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Biochemicky a bunkovy mechanizmus vyvoja neurodegeneraénych ochoreni ako je
Alzheimerova choroba a iné pribuzné tauopatie v su€asnosti nie je znamy. Vedecké prace
ukazuiju, ze patologicka fosforylacia tau proteinu zohrava kla¢ovu ulohu pri vyvoji tychto
choréb. V nasej studii sme sa zamerali na ontogenézu expresie a fosforylacie tau proteinu v
kontrolnych a transgénnych potkanoch. Pomocou $pecifickych monoklonovych protilatok sme
analyzovali tau proteiny v troch mozgovych oblastiach transgénnych potkanov: hipokampus,
prediZzena miecha a mozgova kéra. Ziskané vysledky ukazali, Zze dospely potkani mozog
exprimuje Sest izoforiem tau proteinu podobne ako &lovek. Dalej sme sa zamerali na analyzu
a charakterizaciu fosforylované tau epitopy, o ktorych je zname, Ze by mohli zohravat
kfu€ovu ulohu vo vyvoji neurofibrilarnej patolégie. Tato analyza ukazala, Zze niektoré
fosfoepitopy vznikaju vo velmi skorych Stadiach vyvoja transgénnych potkanov a perzistuju
az po terminalne Stadium. Vysledky naznacuju, Ze tieto fosfoepitopy zohravaju ulohu v
iniciacii neurodegeneracie, pripadne v postupnej metamorféze tau na vysoko nerozpustny
patologicky konformér.

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v anglickom jazyku
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Until now detailed biochemical and cellular mechanism of developing of pathology of
Alzheimer’s disease and various neurodegenerative disorders is not known. Current
scientific knowledge shows that pathologic tau phosphorylation plays key role in development
of mentioned disorders. This study was focused on the ontogenesis of expression and
phosphorylation of tau protein in control and transgenic rats of human tauopathy. Using
specific monoclonal antibodies to tau we have analyzed tau proteins in three brain regions:
hippocampus, brain stem and cortex. Obtained results showed, that adult rat brain contains
six tau isoforms like humans. These findings support the use of rat as an animal model in
human tauopathies research. Moreover, we have characterized phosphorylated tau
epitopes, which are known to play the most important role in physiological and in pathological
conditions. This analysis revealed that some of characterized phosphoepitopes rise in very
early stages of neurofibrillary pathology and persists up to terminal stages. These findings
indicate, that these phosphosites could be involved in initiation of the neurodegenerative
process and in metamorphosis of tau to insoluble tau conformer.
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