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{57) Abstract

A method is provided for lowering serum lipids, cholestere) and/or triglycerides and thereby inhibiting athcmsc]eros:s by administering
10 a patient an MTP iahibitor, in combination with a cholesterol lowering drug, such as pravastatin.
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METHOD FOR LOWERING SERUM LIPID LEVELS .
EMPLOYING AN MTP INHIBITOR IN COMBINATION WITH-
L E L D

i t io
The present invention relates to a method-
for lowering serum lipids, cholesterol and/or
triglycerides in mammalian species by admlnlsterlng
an MTP inhibitor in combination with another
cholesterol lowering drug, for example, an HMG CoA
reductasé inhibitor, such as pravastatin,

lovastatin or simvastatin.

round of the venti

The use of microsomal triglyceride transfert
protein (MTP) inhibitors for decrea51ng serum
lipids including cholesterol and triglycerides -and
their use in treating atherosclerosis, obesityland
pancreatltxs is disclosed in Canadian Patent
Appllcatlon No. 2,091,102 {(corresponding to U. S.
Application Serial No. 117,362}, U.S. Application
Serial No. 472,067, filed June 6, 1995 (file
DC2le), U.S. Application Serial No. 548,811 (file
DC21h), U.S. provisional application No.
60/017,224, (file HX79a*), U.S. provisional
application No. 60/017,253, (file HX82*) and U.S.
provisional application No. 60/017,254, (file
HX84%*) .

All of the above U.S. applications are

incorporated herein by reference.

Descriptio enti
In accordance with the present invenfion,_a
method for preventing, inhibiting or treatihgb »
atherosclerosis, pancreatitis or obesity is

provided, wherein an MTP inhibitor in combination
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with another cholesterol lowering drug is .
administered in therapeutically effective ambunis
to lower LDL cholesterol and triglycerides. . f :
, Furthermore, in accordance with the present
ihvention, a method is provided for lowering se;ﬁm
libid levels, cholesterol and/or triglyéerides, or

_inhibiting and/or treating hyperlipemia,

hyperlipid-emia, hyperlipoproteinemia,
hype:cholesterolemia and/or hypertriglyceridemia,

wherein a combination of an MTP inhibitor and

another cholesterol lowering drhg is administered
in therapeutically effective amounts.

' In addition, in accordance with the presedt
invention, a novel combination of cholesterol
lowering agents is provided which includes an MTP'
inhibitor and another cholesterol lowering drug.
| Cholesterol lowering drugs or drugs which
are inhibitors of cholesterol biosynthesis which
may be used in the method of the invention in
combination with the MTP inhibitor include HMG CoA
reductase inhibitors, squalene synthetase .
inhibitors, fibric acid derivatives, bile acid
sequestrants, probucol, niacin, niacin derivativeé.
neomycin, aspirin, and the like.

It is believed that the combination of MTP
inhibitor and other cholestercl lowering drug,
which works by a mechanism other than inhibiting
MTP, is a surprising and unique concept in treating
diseases involved with elevated cholesterol and/or
triglycerides and;atherosclerosis,‘obesity and/ér
pancreatitis, in that the combination may provide
additional anticholesterolemic effects over that
which may be obtained using each of the components
of the combination alone. It is expected that
reduced levels of each of the MTP inhibitor and

other cholesterol lowering drug may be employed to
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achieve desired results, albeit with reduced.éidé

effects.

Detailed D ription of the Inve
5 ‘The following definitions apply to the
terms as used throughout this specification, unlesé
otherwise limited in specific instances. . a
The term "MTP" refers to a polypeptlde or
protein complex that (1) if obtained from an
10 organism (e. g., cows, humans, etc.), can be
isolated from the microsomal fraction of
hbmogenized tissue; and (2) stimulates the
transport of triglycerides, cholesterol esters, or
phospholipids from synthetic phospholipid vesicles,
1S5 membranes or lipoproteins to synthetic vesicles,
membranes, or lipoproteins and which is distinct

from the cholesterol ester transfer protein [Drayna

et al., Nature 327, 632-634 (1987)] which may have
similar catalytic properties.
20 The phrase "stabilizing"” atherosclerosis as

used in the present application refers to slowing
down the development of and/or inhibiting the .
formation of new atherosclerotic lesions.

The phrase "causing the regression of"

25 atherosclerosis as used in the present appiicationA
refers to reducing and/or eliminating
atherosclerotic lesions.

The combination of the MTP inhibitor and
other cholesterol lowering drug will be employed in

30 a weight ratio to each other of within the range of
from about 1000:1 to about 0.001:1 and preferably
from about 0.05:1 to about 100:1. : '

MTP inhibitors to be employed in the
methods of the invention include MTP inhibitors

35 disclosed in Canadian Patent Application No. .
2,091,102 (corresponding teo U.S. Applicatiqn Serial
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