HLAVNITEMA (

RASTUCI VYZNAM GENETIKY A KONCEPT GENETICKEHO TESTOVANIA V OBLASTI ALZHEIMEROVE) CHOROBY A PRIBUZNYCH DEMENCIE. SKUSENOSTI Z JEDNEHO CENTRA

Tab. 1. Prehlad genetického pozadia Alzheimerovej choroby v kontexte stcasnych informdcii. Farebne je uvedend funkcia v organizme a predpokladany
mechanizmus zapojenia do patologickych procesov. Legenda farieb koreSponduje s Grafom 1 (adaptované podla Guerreiro et al,, 2013; Karch et Goate, 2015)

Oficialny symbol | Nazov génu Lokalizécia génu Funkcia v organizme a predpokladany mechanizmus
génu zapojenia do patologickych procesov
Gény asociované s FAD/kauzélne mutacie
APP amyloid 3 (A4) precursor protein 21921.3 hlavny Ucastnik amyloidnej kaskady
PSEN1 presenilin 1 14024.3 APP metabolizmus vseobecne (amyloidna kaskada);
Stiepenie APP, stiepenie Notch receptora a inych
transmembranovych proteinov
PSEN2 presenilin 2 1931-g42 APP metabolizmus vieobecne (amyloidna kaskada);
Stiepenie APP, stiepenie Notch receptora a inych
transmembranovych proteinov
Rizikové gény
APOE apolipoprotein £ 19913.2 metabolizmus APP
TREM2 triggering receptor expressed on myeloid | 6p21.1 imunita; chronicka inflamacia
cells 2
ABCA7 ATP-binding cassette, subfamily A (ABC1), 19p13.3 imunita
member 7 a komplementovy systém/inflamécia
SORL1 sortilin-related receptor, L(DLR class) A 11923.2-q24.2 endocytdza, triedenie a trg )g molekul na export,
repeats containing trafficking a metabolizmus APP,
Rizikové lokusy
CLU clusterin 8p21-p12 imunita a komplementovy systém/inflamécia;
PICALM phosphatidylinositol-binding clathrin 11914 clathrinom mediovana endocytéza
assembly protein
CR1 complement component (3b/4b) receptor | 1932 imunita a komplementovy systém/inflamécia
1 (Knops blood group)
BIN1 bridging integrator 1 2914 endocytdza synaptickych vezikul
MS4A6A membrane-spanning 4 domains, subfamily | 11g12.1 imunita a komplementovy systém/inflamacia
A, member 6A
MS4A4E membrane-spanning 4 domains, subfamily | 11g12.2 imunita a komplementovy systém/inflaméacia
A, member 4E
CcD33 CD33 molecule 19913.3 imunita a komplementovy systém/inflamécia
EPHAT EPH receptor Al 7934 imunita a komplementovy systém/inflamécia
bunkova adhézia, migracia a tvorba axénov
CD2AP CD2-associated protein 6p12 receptorova endocytédza a cytokinéza
HLA-DRBS5 and major histocompatibility complex, classll, | 6p21.3 imunita a inflamacia
DRB1 DR beta 5 and DR beta 1
PTK2B protein tyrosine kinase 2 beta 8p21.1 hipokampalna synapticka funkcia; bunkova migréacia
SLC24A4 solute carrier family 24 (sodium/potassium/ | 14g32.12 kardiovaskularny systém, integrita iénovej rovnovahy
calcium exchanger), member 4
ZCWPW1 zinc finger, CW type with PWWP domain 1 | 7g22.1 epigenetickd regulécia
CELF1 CUGBP, Elav-like family member 1 11pN fungovanie cytoskeletu a axondlny transport
FERMT2 fermitin family member 2 14922.1 angiogenéza,
CASS4 cas scaffolding protein family member 4 20g13.31 APP patoldgia, fungovanie cytoskeletu
a axonalny transport
INPP5D inositol polyphosphate-5-phosphatase, 29371 imunita a komplementovy systém/inflamacia; APP
145kDa, metabolizmus
MEF2C myocyte enhancer factor 2C 5q14.3 imunita a komplementovy systém/inflaméacia;
hipokampalna synaptickd funkcia
NME8 NME/NM23 family member 8 7p14.1 fungovanie cytoskeletu a axondlny transport
DCTN1 dynactin subunit 1 2p13 fungovanie cytoskeletu a axondlny transport
LRRK2 leucine-rich repeat kinase 2 12912 transport vezikul, autofagia, lyzozomalna funkcia
MME neprilysin syn. membrane metallo- 3025.2 APP metabolizmus, stiepenie APP
endopeptidase (MME)
VPS13C vacuolar protein sorting 13 homolog C 15921 autofdgia, mitofagia, mitochondridlna funkcia

cientov a 487 kontrol, sme potvrdili decele-
racny efekt CD33 rs3865444 polymorfizmu
na rozvoj AD u ApoE4 nositelov (Javor et al.,
2020).

Kazdorocne su publikované dalsie gé-
ny susceptibility na Alzheimerovu choro-
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bu na zdklade multicentrickych projektov
WES (whole exome sequencing), WGS (whole
genome sequencing), resp. GWAS (genome
wide association studies). V sucasnosti je ich
znamych viac ako 100. V dalsom slede sme
vybrali 23 génov na zéklade dékazu ich zapo-
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jenia sa do patogenézy Alzheimerovej cho-
roby a relativneho rizika. Prehlad uvddzame
v Tabulke 1 a pre lepsiuilustraciu ich vyznamu
aj v Grafe 1. Pritychto ,novych” génoch suscep-
tibility sa miera ich rizikovosti este len formuje
na zaklade real world data a ich polymorfizmy



