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Syntetizovali a fyzikalno-chemicky sa charakterizovali derivaty prirodnych polyfenolov (N-
feruloylsérotonin=-N-f-5HT, piceatanol, derivaty kurkuminu). Charakterizovali sa ucinky
sledovanych polyfenolov na oxidativne vzplanutie plnej fudskej krvi a izolovanych
neutrofilnych leukocytov po receptorovej(fMLP, opsonizovany zymosan) a nereceptorovej (Ca
ionofor A23187, PMA) stimulacii na extracelularnej a intracelularnej urovni meranu
luminoformi zosilnenou chemiluminiscenciou. Inhibiény u€inok sledovanych latok (polyfenoly,
syntetické derivaty kumarinu, antagonisty histaminovych H1 a H3/H4 receptorov, hydroxy-
chlorochin) je spojeny s inhibiciou aktivovanych izoforiem fosforylacie proteinkinazy C, hlavne
jej izoforiem a a BlI, podielajucich sa na regulacii aktivacie NADPH oxidazy a tvorbe
oxidantov v neutrofiloch, dalej s externalizaciou fosfatidylserinu, aktivitou kaspazy-3, zmenou
integrity buniek a liberaciou ATP v ludskych neutrofiloch ako aj zasahom do metabolizmu
oxidu dusnatého v bunkovych liniach makrofagov RAW 264.7.(znizenie produkcie
reaktivnych foriem dusika inhibiciou expresie iINOS). Porovnal sa uc¢inok H1 a H3/H4
antihistaminik na oxidativne vzplanutie neutrofilov.U latok, ktoré znizovali koncentraciu
oxidantov v bezbunkovom systéme, predpokladame eliminaciu oxidantov prostrednictvom
antioxidacnej aktivity latok. Na modeli adjuvantnej artritidy potkanov sa zistil lie€ebny ucinok
N-f-5HT, pterostilbénu a hydroxychlorochinu a potencovanie protizapalového pdsobenia
metotrexatu. V pilotnej Studii sa overili zakladné funkcie profesionalnych krvnych fagocytov a
hladiny prozapalovych cytokinov u reumatoidnych pacientov lieCenych protilatkami proti tumor
necrosis factor alpha.

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

Derivates of natural polyphenols(N-feruloyserotonin=N-f-5HT, piceatanol, cumarine derivates)
were synthetised and charcterised physico-chemically. Effects of tested polyphenols were
tested on oxidative burst of human whole blood and isolated neutrophils at extra- and
intracellular level stimulated at receptor (fMLP,opsonized zymosan) and nonreceptor sites
(Ca-ionophore A23187, PMA) as measured by luminophore enhanced chemiluminescence.
Inhibitory effect of investigated compounds (polyphenols, hydroxychloroquine) resulted from
the inhibition of phosphorylation of isoforms a a BIl of activated proteinkinase C,
subsequently NADPH-oxidase, from externalisation of phosphatidylserine, activation of
caspase-3 and liberation of ATP in neutrophils as well as from the interaction with metabolism
of nitric oxide in macrophages RAW 264.7, resulting from a decrease of INOS expression.
The effect of antihistamines H1 and H3/H4 was compared on oxidative burst of professional
phagocytes (whole blood, isolated neutrophils) in vitro. It is suggested from results in cell-free
systems that elimination of oxidants is due to the antioxidative properties of compounds
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tested. Therapeutic effect of N-f-5HT, pterostilbene and hydroxychlorochine was tested on the
model of rat adjuvant arthritis decreasing both, clinical signs and immunobiochemical
parameters in comparison with metothrexate. In a pilot study the essential functions of
professional blood phagocytes and plasmic levels of proinflammatory cytokines were verified
in patients treated with antagonists of tumor necrosis factor alpha.
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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
Prof. MUDr.Radomir Nosal, DrSc RNDr.Michal Dubovicky, PhD

V Bratislave 20.11.2014 V Bratislave 20.11.2014

" podpis zodpovedného riesitela podpis Statutarneho zastupcu prijemeu
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