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(54) Title: ANTIDIABETIC AGENTS
(57) Abstract

The instant invention is concerned with acetylphenols which are useful as antiobesity and antidiabetic compounds. Compositions
and methods for the use of the compounds in the treatment of diabetes and obesity and for lowering or modulating triglyceride levels and
cholesterol levels or raising high density lipoprotein levels or for increasing gut motility or for treating atherosclerosis are also disclosed.
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WHAT IS CLAIMED IS:

1. A compound having the formula I:
X")o. X
| |
Z X
Wy, ¥—a i
| al

or a pharmaceutically acceptable salt thereof, wherein:

R is selected from the group consisting of H, C}-g alkyl, C5-10 aryl,
and C5.10 heteroaryl, said alkyl, aryl and heteroary! optionally
substituted with 1 to 3 groups of R3;

R1 is selected from a group consisting of: H, C}-]5 alkyl, C2-15
alkenyl, C2-15 alkynyl and C3.10 cycloalkyl, said alkyl, alkenyl,
alkynyl, and cycloalkyl optionally substituted with 1 to 3 groups of R;

R2 is selected from a group consisting of: H, C-15 alkyl, acyl, C2.15
alkenyl, OR3, CO2alkyl, C(O)R3, OH, -OC(O)R3, C2-15 alkynyl, C5-
10 aryl, C5-10 heteroaryl, said alkyl, alkenyl, alkynyl, aryl and
heteroaryl optionally substituted with [ to 3 groups of R3;

R3 is selected from a group consisting of: H, NHR', NHacyl, C1-15
alkyl, C2-15 alkenyl, Cj-15 alkoxy, CO2alkyl, OH, C3-15 alkynyl, Cs.
10 aryl, C5.-10 heteroaryl said alkyl, alkenyl, alkynyl, aryl and
heteroaryl optionally substituted with 1 to 3 groups of Ra;

RS
|
R4 is selected from the group consisting of: RZ, -B-RS or ~C =YZ,
with the proviso that when (Z-W-) is Z-CR°R”. Y is O and R4 is R2,
then R2 is not acetyl, H, alkyl, alkoxy or aryl; or when (Z-W-) is Z-
67 FTRG_ 2 :
CR°R’.Y is O and R4 is ~C=Y" then Y2 is not O, or when
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Y1 is selected from the group consisting of: O, NR and C;

Y2 is selected from the group consisting of: O, N(C]-15) alkyl,
N(CO2)alkyl, N-Oalkyl, N-Oacyl and N-OH, with the proviso that if Y2
is O and R3 is CH3 then n is 2;

7 is selected from the group consisting of: CO2R3, R3CO2R3,
CONHSO2R, CONH?2 and 5-(1H-tetrazole);

t and v are independently O or | such that t + v = |

Q is a saturated or unsaturated straight chain hydrocarbon containing 2-
4carbon atoms and

p is 0-2.

2. A compound of Claim | where X1 & X2 are
independently H or halo.

3. A compound of Claim 1 where Y is O.

4. A compound of Claim 1 where Y is S(O)p, wherein p

is 0-2.
5. A compound of Claim | where Y is -CH2-.
- 6. A compound of Claim 1 where Y is -CO-.
7. A compound of Claim 1| where Y is -NH-.
8. A compound of Claim 1 where Y is NHSO?2 or
SO2NH.

9. A compound of Claim 1 where Y is C(O)NH.
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6 R7
/
(Z-W-) is Z-CR*R"-, or Z-C—R%— where R8is O, Y is S or O and
R4 is -B-R3J, then B isnot OorS;

R3 is selected from the group consisting of: C5.10 aryl and C5-10
heteroaryl, said aryl and heteroaryl optionally substituted with 1 to 3
groups of Ra;

B is selected from the group consisting of: O, S(O)p and NR!;

6 H7
/
(Z-W-) is Z-CR°R’-, Z-CH=CH-, or 2-C—R&—.

R® is selected from the group consisting of CR°R’, O, NR®, and S(O)p;

R®and R7 are independently selected from the group consisting of H, C,.
¢ alkyl;

X1 and X2 are independently selected from a group consisting of: H,
OH, C|-15 alkyl, C2-15 alkenyl, C2-15 alkynyl, halo, OR3, C5-10 aryl,
C5-10 aralkyl, C5-10 heteroaryl and C}-10 acyl, said alkyl, alkenyl,
alkynyl, aryl and heteroaryl optionally substituted with 1 to 3 groups of
R3;

Ra represents a member selected from the group consisting of: halo,
aryl, acyl, heteroaryl, CF3, OCF3, -O-, CN, NO3, R3, OR3; SR3,
S(O)R3, SO2R3, NR3R3, NR3COR3, NR3CO,R3, NR3CON(R3)3,
NR3SO2R3, COR3, CO2R3, CON(R3)2, SO2N(R3),, OCON(R3); said
aryl and heteroaryl optionally substituted with 1 to 3 groups of halo or
C1-6 alkyl;

Y isselected from the group consisting of: S(0),, -CH,-, -C(0)-,
-C(O)NH-, -NR-, -O-, -SO,NH, -NHSO,;
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provides compounds of formula (). These
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What is claimed is:

1.

A compound of formula (1) or a pharmaceutically acceptable salt, solvate, or

hydrolysable ester thereof, wherein:

o] R
R
0
HO R5 R3 R7
R 5 (Ra)y
X2 v
0
Z
R®

1

R' and R? are independently H or C, alkyl, or R’ and R? which are bonded to the same
carbon atom may together with the carbon atom to which they are bonded form a 3-6 membered
cycloalky! ring, and at least one of R' and R? must be other than H;

X?is O, 8, or (CR™R™), where niis 1 or 2;

R’ R, and R® are independently H, Ci.salkyl, OCH,, CFy, allyl, or halogen;

R and R" are independently H, fluorine, or C.salkyl;

one of Y and Z is N, the otheris S or O; _

R® and R are independently H, phenyl, benzyl, fluorine OH, Cy.6 alkyl, allyl, R® and R’ may,

together with the carbon atom to which they are bonded, represent a carbony! group;
R’ is H, CF; or CHa;
Each R® is independently CFs, C,.salkyl, OCH; or halogen;
vis0,1,2,3,4,or5.

2,

A compound accbrding to claim 1 wherein at least one of R' and R? is CHa.
A compound according to claim 2 wherein R' and R? are both CHs.

A compound according to any of claims 1-3 wherein X% is O, S, or G(R™R™).
A compound according to claim 4 wherein X?is O or S.

A compound according to any of claims 1-5 wherein Z is N.

A compound according to any of claims 1-6 wherein Y is S.




