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V ¢om vidite uplatnenie
vysledkov tohto projektu:

Poznanie mechanizmu glykozyltransferaz; urcenie Struktur tranzitného stavu enyzmatickej reakcie;
dizajn a syntéza inhibitorov - analdgov tranzitného stavu ako potencialnych terapeutik; priprava
rekombinantnych glykozyltransferaz; testovanie inhibi¢nej aktivity navrhnutych inhibitorov
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Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - slovensky:

Charaktrizoval sa po prvykrat katalyticky mechanizmus glykozyltransferazy GnT-I pomocou hybridnej
QM/MM metédy molekulového modelovania. Na jeho ziklade sa urcila Struktira modelu tranzitného stavu
katalytickej reakcie, ktory sa pouzil na navrh nového typu inhibitorov glykozyltransferaz — analégov
tranzitného stavu. Tento navrhnuty skelet slizil ako zaklad syntézy série analégov. Metédy molekulovejbiologie
sa pouZili na pripravu rekombinantnych glykozyltransferaz a tieto na testovanie zosyntetizovanych zlucenin.
Testovanim sme zistili, Ze pripravené latky maju inhibi¢nu aktivitu. Tieto povzbudivé vysledky budu pouzité pre
d’alSom vyvoji analégov tranzitného stavu, inhibitorov glykozyltransferaz ako potrenciilnych terapeutik.

Suhrn vysledkov rieSenia projektu a naplnenia ciel’ov projektu (max. 20 riadkov) - anglicky:

A hybrid QM/MM methods of molecular modeling has been used for the first time to characterize the catalytic
mechanism of glycosyltransferase GnT-1. Based on the mechanism we have determined the structure of the
transition state of the catalytic mechanism and design a new type of inhibitors of glycosyltransferases, so-called
transition state analogues. The proposed scaffold has been used to synthesize a series of transition state
analogues. Methods of molecular biology were used to prepare recombinant glycosyltransferases an those for
testing of synthesized compounds. The screening revealed that prepared compounds exhibit inhibitory activity.
These encouraging results will be used for further development of transition state analogue inhibitors as
potential therapeutics.
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