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V ¢om vidite uplatnenie
vysledkov projektu:

Projekt bol zamerany na zlepSenie porozumenia neurodegenerac¢nych procesov pri Alzheimerovej chorobe a
pribuznych tauopatiach. Vysledky ziskané pocas realizacie projektu mézu napomoct’ pri uplatneni novych
stratégii v lieCbe tychto neurodegeneracnych ochoreni.
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Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - slovensky:

Z vysledkov stereologickych analyz na transgénnych liniach potkanieho modelu pre tauopatie vyplyva:

- rozdielna dizka Zivota transgénnych potkanich jedincov v porovnani s netransgénnymi , priom dizka Zivota je nepriamo Umerna
hladine expresie trangénnehu patologicky skrateného tau proteinu

- nepritomnost Statisticky vyznamného neurondlneho uUbytku u analyzovanych linii SHR72, SHR318, Wistar72 a SHR24
v porovnani s ich vekovo zhodnymi netransgénnymi jedincami

- rozsah podielu NFT k celkovému poctu neurdnov v analyzovanych oblastiach CNS v terminélnych fazach ochorenia nie je zavisly
od pohlavia zvierat ani od samotnej intenzity expresie transgénneho patologického tau proteinu

- nesignifikantny rozdiel v pocte neurénov a NFT patologie u normotenznych a hypertenznych transgénnych zvierat

- Casovo zavisla dynamika narastu poctu a ,dozrievania“ NFT patologie

- vekovo viazany neuronalny ubytok u netransgénnych potkanov linie SHR bez sprievodného patologického fenotypu pritomného u
transgénnych zvierat.

Zaver: V priebehu doby realizacie uvadzaného projektu sa nam podarilo naplnit stanovené ciele charakterizovat vplyv NFT
patoldgie na neuronalny ubytok u transgénneho potkanie modelu pre tauopatie zahffiajuce Alzheimerovu chorobu. Na zaklade
tychto vysledkov mozno usudzovat, Ze toxicky ucinok patologicky modifkovaného tau proteinu a z neho vzniknutych
vysokomolekulovych patologickych ,agregatov NFT sa na patologickom a letalnom fenotype transgénnych zvierat neuplatfioval
prostrednictvom neurondlneho Ubytku, ale skér prostrednictvom ,funkéného poskodenia“ neuronalnej siete intracelularne
lokalizovanou NFT patolégiou. Predpokladame teda, Ze nie neuronalny ubytok per se , ale skor axonalna degeneréacia neurénov a
funk&né postihnutie neurénov podmienené pritomnostou exprimovaného fudského skrateného tau proteinu su zodpovedné za
progresivnu redukciou senzorimotorickych funkcii a letalny fenotyp u analyzovanych transgénnych zvierat.

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - anglicky:

The stereological analyses performed in the different lines of transgenic rat model of tauopathy lead to several important findings:

- different life expectancy in transgenic rats in comparison with their nontransgenic counterparts, whereas the the length of life in
transgenic animals is inversely proportional to the expression levels of the transgenic (patologically truncated human tau) protein.

- there is no statistically significant neuronal loss in analysed transgenic lines SHR72, SHR318, Wistar72 and SHR24 in comparison
to the age-related nontransgenic animal rats

- the extent of the ,NFT loads” (total NFT numbers/total neuron numbers) in analysed CNS regions in terminal phase of the disease
is not dependent on the sex of the animals nor dependent on the expression levels of transgenic patological tau protein in animals

- there is no significant difference in neuron and NFT numbers in normotensive and hypertensive transgenic animals

- there is time dependent dynamics of increased numbers of NFT and of NFT ,maturation” from early to late forms of NFT

- present age-related neuronal loss in nontransgenic SHR rats with no concomitant patological phenotype present in transgenic
animals

Conclusion: During the period of the realisation of the project we were able to meet the appointed objectives — to characterise the
influence of neurofibrillary pathology (NFT , neurofibrillary tangles) on neuronal loss in transgenic rat model of tauopathy (what
includes also Alzheimer’s disease). On the basis of these results can be concluded that toxic effect of pathologically modified tau
protein and of NFT (high molecular weight aggregates of patological tau) that led to pathological, lethal phenotype of transgenic
animals was not due to neuronal loss, rather due to ,functional impairment of neuronal network damaged by the intracellulary
located NFT pathology. Therefore, we presume that not the loss of neurons per se, but the axonal degeneration of neurons and
functional impairment of neurons caused by the presence of expressed human truncated tau protein are responsible for the
progressive reduction of sensorimotor functions and lethal phenotype in analysed transgenic animals.
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