 53,6 489

712025 311,2 864



Zhrnutie

» Postihnutie srdca moze byt prvym prejavom FA

* Pacienti s FA zomieraju najCastejSie na kardiovaskularne
komplikacie

o Stratifikacia rizika SCD u pacientov s FA - naro¢na uloha? —
malo evidencie

* Nova lieCba - omaveloxolone — vyzaduje MDT follow up a
dobru spolupracu pacienta



Dakujem za Vasu
pozornost.




