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| Ezetimibe {SCH58238) inhibits cholesterol

* absorption, reduces plasma cholesterol, and inhibit
the development of atherosclerosis in Apo E
knockout mice fed a cholesterol-free dlet

H R Davis, N.S Compton. L. Hoos, G. Tetziolf. Cardiovasculai/CNS
Ruasearch, Schaing Plough Research Institute, Kenitworth NJ, United States |
of America .
Objective; To determine it Ezetimibe (SCHS8238), ((1-(4-tluoropheny)-{3R)-:
13-1d-fiuarophenyli- {38)-hydroxypropyil-(48)-(4-hydroxyphenyl)-2-azetidinone) |
e chalesternl absomption and inhibiis atherogenesis in apo E knockou |
{-/-) mice fad a cholesierol-iree diet.

Methods: Ezetimibe (0.3, 1, 3, and 10mg/kg/day) was evaluated for inhibiniol
of cholestercl absorption {{14Ck-cholesterol{dH}-sitostaral, 4 day tecal analysis
in apo E +/~ ang -~ Atherosclerosis and lipoprotain changes were
datermined in apo E -/~ mics led a semi-synthetic cholesterol ree diel alone or
contzining ezatimibe (5mgkg) tor Bmonths (n=12/group). /

Results: Apo E +/+ and /- mice absorbed -51.2% and 565% of the
{wvr»cm)lcsruo‘ respectively. Cholesterol abscrption was ihibited 90% by
ezetimibe a1 3mgfkg in the apo E -/ mice and »80% at 10mg/kg/day in bum
apo € +/+ and -+ mice. The plasma cholesterol ievels in apo E /- mice wore
reduced from 518mg/dl 16 178mgid by ezetimibe (Bmglkg/day) after & menthe
ot ireatmeny. The reduction occurred i the VLDL and LDU lipoproten frac
tions, white HDL levels wers increased by ezetimibe from 27mg/dl 1o 45mg/dly
Atheroscleratic lesion cross sectional area was reduced $1% by ezetimibe
trestment rom 0.0436mm2 16 0 0038mm2 {p<0.05) in the carotid antery and
by 831% in the =oria (p<0.05) §

Concluston: Apo £ - mice have nonnal cholesterol absorption and ezP~
timibe has simiiar aclivity st inhaiting cholesterot absorption in apo £ -/+ and’
£ wice. Ezetimibe reduces plasma cholestsrol levels, increases HOL, and i
hibits the progression of atherosclerasis in &po E - mice fed a Chotesterol free
diot. Ezetimibe may inhibit atherogensesis clinically in individuals consuming |
restricted cholesterol diets

P3500 ] Ezetimibe (SCH58235) localizes 1o the brush border of
T small intestinal enterocyte and inhibits entertocyte
cholesterol uptake and absorption

AT Davis, D.5. Compion. L. Hoos, G. Tetzioff. M.A. Caplen, D.A. Bumstt.
Cardiovascular/CNS Research, Schering Plough Research Institute,
Kenilworth NJ, United States of America

Objective: Ezetimibe, SCH58235 ({1-{4-fluorophenyl)-(3R)-[3-(4-luctophe-
ny)-(ES)-hydroxypropyi}l-{4$)-14-hydroxyphenyl)-2-azetidinons) is 3 potent in-
hibiter of cholesterol absomption leading to significant decrsasos in plasma
cholesiero levels In cholesierol-ted animals and primary hypercholgsteroiomic
patients. The purpose of this Study was 1o determine the tissue locatization and
effect of ezetimibe on intestinal cholesterol metabolism.

Memods An 1125 labeled glucuronide of ezetimibe was synthesized for
atian studies Labeted ezefimibe was given intravenously to infact and
2 duct cannutalad rats and (otal fissue and autoradiographic localization was
ined The effect of ezetimibe relative 10 the ACAT inhibitar PD128042

deteray

ohiaduosenal Cosing.

Results: Thi labelec glucuronide of exetimibe jocalized primanily in the srail
ngsune 3 nours tollowing intravenous administration. in bile duct cannulated
rais the mravenous dose appoared almost entirely in the bile within 3 hours.
) at auoratiography demonstrated that the labeled compound was
00 1o Ihe brush border of the enterocytes. [C14}-Cholesterot absorpricn
inio § the ma and liver was whibiled by both ozatimibe and the ACAT inhibitor
The uptake of [C14]-cholesterol info the enterocyles was inhibied
be arxd a majorty of the {C14]-cholesterol remained Wiy the fumen of
e PU28042 did not inhibit the uptake of |[Cl4]cholesterst into the
soand i did not increase the amount of [C4]-cholestarol remaining
i the ineesunal luinen. Therelore, the effect of ezetimibe on inhibiting intestinal
prakie dnd absorption cecured prion 1o cholesterof reaching ACAT
ficaton,

AT

tor
etimibe locatizes to the rush border of the small intestingl
he uptake of cholesteral inlo the enteroCyles, inhibits the
wlerol, and keops cholesierol in tha fumen of the intestine

LPSSOT BAY 13-9952 (implitapide): pharmacodynamic effects

of a new microsomal triglyceride transfer protein
{MTP) inhibitor on plasma lipids and adipose lissug in
animals
H Rischoll, D Denzer. Cardiovascuiar Research Dept. Bayer AG, Wupperial,
Germany

Objective: BAY 13-0852 has shown to potently nhibn the MT#-activity and
secretion of apoll-contsining particies in vitro Animat studies should demon:
strate the pharmacologicat protile of this new therzpoutic principle and ihe
pharmacodynamic eftects of BAY 13-G952

Methods: The intestinal effects on TG absomtion and postprandial {pp)
TG rise were investigated afler oral ofive off loading in rats. The hepatic
VLDL secretion was studied after intravenous injedion of the ipoprotein hpe
inhibitor Triton WR 1339 and detenmination of plasma TG Lipid lowsring
offects (TG and CHOL) of BAY 13-0952 were investigated in genetically
hyperiniglyceridemic 1a,ta-Zucker rats and dogs, and sifects on adipose lissue
in obese Zucker rats.

Resuits: The intestinal TG absorption and pp plasma TG nse was regucoed
by 50% with 0.3 mo'kg body weight p.o{ED50 valug). The hepatic VLOL
secrefion in rats was decreased by 50% aftar 1 mg/kg body weight p.o. After
acute adminisiration 10 fafa-Jucker rals, DAY 13-0950 effectively reduced
plasma TG and CHOL concentrations by B0% after 1.5 mg/kg and TG up 12
80% after 4.5 mgag bow. In subchrome d-week stxding only 3.5 mgikg hw.day
reduced the TG fevels by 84% . infescling oxpenm: ts lor 4 weeks 45 ppm RAY
13-8852 administered in nonnal lab chow reduced the paritenal and Pmdxdvmnﬂ
tat by 22%. The sarme duse, administerss ngh caone diet 1o femate o
Zucket 1ats decisased the perirenal fat accumutation by 38%. BAY 13-39852
was also active in dogs: in subchronic studias, 4 mg BAY 13-98952%g b.w.
fowered plasma TG levels by 60%,

Caonciusion: In acute and subchrome rat and dog studies, BAY 13
effectively reduced pp serurmt TG nises as well as tasting plasma 1
CHOL concentrations, and additionally the accumulanon of fat n adiptse
tissue. This phamacological approach of inhibiting MTP-asctvity and secretion
ol apoB-ontaining particles may offer a new thecapeutic prnciple or the
wreatment of combined hyparlipidamia and anenosclerosis
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| P3502 | Fenofibrate, bul not atorvastatin treatment Increases

T homocystein levels in patients with combined
hyperlipidaemia

V Metenovsky, J Malik’, D. Wichiede ', 1. Simek®, R Caska®,

A. Parizkova?. 3rd Dapar et of Med;c;ne, General Universily Hospitai,

Pragus, Czech Republic; ' 3ro Deparment of Medicine, General University

Hospital, Prague, Czech Repubic: ? 4ih Department of Medicine, General

University Hospilal, Prague, Czech Republic

Objectives: I has been recently reported in small clinical trials, that traaiment
vttt librates incresssd Wotal i homoeystens (IHCY) leval, whil
did notintuence i The effect of a1orvasiatin (A) and fenotibrate (F) onthe levels
of 1otat serum homocysteine i patients with combired hyperlipidaenmia has ncd
been compared yol. To assess the infuence of fibrates and stating on serum
tHCY iavels we analysed the whole group of patienis envolled into randomised,
cross-over tral comparing both drugs (Fenctibraie versus Atorvastatin Tr
FAT).

Fethods: 29 non-smoking males (mean age 47.2 & 7.8 years, Moan Bl
27.7 1 2.7} with combined hyperigidacmia, withoul any other dissass of
medication. were randormised 10 treaiment wih 10 mg isabn 0.4 or
200 mg of mictonised fenolitrate ol The medication was CfOb&Pd over after
10 we Patenls were askec 1o ram same diel dunng alf &
ponod. Fasting blood samplas weie
the end of the tris! and wers proces:
was determined with HPLC method.

Results: are presented in the Table and are &
of maan values aganst taseting. Palied tlestwa
post and berween treatrnent values. P less than{

A was more efficient than F in redu., 8

with previous report we found, that F fmern
of serurn tHCY lavel, assec Y signiticant in
lovel. Either serum tHCY or creatinine tevel did not ohs

L s\,ndn M:‘ I
P serui creatining
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