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(57) Abstract

Substituted azetidinone hypocholesterolemic agents of formula (I) or a pharmaceutically acceptable salt thereof, wherein: Ar! is
R3-substituted aryl; Ar2 is R4-substituted aryl; Ar3 is RS-substituted aryl; Y and Z are independently -CHa-, -CH(lower alkyl)- or -C(dilower
alkyl)-; A is -O-, -S-, -8(0)- or -S(O)z-; R! is -ORS, -O(CO)RS, -O(CO)OR?® or -O(CO)NRSR?; R? is hydrogen, lower alkyl or aryl; or
R! and R; together are =0; q is 1, 2 or 3; p is 0, 1, 2, 3 or 4 RS is 1-3 substituents independently selected from -ORS, -O(CO)RS, -
| O(CO)OR?, -O(CH2)1.50R?, -O(CO)NR®R?, -NR¢R’, -NR¥(CO)R?, -NRSCO)OR?, -NRE(CO)NRRS, -NRSSO3-lower alkyl, -NRSSOz-aryl,
-CONRSR?, -CORS, -SO2NRR?, $(0)o-2-alkyl, S(0)o-2-aryl, -O(CHz);.10-COORS, -O(CH;)o-10CONRSR?, o-halogeno, m-halogeno, o-lower
alkyl, m-lower alkyl, -(lower- alkylene)-COOR® and -CH=CH-COORS; R® and R* are 1-3 substituents independently selected from RS,
hydrogen, p-lower alkyl, aryl, -NOz, CF; and p-halogeno; R, R? and R® are hydrogén, lower alkyl, aryl or aryl-substituted lower alkyl; and
R? is lower alkyl, aryl or aryl-substituted lower alkyl; are disclosed, as well as a method of lowering serum cholesterol by administering
said compounds, pharmaceutical compositions containing them, the combination of a substituted azetidinone and a cholesterol biosynthesis
inhibitor for the treatment and prevention of atherosclerosis, novel intermediates and methods for preparing said intermediates.




hydr ogen,
R err] are

RO is | ower alkyl,
as a net hod of

wel |
conpounds,

a substituted azetidi none and a.chol ester ol
treatment and prevention of atherosclerosis,

phar maceuti cal

p- |l ower al kyl, aryl,
hydr ogen, | ower al kyl,
aryl or aryl-

[er]

aryl or aryl

| owering serum chol'estero

and p- hal ogeno;

substituted | ower al kyl;

Rerr],

Rlerr] and
-substituted | ower al kyl;
are discl osed,
by adm nisterirg said

and
as

conpositions containing them the conbination of

met hods for preparing said internediates.

novel

FOR THE PURPOSES OF INFORMAf'ION ONLY

Codes used to identify States party to the PCT on the front pages of pamphlets publishing mtemanonal

applications under the PCT.

Austria
Australia
Barbados
Belgium .
Burkina Faso -
. Bulgaria
Brazil
Belarus
Canada
Central African Republxc
-Congo - i
Switzerland
Cote d’Ivoire

EEE88<Ek

FRE RBRWIRERSRS

WMHM@_

Republic of Moldova
Madagascar

Mali

Mongolia

RO
RU

UA
us
vz

INE5EA5E

Jad32R2RE

Mauritania
Malawi .

- Netherlands

Norway

. New Zealand

" Slovenia

Slovakia

. Senegal
Chad

Togo

Tajikistan

Trinidad and Tobago
Ukraine

United States of America
Uzbekistan '

Viet Nam

9611478 -0 1oocrus

bi osynthesis inhibitor for the
i nt.er medi at es and

3‘ .



