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‘ INTRODUCTION '

The microsomal triglyceride transfer protein (MTP) is a
Wpid carvier protein of liver and intestine that is required
for the intracellular productlon and secreton of
apolipoprotein B~contalning lipoprowins [1). A potential
drawback of MTP inhibitors for 1tweatment of
hypediipidemia is the mechanism-related accumutation of
lipids in the liver. The alm of the present study was to test
tn an animal model the hypothesis that this adverse effect
¢an be slleviated by co-administyation of a fibrate,

. METHODS . '

Cell-free MTP activity in rat liver micosomes was determined by
measuring the rate of transfer of radiotabeled triglycorides
batwesn reconstitutad phospholipld vesicles. Apo B secretion
from HepGR calls was moasured by a sandwich ELISA, Triglyceride
sacretion in vivo was determined In fed male Wistar rats (body
welght - 220 g n = 5/group) following v Injection of 400 mg/kg
‘Triton WR 1339 30 min after single oral administraton of BIBS
2276. Subchronic oral treatment with BIBS 2276 (&) or
fenofibrate (id) was done for 5 days In fed male Ico Zucker foifa
rats (~ 6 month old, n » S5/group). Data are presented as mean %
sem and stabistical anatysis was performed using Student’s ttest.

: - RESULTS -~ -

The chemical structura of BIBS 2276, a MTP Inhibitor of
the pyrrole carboxamide class, and 11s in vitro properties
are given In the following table.

IC;, for inhibiton of cell-free
pld transfer tn rat liver preparations anM

1G5, for inhiblton of apob secretion
in HepG2 cells

1.50M

‘. BIBS 2276 leads to an inhibidon of triglycatide secredon

.+ after single oral administration in Wistar rats (all changes

B vs. control are significant except for the lowest dose at the
: 24 h time potnt).
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0,3 mg/kg
= | MO/kQ
—a—3 mo/kg
o= 10 mg/kg
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Subchronic treatment with BIBS 2276 lowers plasma lipds in
hyperlipidemic faffa rats.

Fiaama Chalsatarol

Plasma Triglyeotidas

Subcronic treatment with BIBS 2276 leads to abnomal liver
Tunction tests in fa/fa rats, This effect Is completely reversed by
co-adminl;ﬂat!on of fenofibrate, :

{WIL mean 1 a4y

The MTP inhibitor BIBS 2276 induces hepatie steatesis n faffa
rats. The degree of steatosls caused by the lower dose of Bl 2276
Is reduced significantly upon co-adminlstration of fenofibrate.
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M BIBS 2278 10mg/kg od R

. Fencfibratz 100mgfkg bid '

2ZBIBS 2276 3mg/ka ad
+ Fenoflbrate 100mg/kg

B BIBS 2276 10mg/kg od
+ Fenofibrato 100mg/kg
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CONCLUSIONS .
s Fenofibrate shows a weak synergistic effect to the plasma
cholesterol lowering efficacy of the MTP inhibitor. ’
*The hepatic steatosls and damage of Kver cells induced by a MTP
Inhibitor can be alleviated by combination with a fibrate, an
activator of the transcripton factor PPARa,

« A possihle mechanism for the alleviation is the PPARa mediated
stimulaton of fatty acid oxidation in the liver.

+Mitochondrial B8-oxidation, peroxisamal @-oxidation and
microsomal a-oxidation may all contribute to this effect.

K ‘
1Y Watraran 1 D atul Alarhim Rinahio Grta 71007 TS 1361500

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

