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Ochorenie, ktoré dnes oznacujeme ako frontotemporalna demencia (FTD), preslo
od svojho prvého opisu Arnoldom Pickom a neskér Aloisom Alzheimerom cez prvé
klinicko-patologické kritéria, ktoré predstavili David Neary a David Mann, az po jeho
dnedné nomenklatirne vnimanie ako komplexnej klinicko-patologickej entity zlozitym
vyvojom. V sucasnosti je frontotemporalna lobdrna degeneracia vnimand ako hetero-
génny syndrom sposobeny progresivnou degeneraciou frontalnych a temporalnych
lalokov mozgu. Klinicky sa moze prejavit ako tri syndrémy frontotemporalnej demencie
(behaviorélny variant FTD, progresivna non-fluentna afazia a sémantickad demencia),
ale aj ako tzv. ,overlap” syndromy zahfnajuce kortikobazalnu degeneraciu a progresiv-
nu supranukledrnu obrnu. Jej vyskyt je asi 10 % spomedzi vietkych demencii a 40 %
spomedzi demencii so zac¢iatkom medzi 45. a 65. rokom Zivota. Klinicka manifestacia
jednotlivych subtypov sa lisi, spolo¢nym menovatelom st poruchy spravania a po-
stihnutie fatickych, gnostickych a exekutivnych funkcii. V porovnani s Alzheimerovou
chorobou mé spravidla skorsi vek nastupu, rychlejsi priebeh a devastujucejsie postih-
nutie jednotlivych kognitivnych domén. Okrem toho je frontotemporalna demencia
klinicky, histopatologicky aj geneticky heterogénnejsou jednotkou ako AD. FTD ma
podla suc¢asnych poznatkov 30-50 % heritabilitu. Hlavnymi zd¢astnenymi génmi su
MAPT, C90rf72 a GRN. Zriedkavejsie postihnutymi génmi st VCP, TDP-43, FUS a CHMP2B.
Hranica medzi jasne kauzalnymi génmi (MAPT, GRN) a génmi susceptibility (COORF72,
TARDP, FUS) je menej ostra a slabsie definovana. V naSom ¢lanku sa zameriavame na
genetiku FTD a klinicko-geneticko-patologické korelacie. Rovnako sa snazime priniest
plasticky obraz o tom, ako jednotlivé mutacie ovplyviuju molekuldrne mechanizmy
neurodegenericie.
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Genetics of frontotemporal dementia

The disease currently known as frontotemporal dementia (FTD) has undergone
a complex evolution from its first description by Arnold Pick and later by Alois Alz-
heimer, through the first clinicopathological criteria introduced by David Neary and
David Mann, to its current nomenclatural perception as a complex clinicopathological
entity. Currently, Frontotemporal lobar degeneration is viewed as a heterogeneous
syndrome caused by progressive degeneration of the frontal and temporal lobes of
the brain. Clinically, it can manifest as three syndromes of frontotemporal dementia
(behavioral variant of FTD, progressive non-fluent aphasia and semantic dementia)
but also as so-called "overlap" syndromes involving corticobasal degeneration and
progressive supranuclear palsy. Its prevalence is about 10 % among all dementias and
40 % among dementias with onset between 45 and 65 years of age. The clinical mani-
festation of the different subtypes varies, the common denominator being behavioral
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