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Uplatnenie vysledkov projektu

Nakolko sa jedna o projekt zakladného vyskumu dosiahnuté vysledky nemaju bezprostreny
medicinsky dopad, av8ak jednoznaéne prispeli k objasneniu patogenetickych mechanizmov
prebiehajucich pri demencii Alzheimerového typu. Okrem toho boli experimentalne data
publikované v odbornych vedeckych ¢asopisoch.

CHARAKTERISTIKA VYSLEDKOV

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v slovenskom jazyku
(max. 20 riadkov)

Stereologicka kvantifikacia preukazala u transgénnych zvierat v terminalnom Stadiu
dramatické (viac nez dvojnasobné) zvySenie po¢tu mikroglii v porovnani s rovnako starymi
netransgénnymi potkanmi. U transgénnych potkanov znaéné percento z tychto mikroglii —
takmer 15 % - vykazuje morfolégiu fagocytov. U netransgénnych potkanov je to menej ako 2
%. Zaujimavou skutocnostou je, Ze sme nepozorovali vyznamnu korelaciu medzi poctom
mikroglii a neurofibrilarnych klbiek.

Stimulacia prostrednictvom lipopolysacharidu, ktory je povazovany za velmi silny induktor
zapalovej odpovede, neviedla k zvySeniu neurozapalu v mozgu ani k zvySenej tvorbe
neurofibrilarnej patolégie. Zda sa, Ze celkova imunitna odpoved voci LPS bola nedostato¢na,
€o je v kontradikcii s predchadzajucimi vysledkami inych vedeckych skupin, ktoré na
transgénnych mysiach preukazali zvySenu fosforylaciu tau proteinu po podani LPS. V in vitro
experimentoch sa nam podarilo zistit, Ze patologicky modifikovany tau protein je schopny
stimulovat’ morfologické a funkéné zmeny mikrogliovych buniek. Po aktivacii dochadza ku
zvySenej produkcii pro-zapalovych cytokinov a tvorbe NO. NaSe vysledky boli publikované v
renomovanom vedeckom ¢asopise Journal of Immunology..

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v anglickom jazyku
(max. 20 riadkov)

Stereological quantification revealed dramatically elevated number (more than two times) of
reactive microglial cells in terminal stage of transgenic group of animals compare to non-
transgenic controls. Almost 15% of all microglial cells exhibited phagocytic morphology in
transgenic group of animals. In non-transgenic animals it was less then 2%. Surprisingly, we
did not detected any correlation between the number of microglial cells and neurofibrillary
tangles.

Stimulation with lipopolysacharide, generally considered as a strong inductor of immune
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response caused any elevation of neuroinflammation in the brain as well as had any effect on
the number of neurofibrillary tangles. It seems that immune response to LPS was not
sufficient which is in contradiction with previous studies where elevated phosphorylation of tau
protein was detected after LPS treatment in transgenic mice. On the other hand, in vitro
experiments demostrated that pathologically modified tau protein is able to induce
morphological an functional chanhes of microglial cells accompanied by production of
proinflammatory cytokines and nitric oxide. These results were even published in prestigious
Journal of Immunology.
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Svojim podpisom potvrdzujem, Ze Udaje uvedené v zaverecnej karte su pravdivé a uplné
a suhlasim s ich zverejnenim.

Zodpovedny riesitel Statutarny zastupca prijemcu
Ing. Jozef Hanes, PhD. Prof. MVDr. Michal Novak, DrSc.
V Bratislave 15.02.2013 V Bratislave 15.02.2013
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