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Charakteristika vysledkov
| Evidenéné &islo: APVT-99-007004 |

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

Enzym acyl-CoA cholesterol acyltransferase (ACAT) je zodpovedny za katalyzu vnutrobunkovej esterifikacie
cholesterolu. ACAT je pritomny vo vicSine tkaniv ako intestina, pecen a stena artérii. Predpoklada sa, ze tento
enzym uUCinkuje vo viacerych procesoch, podmieniujucich vznik aterosklerézy, absorpcie dietného
cholesterolu, akomuldacie esterov cholesterolu a hepatickej sekrécie esterov cholesterolu do plazmy vo forme
VLDL- cholesterolu.

Cielom projektu je vyvoj origindlnych latok s antiaterogénnym u€inkom, ako perspektivnych
hypolipidemickych lie¢iv. Nosny zéklad projektu tvori lider Struktara VULM 1457 — ACAT (acyl-
CoAcholesterol-O-acyltransferdza), ktora bola vyvijand vo VULM, a.s.. Tato lider Struktura ale v druhej faze
klinickych skuasok vypadla, pretoze mala vel'mi nizku biodostupnost’. Na zaklade nizkej biodostupnosti, nasim
cielom bolo pripravit’ a testovat’ biodostupnejsie derivaty, ktoré boli odvodené od lider Struktary VULM 1457.
Udaje o bezpecnosti novych zlu¢enin boli stanovené limit testom (OECD 425). Limit test bol uskuto&neny na
mysiach (samceky a samicky) a stanovend LDsy najviac ucinnych latok bola nad 2000 mg/kg. Klinické
pozorovania aplikovanych zvierat nepreukézali negativne symptomy.

Nové derivaty mocovin a amidov boli syntetizované a nasledne testované na ich schopnost’ in-vitro inhibovat’
aktivitu ACAT na subcelularnej trovni (mikrozémy pecene potkana). Najviac potenciadlne zliceniny boli
nasledne testované na hypolipidemicku aktivitu in vitro.

Po rozsiahlom vybere st Styri nové biodostupné derivaty vel'mi perspektivne ACAT inhibitorory.

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

Acyl-CoA: cholesterol acyltransferase (ACAT) which catalyses the intracellular formation of cholesteryl
esters, plays an important role in intestinal absorption of cholesterol, foam cell formation within the arterial
wall and may be very low density lipoprotein production in the liver. Therefore, the inhibition of ACAT as
treatment for hypercholesterolaemia and atherosclerosis is an attractive target.

Project objective is development of new original substances with antiaterogenic activity, as perspective
hypolipidemic drugs. Base carrier of the project is leader structure VULM 1457, which was developed in
VULM, a.s., and currently is under clinical development (phase II trials). The ACAT leader urea structure-
VULM 1457 failed in phase II of clinical trial, because of low bioavailability. Base on these facts, the aim of
the work was synthesis and testing bioavailable agents derived from ,,Jeader* molecule VULM 1457.

Safety evaluation of new coumpounds was measured by limit test (OECD 425). Limit test was made in mice
(males and females) and LDs, of the most potent compounds was over 2000 mg/kg. The clinical observations
of animals were without any adverse symptoms.

The novel urea and amide derivatives were synthesized and tested for their ability to inhibit rat liver
microsomal ACAT activity of cholesterol-fed animals in vitro. The most potent compounds were further
tested for hypolipidemic activity in vivo. Four new bioavailable derivatives of ACAT inhibitors are
perspective antiatherogenic agents.
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