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METHOD OF PREVENTING OR TREATING
ATHEROSCLEROSIS OR RESTENOSIS

CROSS—REFERENCE TO RELATED APPLICATION
This application claims the benefit of U.S.
provisional application Serial No. 60/407 563, filed
August 30, 2002, and U.S. provisional application Serial
No. 60/469 630, filed May 9, 2003, under 35 USC

119(e) (i), which are incorporated herein by reference.

BACKGROUND OF THE INVENTION

This invention relates to a method of preventing or
treating atherosclerosis and restenosis in mammals.

Atherosclerosis is characterized by the deposition
of fatty substances in and fibrosis of the inner layer of
the arteries. Restenosis is an accelerated form of
athosclerosis that commonly occurs after angioplastic
surgery and atherectomy.

Cardiovascular diseases (CVD) contribute
substantially to illness and death worldwide and ranks
second only to infectious and parasitic diseases as human
affliction. Atherosclerosis, a major component of CVD,
has properly been considered a public health problem of
industrialized countries, accounting for an estimated one
third of deaths overall. It has been reported that in
the United States alone, atherosclerosis affects one in
four persons, causing approximately 42% of all deaths.
O'connor et al,"Potential Infectious Etiologies of
Atherosclerosis: A Multifactorial Perspective", Emerging
Infectious Disease, Vol. 7, No. 5, September-October
2001.

It has been suggested that the number of chronic
infective pathogens which an individual has been exposed
independently contribute to the long-term prognosis in

patients with documented coronary artery disease. HJ
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Rupprecht et al, "Impact of Viral and Bacterial Infective
Burden on Long-term Prognosis in Patients with Coronary
Artery Disease. (Circulation (2001) 104:25-31.
Seropositivity to multiple herpesviruses is an
independent risk factor for death from cardivascular
disease and risk is proportional to the number of
different herpesviruses that have infected an individual.
Other investigators that have suggested a connection
between infectious pathogens and atherosclerosis include
Espinola-Klein et al, "Impact of Infectious Burden on
Extent and Long-Term Prognosis of Atherosclerosis”,
Circulation (2002) 105:15-21; O'Connor et al, Supra: and
Zhou et al, "Association Between Prior Cytomegalovirus
Infection and the Risk of Restenosis after Coronary
Atherectomy”", The New England Journal of Medicine (1996).
An antiviral drug, Ganciclovir, has been shown to prevent
atherosclerosis resulting from CMV infection of rats
(K.B. Lemstrom et al. Cytomegalovirus infection-
enhanced allograft arteriosclerosis is prevented by DHPG
prophylaxis in the rat. Circulation, 1994,90:1969-1978).

Herpesviruses are believed to be a particular
problem in atherosclerosis because they reside latently
in an infected individual and can reactivate causing a
chronic inflammatory response.

The herpesvirus family contains eight known human
viruses; herpes simplex virus type 1 (HSV-1), herpes
simplex virus type 2 (HSV-2), varicella zoster virus
(VZV), human cytomegalovirus (HCMV), human herpes virus 6
(HHV-6), human herpes virus 7 (HHV-7), Epstein-barr virus
(EBV) and human herpes virus 8 (HHV-8). One of the
hallmarks of herpesviruses is their ability to establish
latent infections in their host and to recur during times
of stress or immunosuppression. The human herpesviruses

are associated with a diverse set of diseases ranging in
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severity from mild cold sores to life-threatening illness

in immunocompromised patients

(Table 1).

Table 1. Herpesvirus diseases and treatment
Associated Diseases Marketed
Virus Normal Host Immunocompromised Antivirals
Host
HSV-1 Herpes labialis | Disseminated herpes * Acyclovir
(cold sores) * Penciclovir
HSV-2 Genital herpes Disseminated herpes » Acyclovir
+ Valaciclovir
¢ Famciclovir
VZVv Chicken pox Herpes zoster » Acyclovir
Herpes zoster » Valaciclovir
e Famciclovir
CMV Congenital CMV Retinitis * Ganciclovir
disease Pneumonia * Valganciclovir
GI disease * Foscarnet
Graft rejection » Cidofovir
e Formivirsen
EBV Infectious Lymphomas (PTLD) * None
mononucleosis
HHV-6 Exanthem subitum | Graft rejection * None
HHV-7 Exanthem subitum | Graft rejection * None
HHV-8 Kaposi's sarcoma | Kaposi's sarcoma * None

seroprevalence rates in adults of 70-80% for

90-100% for HCMV, VZV and EBV.

HSV-1, HCMV, VZV and EBV are ubiquitous

viruses with

HSV-1 and

Seroprevalence of HSV-2

increases from about 10% in young adults to 35% by age

60.

Antibodies to HHV-8 are also found in about 33% of

adults in the United States. The high seroprevalence of

multiple viruses and their ability to reactivate from

latent infections, make these herpesviruses prime

candidates for causing chronic inflammatory responses

leading to atherosclerosis.
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Numerous studies and articles on the epidemiology of
the herpesvirus family are in the prior art. Wathen,
Michael W., "Non-nucloside inhibitor of herpesviruses",
Rev. Med. Virol, 2002; 12: 167-178; Whitley et al,
"Herpes Simplex Viruses", Clinical Infection Diseases,
1998; 26: 541-55, Cohen, Jeffrey I., "Epstein-Barr Virus
Infection", Medical Progress, Volume 343, Number 7, The
New England Journal of Medicine, August 17, 2000, pp.
481-492; Blouvelt et al; "Human Herpes Virus 8 Infection
Occurs Following Adolescence in the United States"”, The
Journal of Infectious Disease, 1997, 176: 771-4; Field,
A. Kirk, "Human Cytomegalovirus: challenge opportunities
and new drug development”, Antiviral Chemistry and
Chemotherapj 10: 219-232.

INFORMATION DISCLOSURE

U.S. Patent 6 239 142 discloses 4-oxo-4,7-dihydro-
thieno[2,3-b]pyridine-5-carboxamide derivatives,
compounds of Formula I and I' that are useful as
antiviral agents. These compounds have now been found
to be useful in the method of this invention.

U.S. Patent 6 291 437 describes a method for
preventing or retarding the development of
atherosclerotic lesions or restenosis comprising
administering to a subject, preferably a human, an
effective amount of an anti-viral composition directed
against CMV, and optionally anti-microbial composition
directed against C. pneumoniae.

WO 02/48148 A2 discloses anti-viral compounds and a
method of using them for the prophylaxis or treatment of
atherosclerosis, coronary artery disease or restenosis.

An antiviral drug, Ganciclovir, has been shown to
prevent atherosclerosis resulting from CMV infection of

rats (K.B. Lemstrom et al. Cytomegalovirus infection-
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enhanced allograft arteriosclerosis is prevented by DHPG
prophylaxis in the rat. Circulation, 1994,90:1969-1978).

U.S. Patent 6 239 142 disclosed compounds and their
use to treat herpesvirus infections.

WO 02/06513 disclosed method of screening 4-
hydroxyquinline, 4-oxo-dihydroquinoline, and 4-oxo-
dihydrothienopyridine derivatives as non-nucleoside
herpesvirus DNA polymerase inhibitors.

EP 443568 disclosed fused thiophene derivatives,
their production and use.

WO 02/04445 disclosed a variety of tricyclic core
structures which have antiviral activity against
herpesviruses.

WO 02/04444, WO 02/04443, and WO 02/04422 disclosed
a variety of bicyclic core structures which have
antiviral activity against herpesviruses.

U.S. Patent 6 248 739 disclosed compounds in which
the core structure is a quinoline and useful as

antivirals against herpesviruses.

OBJECT OF THE INVENTION

It is the object of this invention to provide a
method for preventing or treating atherosclerosis or
restenosis in mammals.

It is a further objective of this invention to
provide a method for prophylaxis of atherosclerosis and
treat patients who have atherosclerosis.

Tt is still a further objective of the invention to
provide a method that prevents or ameliorates the
occurrence of restenosis in patients anticipating

coronary atheroscopy or angioplasty.

SUMMARY OF THE INVENTION
A method of preventing or treating atherosclerosis

or restenosis in a mammal, comprising administering to



WO 2004/019933 PCT/US2003/026963

said mammal an effective amount of a compound selected
from the group consisting of structures of Formula X,

Formula XII, Formula XIII, Formula XIV and Formula XV,

wherein Formula X is

0]
R
/B\N
H
XX
X

and pharmaceutically acceptable salts thereof; and

wherein ring A is a saturated or unsaturated fused double
or triple heterocyclic ring having 1, 2, 3 or 4
heteroatoms selected from group consisting of
oxygen, sulfur, or nitrogen; and

wherein R and X are the appropriated substitutents,

respectively;

wherein Formula XIT is

(e]
Xl
GVVJLN’“\[::I\
H
XXlI

Xl
wherein,
x** is Ccl, Br, F, CN or NO3;
M is

a) Ci-7alkyl which partially unsaturated and is
substituted by hydroxy, or
b) Ci-salkyl substituted by NR*'R¥I™2 or

4-tetrahydropyran;

R¥11 is Cpgalkyl substituted by hydroxy, Cisalkoxy,

lXII

ary , or heteroaryl;

R*1"2 is hydrogen or Ci_salkyl; or

R* and R¥? together with the nitrogen to which they
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are attached form morpholine which may be optionally

substituted by *f aryl or Cisalkyl;

W is a heterocycle of formula W1¥?, w3*, or w4**;

OH OH R* OH
1. A 2 A 2
Y X XX
SC E- e~k 0P~07 SN R8
w1 w3 w4

[It is intended that the R* and R® substituents and
substituents A-F, J and K on the W1*¥, wW3*™T and w4*"
formulas above, as well as the W number under each

Formula, are succeeded by the Roman Numeral XIT.]

A¥T is CR*™ or nitrogen;
B*¥I is CR¥I™® or nitrogen;

C*T is CR¥'® or nitrogen;
EXI and F*! are such that
a) one is oxygen and the other is C(=0); or
b) E¥ is C(=0) and F*' is NR*;
J¥T and K*¥! are such that
a) J¥T is nitrogen and K¥' is CR*'™®; or
b) J¥II 45 CR¥® and K*! is nitrogen;
with the provisos that when W is of formula W3* and
J¥I1 is nitrogen, then at least one of A*™ and B*' is

nitrogen;

R¥*% is H, halogen, or Ci-salkyl optionally substituted by

one to three halogens;
RXII—S

is

a) H,

b) halo,

) ORXII—lZ’

d) SRXII—lZ’

e) Ci-7alkyl which may be partially unsaturated and
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optionally substituted by one or more

substituents selected from OR¥I™12, gR¥II-12

NRXII—lORXI I-11 ,

’

or halo,

f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXII—].Z, SRXII~12’ or NRXII—-lORXII—ll,

) (C=0)R¥T,

) S (0) FIIRXIT-9

) (C=0) OR*72,

) NHSOR¥'™,

) nitro, or

) cyano;

RXII-6

) H,

) halo,

) aryl®,
d)  het*",

) ORXTI-12

) gRXII-12

)

r
Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥'1?, gr¥H1Z,

NRXII—lORXII—-ll lXII

, ary , halo, Cs-gcycloalkyl
optionally substituted by OR'Y, or het*
attached through a carbon atom,

h) NR¥IIT-10RXII-11

i) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,

II-1 II- I~ XII-1
ORX 2, SRX I 12, or NRXI 10R 1,

j)  (C=0)R™,
k) g (O) mXIIRXII~9’
1) (C=0) OR*1"2,
m)  NHSO,R¥?,
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nitro, or

cyano;

H,
Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥™2, gr¥H1712

II-1 -
NRX I ORXII 11,

4
or halo,

Cz-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORXII—lZI SRXII—-lZI or NRXII—lORXII—11,

I
1*T or

ary

hetXII .

H,
Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from ORX'I12, gRr¥II-12

NRXII—l ORXII—ll

4

, or halo,

ORXII—lZ , or

gRXII-12.,

r

C1_7al kyl ’

KIT-10XIT-11
NR R ’

arleII, or

het®?*, wherein said het®?! is bound through a
carbon atom;

R¥I! are independently

H,

aryl*T,

Ci—7alkyl which may be partially unsaturated and
is dptionally substituted by one or more
substituents selected from CONR?R?, CO,R*, het*!,

XIT
1

ary , cyano, or halo,
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Cs-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NR¥IZR¥IIZ OR¥"2 oy gRXIIZ,
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXII-2, SRXII—2, or NRXII—ZRXII—2, or

R¥I10 and R¥IM together with the nitrogen to

which they are attached form a het*?;

H,
aryl¥I,

het®*

Ci-7alkyl optionally substituted by aryl*H?,
het**, or halogen,

Ch_salkyl substituted by OR¥2, sR¥'™?, or
NRXII—ZRXII—-ZI or
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,

ORXII—Z , SRXII—Z , or NRXII-—ZRXII—Z :

is independently 1 or 2;

aryl* is a phenyl radical or an ortho-fused bicyclic

carbocyclic radical wherein at least one ring is

aromatic, and aryl®" maybe optionally substituted

with one or more substituents selected from halo,
OH, cyano, NR¥I2R¥H"2  co,R¥™2, CF;, Ci-ealkoxy, and

Ci-¢ alkyl which maybe further substituted by one to

three SR*M72, NRXTI-ZRXII-Z OR¥2  or CO,R¥12 groups;

het** is a four- (4), five- (5), six- (6), or seven- (7)

membered saturated or unsaturated heterocyclic ring

having 1, 2, or 3 heteroatoms selected from oxygen,

sulfur, or nitrogen, which is optionally fused to a

benzene ring, or any bicyclic heterocycle group, and

het® may be optionally substituted with one or more

10
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substituents selected from halo, OH, cyano, phenyl,
CO,R¥™ 2 CF;, Cigalkoxy, oxo, oxime, and Ci-¢ alkyl
which may be further substituted by one to three
SRXII—~2’ NRXII—ZRXII—2, ORXII—2, or CozRXII—Z groups;

halo or halogen is ¥, Cl, Br, I;

1 represents the point of attachment between W' and G*%;

2 represents the point of attachment between W*'' and the
carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof;

wherein Formula XIII is

0
GXll-1 HLN
X2
W H/\©\Xxm

X1l
wherein,
x*I 35 cl, Br, F, CN or NO;;
GXIII iS
a) Cs-7alkyl which is partially unsaturated and is
substituted by hydroxy, or
b) Cisalkyl substituted by NR¥IIIR¥II?Z op
4-tetrahydropyran;
R¥IIL § g5 C,7alkyl substituted by hydroxy, Ci-zalkoxy,
aryl®¥, or heteroaryl*’;
R¥1°2 j5 hydrogen or Cjjalkyl; or

R¥I1 and R*¥72 together with the nitrogen to which they

are attached form morpholine which may be optionally

substituted by aryl*?! or Cisalkyl;
W S g

R* OH

1 2
=
x|
°c R8

RB
WX"I

11
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B¥MIT {5 CR¥™M™ or nitrogen;

C¥II is CR¥I® or nitrogen;

with the provisos that B*?*' and C*''' cannot be both
nitrogen;

R¥IY 45 H, halogen, or Cisalkyl optionally substituted

by one to three halogens;

RXIII—5 is
a) H,
b) halo,
c) OR¥III-12
d) SRXIII—'12 ,
e) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more
substituents selected from OR¥I12 —gR¥II-1Z)
NRXIII—lORXIII—ll or halo
14 r
f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORMIII-12  GpXTTI-12 . \pXITI-10pXIII-11
g)  (C=0)R*H7,
h) g (O) mXIIIRXIII—Q,
l) (C=O) ORXIII—ZI
§)  NHSO.R¥H?,
k) nitro, or
1) cyano;
RXIII—6 is
a) H,
b) halo,
c) aryl¥T,
d) het*, or
e) RXITI-7,
RXIII—7 is
a) ORFIIT-1Z
b) SRXIII-—lZ’

12
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Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from ORXMI™12 = gRXHI-1Z
NRX¥TII-10RXITI-IL & 5 pry1¥ ) halo, Ci-gcycloalkyl
optionally substituted by OR™™ ™%, or het**

attached through a carbon atom,

NRXIII~10RXIII—11 ,

Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OR¥ITI-12  gRXITI-12 . NRXIII-10RKITI-11

(C=0) R¥TTI-9

g (O) mXIIIRXIII_g,

(C=0) OR¥III2

NHSO,R*M1?,

nitro, or

cyano;

H,
Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥1I712 =~ gRXIII-1Z2

- -
NRXIII 1ORXII 11 ,

14

or halo,

ORXIII—IZ , or

XIII-12
SR ;

C1_7al kyl ’

XIII-10~XITII-11
NR¥TII-10R ,

aryl**, or
het®?*, wherein said het®*?*! is bound through a

carbon atom;

R¥III0 and R¥MM are independently

a)

b)

H,

arleIII ,

13
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Ci—7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONRKWI-2RXIII-2Z
CO,RMIIZ  potXIIT - ary1**, cyano, or halo,
Cz-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NR¥M2R?, OR¥II2  or grRX¥II?Z,
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
| SRMIII? op NRFUIICZRNIIIZ o

R¥II-10 5ng R¥ITM together with the nitrogen to

which they are attached form a het**';

ORXIII—Z

H,
aryl¥T,

he XL,
Ci-salkyl optionally substituted by aryl*Ht,
het®*, or halogen,
C,salkyl substituted by OR¥M7%, sR¥H72  or
NRELII-2RXIII-2 .
r

Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIII—Z SRXIII-Z or NRXIII-—ZRXIII—Z.

4 r 14

is independently 1 or 2;

aryl®™ is a phenyl radical or an ortho-fused bicyclic

carbocyclic radical wherein at least one ring is

aromatic, and aryl®* maybe optionally substituted

with one or more substituents selected from halo,

OH, cyano, NR¥TIIZZRXIII-Z = co,p¥H~2  CF;, Cigalkoxy, and

Ci-6 alkyl which maybe further substituted by one to

three SR¥™2, NRXIIITZR¥IIIZZ - QRXIIIZZ - op CO,RMII

groups;

het*™ is a four- (4), five- (5), six- (6), or seven- (7)

14
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b

membered saturated or unsaturated heterocyclic fing
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
¥II"het may be optionally substituted with one or
more substituents selected from halo, OH, cyano,
phenyl, CO,R*™™2 (CF3, Ci-salkoxy, oxo, oxime, and Ci-s
alkyl which may be further substituted by one to
three SRXIII—ZI NRXIII—ZRXIII—Z’ ORXIII—ZI or Cosz:[II—z
groups;

halo or halogen is F, Cl, Br, I;

1 represents the point of attachment between W and

X
G III;

2 represents the point of attachment between W and the
carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof;

wherein Formula XIV is

wherein,

x*V is Cl, Br, F, CN, or NO;

GXIV iS

a) Ci-salkyl which is fully saturated or partially
unsaturated and is substituted by hydroxy, or

b) Cisalkyl substituted by NR*WIR*™'? or
4-tetrahydropyran;

R¥V-1 is Cy7alkyl substituted by hydroxy, Ci-salkoxy,

heteroaryl, or aryl®™V;
R¥V? is hydrogen or Cjjalkyl; or

RVl and R™V"? together with the nitrogen to which they

15
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are attached form morpholine which may be optionally

substituted by aryl*V or Cisalkyl; or pyrrolidine

substituted by

W is a heterocycle of formula W1*Y, w2*¥, w3**’,

hydroxy:;

W4XIV,

WBXIV, W6XIV, W7XIV, W8XIV, W9XIV’ W].OXIV, WllXIV, W]_ZXIV,
W13%Y, Ww14¥, wi1s¥V, wie®Y, w17V, wis*¥, wio*Y,
W20%Y, w21*Y or w22*Y

OH
1. A 2
T
¥ RS
6
w1

R¢ O
1JfLN | 2
' 00 X NRE
6
W5
OH
i A 2
T
tc RB
6
w9
R¢ OH
1 2
l A
RS N
6 R7
w13
R O
1 /'NJ\(Z
RO AN
6
w17
R ©

L
A0
R7'N‘Y N Re

R7
w21

R OH

1 2
” ]

OP~N Rg
R7 6
w2

)
A 2

e
AN R
we
RY OH

1 2

AN

RS Y'N\R'/
5]
w10
R* (O)n

1 /l §?;2

K-
W

W14
OH

R4 2
I

18 R8

6

w18

OH
AN
1A N5

7

w22

0
1. A 2
'
T
SC N7 Ry
ﬁ?

w3

o)
Lzﬁ]fkrz
‘ClNh

W

w4

(0]
1 A 2
T
YR8

R* OH
2
vy
AN N
6
w7

OH
1 \I/A\ N 2
l\} N__~ RE

T L

wi1

[It is intended that the R substituents and substituents

A-F, J, K, L, M and Y on the W Formulas above, as well as

the W numbers under the formulas, be succeeded by the

Roman Numeral XIV.]

16
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XIvVv . - .
2 is CR*¥™V™ or nitrogen;

XIiv - '
B*Y is CR*V™® or nitrogen;

v . - .
c*V is CR*V® or nitrogen;

Vv N - .
DV is CR¥V® or nitrogen;

E*Y and F are such that one is oxygen and the other is

C(=0);
TV is NR¥V7 or oxygen;
K* and L are defined such that

a) K is CR¥™VS and 1V is CcRMVS, or

b) KV is absent and L*V is sulfur;

MV is oxygen, sulfur, or S(O)u;

YV is oxygen or sulfur;
R¥V"* is H, halogen, or Cijsalkyl optionally substituted by

one to three halogens;

RXIV—S is

a) H,

b) halo,

) OR¥IV-12

d) SR¥V-12

e) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥V™?, gR¥V 12,
NRXIV-10RXIV-11 o palo,

£) Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIV-12  gRXIV-12 o, NR¥IV-10RKIV-11

g) (C=O) RXIV—Q,

h) S (0) KIVRXIV-S

i) (C=0) OR¥1V2,

j)  NHSO,R™'®,

k) nitro, or

1) cyano;

RXIV—6 is
a) H,

17
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b) halo,

c) aryl*,

d)  het*,

e ) ORXIV—lZ ,

£) SR¥IV-12.

g) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥V™12 ~gRr¥IV-1Z
NR¥IV-L0RXIV-1L - XIV"3ry1, halo, Ci-gcycloalkyl
optionally substituted by OR™MV2  or *¥het
attached through a carbon atom,

h) NRFIV-10RXIV-11

i) Ciz-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OQRXTV-12 , gR¥IV-12 , or NREIV-10RXIV-11 ,

i) (C=0)R¥?,

k) S (0) FIVRETV-S

1) (C=0) OR¥V?,

m)  NHSO,R¥'™?,

n) nitro, or

o) cyano;

RXIV-7 4 o
a) H,
b) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more
substituents selected from ORKWAQ, SRmNﬂZ,
NRXIV-lORXIV—lll or halo,
c) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,
OR¥IV-12  gRXIV-1Z oy NR¥IV-10gxIv-11

d) aryl®*V, or
e)  het®™;
RXIV-—8 is

18
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a) H,
b) ° Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥V™2 =~ gr¥V-1Z,

NRXIV—lORXIV—lll or halo,
C) ORXIV'—].Z , or
d) SRXIV—lZ .
RXIV—9 is
a C1_7alkyl ’

b ; NRX¥IV-10RX1V-11 ,

) aryl®™’, or

) het®™ wherein said *V"het is bound through a
carbon atom;

R¥V1 are independently

a) H,

b) aryl*,

c) Ci-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONRXVZR¥IV-2,
CO,R¥V 2, net*V, aryl*’, cyano, or halo,

d) Cp-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NRXWV-2RXIV-2 = or¥IV-2 = opr gR¥VTZ,

e) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIV—2, SRXIV~2’ or NRXIV—ZRXIV—2’ or

£) R¥V-10 and R¥VM together with the nitrogen to

which they are attached form a het*;

H,

Q T w

)

) arleIV’
) hetXIV
)

Q.

Cisalkyl optionally substituted by aryl®™’, or
halogen,

19
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Co.salkyl substituted by OR®™2, SR®™'?, or

NRXIV-2RXIV-2 .
14

Cs-gcycloalkyl which may be partially

unsaturated and is optionally substituted by

one or more substituents selected from halogen,
ORFIV-2, SR¥IV-2, or NRXIV-ZR¥IV-2;
s independently 1 or 2Z;

a phenyl radical or an ortho-fused bicyclic
cyclic radical wherein at least one ring is
tic, and aryl®’ may be optionally substituted

one or more substituents selected from halo,

OH, cyano, NR*BFZRXNFZ, COZRXUFZ, CF3, Ci-galkoxy, and

Ci-¢ alkyl which maybe further substituted by one to

three

het®™’ is a

SRZ , NRXIV—ZRXIV—-Z , ORXIV—Z , or COZRXIV—2 groups;

four- (4), five- (5), six- (6), or seven— (7)

membered saturated or unsaturated heterocyclic ring

having 1, 2, or 3 heteroatoms selected from oxygen,

sulfur, or nitrogen, which is optionally fused to a

benzene ring, or any bicyclic heterocycle group, and

hetXIV

may be optionally substituted with one or more

substituents selected from halo, OH, cyano, phenyl,

CO,R¥™V"2  CF3, Ci-galkoxy, oxo, oxime, and Ci-¢ alkyl

which

SRXIV—-2

may be further substituted by one to three

NREIV-2RXIV-2 OR¥IV-2  or COﬂgmngroups;

4

halo or halogen is F, Cl, Br, I;

1 represents the point of attachment between W and G;

2 represents the point of attachment between W and the

carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof;

wherein Formula XV is

20
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0
XV
G (U\N
\WX H
XXV
XV

or a pharmaceutically acceptable salt thereof,

wherein,
x*¥ is cl, Br, F, CN or NO;
G* is
a) Ci-salkyl which is fully saturated or partially

unsaturated and is substituted by hydroxy, or

b) Cisalkyl substituted by NR¥IR¥™?

or
4-tetrahydropyran;
R¥-! is C,,alkyl substituted by hydroxy, Ci-salkoxy, or
aryl;
R*"2 is hydrogen or Cisalkyl; or
R¥"1 and R¥? together with the nitrogen to which they are
attached form
a) a morpholine which may be optionally
substituted by aryl or Ci-salkyl; or
b) a pyrrolidine ring substituted by hydroxy;
Ww*¥ is a heterocycle of formula w1Xv, w2*v, w3¥, wa*, wsxv,

we®, wW7¥ or ws*

o R¢ OH R' O Ré O
1. A 2 1 2 1 2 1 2
z =z N
N 0 ] 20
X SNSRE RS RE  OPN-SN"SRE RS Re
p’ D N4 L
w1 w2 w3 w4

o) OH OH (0]
1. A 2 1. A 2 1. A 2 1. A 2
1SR S SR S SR d
e C R
R R15 RS R 1/15 T‘\:f’

W5 W6 W7 ws
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[It is intended that the R substituents and substituents
A, B, D, E, J, K and L on the W™ to W8 Formula above,
as well as the W numbers under the formulas, be succeeded
by the Roman Numeral XV.]
A% is CR¥™ or nitrogen;

B¥Y is CR*™® or nitrogen;
DXV

is
a) — (CRBRX¥V-14) XV _ yhere a*¥ is 2 or 3
b) — (CRMR-16), -,
c) _ YXV _ QRISRXV-14 _ RISRXV-4
d) _ CRIBREV-14 _ XV _ CRISREV-M _
e) — YXV _ CRISRXV-14 _ yXV
£) _ CRI3RXV-14 _ oRIRXV-14 . yXV
g) _ Y¥V _ (QRISRAV-I6) XV _
h) _ Y% _ CRY = CRY -
iy - Y - cr® =N -,
1) _ CRY = CRY® - v¥ -
k) - N = CRY® - y*¥ -,
1) ~ (CRMRXV-16) XV _ N = CcR™ - , where b* is 0 or 1
m) - CRY® = N - (CR¥R¥™%),* - , where b™ is 0 or 1
n) - N=N -,
o) - N = CR¥ - (CRM™R'®) ,* - , where b® is 0 or 1
D) — CRY = CRY - ,
qg -N=N-YY,
ry -YWN=N-,
s) -y - N=CrR”® -, or
£) _ CRISREV-16 _ yXV _ RISRXV-16 _ CRISRXV-16 _
EXY is CR® or nitrogen;

J¥ is CR® or nitrogen;

KY is
a) — (CRYR¥V-16) XV . where a¥¥ is 2 or 3, or
b) - CRY™ = CRY - ;

¥ is
a) — (CRYSR¥V6) XV _  yhere 2 is 2 or 3, or
b) _ Y¥Y _ (CRIR¥-16) - (CRURM) -
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¥Y¥ is oxygen, S(O)m ', or N

with

when

when

when

V-
RX 4

RXV— 5

XV V-7
R¥ ;

the provisos that:

WY is of formula WY1;

G is Cjsalkyl which is fully saturated and is
substituted by hydroxy or morpholinyl, in which
morpholinyl is attached through nitrogen;

A% is CR®™; B¥ is CR™™®; and

R¥® is hydrogen then at least one of REV-13 - REV-L
or R¥"7 is not hydrogen or Ci-alkyl;

WY is of formula W¥1, AY is crR®¥™, BY is CR¥V™S,

D is — v — crRURYM _ crUR¥M -, and RXV-8 5 g

hydrogen then v is not oxygen;

WY is of formula W¥V1, 2% is CR®™*, and B¥ is CR¥™®

then DY is not - CRY™ = CR™ - ;

is H, halogen, or Ci-salkyl optionally substituted by

one to three halogens;

is

a) H,

b) halo,

o) ORYV-12,

d) SRYV-12,

e) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from ORmF“, gR¥V-12

- V-
NRXV 10RX 11 ,

14

or halo,

f) Cs_gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OR¥-12  gR¥V1Z op NRXV-10RXV-11

) (C=0)R™?,

) S (O) mXVRXV--Q’

) (C=0) OR*"2,

) NHSO,R™™?,

) nitro, or

) cyano;
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a) H,
b) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥V™12, gpr¥v-12

XV-10Xv-11
NR R ’

14

or halo,

c) Csgcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,

V- ~12 v-10 -1
ORX 12’ SRXV 1 , Or NRX RXV l,

d) aryl®,

e)  het™,

f) (C=0)R*"®, or

g) S (0) XVR¥Y;

RXV-S is

a) H,

b) Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥™1?, gr¥™1?,
NRXV-10RXV-1L © 5r halo,

c) ORXV“lz, or

d) Sva—l?_;

RXV-9 g

a) Ci7alkyl optionally substituted by OR¥™12 or
Nva—szv—z ,

b) Cs-gcycloalkyl optionally substituted by OR¥V*2
or NR¥-ZR¥-2

c) Nva—lova-n,

d) arylxv, or

e) hetmc wherein said het® is bound through a
carbon atom;

R0 and R¥M are independently

a) H,

b) aryl®,

c) Ci7alkyl which may be partially unsaturated and
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is optionally substituted by one or more
substituents selected from CONR?R™™2, CO,R*7?,

hetxv, arylxv, cyano, or halo,

d) Cz-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NR¥2R¥-2, OR¥"?, or SR¥?,

e) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more,substituents selected from halogen,
ORXV—Z’ SRXV-ZI or Nvamszwz’ or

f) R¥V-10 and R¥M together with the nitrogen to
which they are attached form a het*;

RXV—J.Z is

a) H,

b) aryl®,

c) het®’,

d) Ci-7alkyl optionally substituted by aryl™, or
halogen,

e) Cpsalkyl substituted by OR™™?, srR*™?, or
NRXV—ZRXV~2, or

f) Cs_gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
Ova—zl Sva—z’ or Nva—szv—z;

R¥V-13  RXV-14  RXVEIS  and R¥VT'® are independently

a) H

b) Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more OR* %%,
SRXV-12  NREVIORXVCIL C or halo groups,

c) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OR¥V-12, gRXV-12  op NR¥V-IORKV-IL

d) aryl®,
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tXV

e) het®, wherein said he is bound through a

carbon atom,

£) Ova—lZ’

g) SRXV—].Z,

i) (C=0)OR*™2, or

3)  R'® and R or R and R'® together with the

carbon to which they are attached form (C=0);

each m*’ is independently 0, 1 or 2;

each n*¥ is independently 1 or 3;

arylm’is a phenyl radical or an ortho-fused bicyclic
carbocyclic radical wherein at least one ring is
aromatic, and aryl® may be optionally substituted
with one or more substituents selected from halo,
OH, cyano, NR¥2R¥2  cOo,R*"?, CF3, Ciealkoxy, and Ci-e
alkyl which maybe further substituted by one to
three SR¥™2, NR¥-2R¥-2, OR*2, or CO,R®? groups;

het®™ is a four- (4), five- (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het™ may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
CO,R®™2, CF;, Ci-galkoxy, oxo, oxime, and Cj-g alkyl
which may be further substituted by one to three
SRXV-2, NR¥V-2R¥V-2 OR¥""2, or CO,R¥V? groups;

halo or halogen is F, Cl, Br, I;

1 represents the point of attachment between W and G*';

2 represents the point of attachment between W and the
carbonyl group of Formula (I);

and pharmaceutically acceptable salts thereof.
Also provided is the use of compounds of Formula X

and XII-XV to prepare medicaments for preventing or

treating atherosclerosis or reestenosis in mammals.
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The advantage of using compounds of Formula I and IT
in the method of our invention is their extensive
activity against herpesviruses since atherosclerosis is
related to the number of herpesvirus infections. Drugs
containing compound of Formula II could prevent the
inflammatory response resulting from reactivation of

HCMV, EBV, HSV-1, HSV-2, HHV-8 and VZV.

DETAILED DESCRIPTION OF THE INVENTION

The compounds of Formula X, their method of
preparation and formulation into pharmaceutical dosage
forms are described in U. S. Patent Application Serial
No. 09/904 065, filed July 12, 2001. The disclosure of
U. S. Patent Application Serial No. 09/904 065 is herein
incorporated in its entirety by reference.

The compounds of Formula XII, their method of
preparation and formulation into pharmaceutical dosage
forms are described in U. S. Patent Application Serial
No. 09/887 620, filed June 22, 2001. The disclosure of
U. S. Patent Application Serial No. 09/887 620 is herein
incorporated in its entirety by reference.

The compounds of Formula XIII, their method of
preparation and formulation into pharmaceutical dosage
forms are described in U. S. Patent Application Serial
No. 09/887 226, filed June 22, 2001. The disclosure of
U. S. Patent Application Serial No. 09/887 226 is herein
incorporated in its entirety by reference.

The compounds of Formula XIV, their method of
preparation and formulation into pharmaceutical dosage
forms are described in U. S. Patent Application Serial
No. 09/887 794, filed June 22, 2001. The disclosure of
U. S. Patent Application Serial No. 09/887 794 is herein
incorporated in its entirety by reference.

The compounds of Formula XV, their method of

preparation and formulation into pharmaceutical dosage
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forms are described in U. S. Patent Application Serial
No. 09/887 578, filed June 22, 2001. The disclosure of
U. S. Patent Application Serial No. 09/887 578 is herein
incorporated in its entirety by reference.

The correspondence between the compounds utilized in
the method of the invention and the compounds
incorporated by reference is as follows:

Formula X corresponds to Formula I of U. S. Patent
Application Serial No. 09/904 065.

Formula XIT éorresponds to Formula I of U. S. Patent
Application Serial No. 09/887 620.

Formula XIII corresponds to Formula I of U. S.
Patent Application Serial No. 09/887 226.

Formula XIV corresponds to Formula I of U. S. Patent
Application Serial No. 09/887 794.

Formula XV corresponds to Formula I of U. S. Patent
Application Serial No. 09/887 578.

The invention further provides a method for
preventing or treating atherosclerosis or restenosis in
mammals, wherein the compound administered has the
Formula X and is selected from the group consisting of

compound 1 to 16:
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H 0 ﬁ
| H
HO N Cl
(J,‘H3 Compound No. 1
o O
e
N ~N
SACER RGN
N cl
EH,

Compound No. 2

EH,

Compound No. 3

-

Compound No. 4

sasanael

|
N

[ ] Compound No. 5
o)
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OH O

A &\N/\©\
N7 i cl
Compound No. 6
oH ©
TR
NZ lI*A<j|\<3l

Compound No. 7

Compound No. 8

0O O
é‘N
Specgact

OH Compound No. 9

Compound No. 10
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HO
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N Cl
¢H3 Compound No. 13
o O
HO
S e,
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N~ Cl
EH,

Compound No. 14
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o O
B N 8
-z ~N
N Cl
C
: CH,

Compound No.15

HO

OH E
X SN
N f@c,

Compound No. 16

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restinosis in a mammal comprising:

a) measuring ICsp of the method of interest that

inhibits a wild type herpes virus,

b) measuring ICso of the same compound that

inhibits a binding domain mutant herpes virus
which is the same strain as the wild type

herpes virus,

c) comparing ICsg of step a with ICso of step b;
and
d) selecting the compound of Formula X of interest

wherein the ICsq of step b is at least 3 times
greater than the ICso of step a.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal comprising:

a) measuring ICsp of The method of interest
that inhibits a binding domain mutant

herpes virus,

32



WO 2004/019933 PCT/US2003/026963

b) measuring ICso of the same compound that
inhibits a wild type herpes virus which is the
same strain as the mutant herpes virus,

c) comparing ICsp of step a with ICso of step b; and

d) selecting the compound of Formula X of interest
wherein the ICso of step a is at least 3 times
greater than the ICso of step b.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICsg of the method of interest that

inhibits a wild type HSV-1,

b) measuring ICsp of the same compound that
inhibits a binding domain mutant HSV-1 which is
the same strain as the wild type herpes virus,

c) comparing ICsg of step a with ICso of step b; and

d) selecting the compound of Formula X of interest
wherein the ICso of step b is at least 3 times
greater than the ICso of step a.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICsgp of the method of interest that

inhibits a binding domain mutant HSV-1,

b) measuring ICsy of the same compound of Formula X
that inhibits a wild type herpes virus which is

the same strain as the mutant HSV-1,

c) comparing ICsgo of step a with ICsg of step b;
and
d) selecting the compound of Formula X of interest

wherein the ICsy of step a is at least 3 times
greater than the ICso of step b.
A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or

restenosis in a mammal, comprising:
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a) measuring ICsg of the method of interest that
inhibits a wild type HSV-1,

b) measuring ICso of the same compound that
inhibits a binding domain mutant HSV-1 which is

the same strain as the wild type herpes virus,

c) comparing ICsg of step a with ICso of step b;
and
d) selecting the compound of Formula X of interest

wherein the ICso of step b is at least 3 times
greater than the ICso of step a,
wherein HSV-1 is HSV-1 KOS, HSV-1 F, HSV-1 DJL or HSV-1-
Patton.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICso of the method of interest that

inhibits a binding domain mutant HSV-1,

b) measuring ICso of the same compound of Formula X

that inhibits a wild type herpes virus which is

the same strain as the mutant HSV-1,

c) comparing ICsg of step a with ICso of step b;
and
d) selecting the compound of interest wherein the

ICso of step a is at least 3 times greater than
the ICso of step b; and
wherein HSV-1 is HSV-1 KOS, HSV-1 F, HSV-1 DJL or HSV-1-
Patton.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restinosis in a mammal, comprising:

a) measuring ICsg of the method of interest that

inhibits a binding domain mutant HSV-1,

b) measuring ICsg of the same compound of Formula X

that inhibits a wild type herpes virus which is

the same strain as the mutant HSV-1,
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c) comparing ICsp of step a with ICso of step b;
and
d) selecting the compound of Formula X of interest

wherein the ICsg of step a is at least 3 times
greater than the ICsq of step b,
wherein the mutation of a wild type herpes virus to
mutant herpes virus is at amino acid 823 from valine to
alanine.
A method of selecting compounds of Formula X that
‘are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:
a) measuring ICso of the method of interest that
inhibits a wild type HSV-1,
b) measuring ICso of the same compound that
inhibits a binding domain mutant HSV-1 which is

the same strain as the wild type herpes virus,

c) comparing ICso of step a with ICsp of step b,
and
d) selecting the compound of interest wherein the

ICso of step b is at least 3 times greater than
the ICs¢o of step a,
wherein HSV-1 is HSV-1 KOS, HSV-1 F, HSV-1 DJL or HSV-1-
Patton and wherein the mutation of a wild type herpes
virus to mutant herpes virus as at amino acid 823 from
valine to alanine.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICsg of the method of interest that

inhibits a wild type HSV-2,

b) measuring ICsq of the same compound that

inhibits a binding domain mutant HSV-2 which is
the same strain as the wild type herpes virus,

c) comparing ICso of step a with ICso of step b,

and
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d) selecting the compound of Formula X of interest
wherein the ICsy of step b is at least 3 times
greater than the ICso of step a.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICsp of the method of interest that

inhibits a binding domain mutant HSV-2,

b) measuring ICso of the same compound of Formula X

that inhibits a wild type herpes virus which is

the same strain as the mutant HSV-2,

c) comparing ICso of step a with ICsp of step b,
and
d) selecting the compound of Formula X of interest

wherein the ICso of step a is at least 3 times
greater than the ICso of step Db.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICso of the method of interest that

inhibits a binding domain mutant HSV-1,

b) measuring ICsy of the same compound of Formula X
that inhibits a wild type herpes virus which is
the same strain as the mutant HSV-1,

c) comparing ICso of step a with ICso of step b, and

d) selecting the compound of Formula X of interest
wherein the ICsq of step a is at least 3 times
greater than the ICso of step b,

wherein the mutation of a wild type herpes virus to
mutant herpes virus is at amino acid 823 from valine to
alanine and wherein HSV-2 is HSV-2 MS, HSV-2 35D, or
HSV-2 186.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or

restenosis in a mammal, comprising:
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measuring ICsp of the method of interest that
inhibits a wild type HSV-2,

meésuring ICso of the same compound that
inhibits a binding domain mutant HSV-2 which is
the same strain as the wild type herpes virus,
comparing ICso of step a with ICsp of step b;
and

selecting the compound of interest of Formula X
wherein the ICsy, of step b is at least 3 times

greater than the ICsg of step a,

wherein HSV-2 is HSV-2 MS, HSV-2 35D, or HSV-2 186.

A method of selecting compounds of Formula X that

are useful for preventing or treating atherosclerosis or

restenosis in a mammal, comprising:

a)

b)

measuring ICsp of the method of interest that
inhibits a wild type HCMV,

measuring ICsp of the same compound of Formula X
that inhibits a binding domain mutant HCMV
which is the same strain as the wild type
herpes virus,

comparing ICsp of step a with ICso of step b;
and

selecting the compound of Formula X of interest
wherein the ICsy of step b is at least 3 times

greater than the ICsp of step a.

A method of selecting compounds of Formula X that

are useful for preventing or treating atherosclerosis or

restenosis in a mammal, comprising:

a)

b)

measuring ICso of the method of interest that
inhibits a binding domain mutant HCMV,
measuring ICsq of the same compound of Formula X
that inhibits a wild type herpes virus which is
the same strain of the mutant HCMV,

comparing ICso of step a with ICsg of step b;

and

37



WO 2004/019933 PCT/US2003/026963

d) selecting the compound of Formula X of interest
wherein the ICsg of step a is at least 3 times
greater than the ICso of step b.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICso of the method of interest that

inhibits a wild type HSV-2,

b) measuring ICso of the same compound that

inhibits a binding domain mutant HSV-2 which is
. the same strain as the wild type herpes virus,
c) comparing ICso of step a with ICso of step b, and
d) selecting the compound of Formula X of interest
wherein the ICs; of step b is at least 3 times
greater than the ICsg of step a,
wherein HCMV is AD169.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICso of the method of interest that

inhibits a binding domain mutant HSV-2Z,

b) measuring ICsp of the same compound of Formula X

that inhibits a wild type herpes virus which is

the same strain as the mutant HSV-2,

c) comparing ICsq of step a with ICso of step b;
and
d) selecting the compound of Formula X of interest

wherein the ICso of step a is at least 3 times
greater than the ICso of step b,
wherein HCMV is AD169.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restinosis in a mammal comprising:

a) measuring ICsy of the method of interest that

inhibits a wild type herpes virus,
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b) measuring ICso of the same compound that
inhibits a binding domain mutant herpes virus
which is the same strain as the wild type
herpes virus,

c) comparing ICso of step a with ICso of step b, and

d) selecting the compound of Formula X of interest
wherein the ICso of step b is at least 3 times
greater than the ICsp of step a,

wherein ICsg of step b is at least 5 times greater than
the ICsq of step a.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICsg of the method of interest that

inhibits a wild type HSV-1,

b) measuring ICsp of the same compound that
inhibits a binding domain mutant HSV-1 which is
the same strain as the wild type herpes virus,

c) comparing ICso of step a with ICsp of step b, and

d) selecting the compound of Formula X of interest
wherein the ICso of step b is at least 3 times
greater than the ICspo of step a,

wherein ICso of step b is at least 5 times greater than
the ICsg of step a.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICso of the method of interest that

inhibits a wild type HSV-2,

b) measuring ICsp of the same compound that
inhibits a binding domain mutant HSV-2 which is
the same strain as the wild type herpes virus,

c) comparing ICsp of step a with ICso of step b, and
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d) selecting the compound of Formula X of interest
wherein the ICsp; of step b is at least 3 times
greater than the ICso of step a,

wherein ICso of step b is at least 5 times greater than
the ICso of step a.

A method of selecting compounds of Formula X that
are useful for preventing or treating atherosclerosis or
restenosis in a mammal, comprising:

a) measuring ICsp of the method of interest that

inhibits a wild type HCMV,

b) measuring ICso of the same compound of Formula X
that inhibits a binding domain mutant HCMV
which is the same strain as the wild type
herpes virus,

c) comparing ICsp of step a with ICso of step b, and

d) selecting the compound of Formula X of interest
wherein the ICsy of step b is at least 3 times
greater than the ICsp of step a,

wherein ICsy of step b is at least 5 times greater than
the ICs¢9 of step a.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W' is of
the formula WHW1.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein Wt is of
the formula WWl1l.1.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W' is of
the formula W*'1.2.

A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound
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administered has the Formula XII and wherein W' is of

the formula W*'1.3.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XII

administered has the Formula XII and wherein W is of

the formula W*'*'1.4.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XIT

administered has the Formula XII and wherein W

the formula W*'1.5.

is of

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W*'' is of
the formula W'1.6.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

X1 is of

administered has the Formula XII and wherein W
the formula W*'1.7.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XII {5 of

administered has the Formula XII and wherein W
the formula W'1.8.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W' is of
the formula W*'1.9.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XII

administered has the Formula XII and wherein W is of

the formula W*T1.10.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

administered has the Formula XII and wherein i

the formula W*7'1.11.

is of
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A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XI1

administered has the Formula XII and wherein W is of

the formula W*'1.12.
A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XL is of

administered has the Formula XII and wherein W
the formula W*'1.13.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

¥ is of

administered has the Formula XII and wherein W
the formula W*T1.14.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XI55 of

administered has the Formula XII and wherein W
the formula W*'1.15. ‘

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W' is of
the formula W*'1.16.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XII {5 of

administered has the Formula XII and wherein W
the formula W*'1.17.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XL is of

administered has the Formula XII and wherein W
the formula W*''1.18.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

Ww¥l is of

administered has the Formula XII and wherein
the formula W**1.19.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound
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administered has the Formula XII and wherein 1 he

the formula W*1.20.

is of

A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XII

administered has the Formula XII and wherein W is of

the formula W*'1.21.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XII

administered has the Formula XII and wherein W is of

the formula W*'1.22.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

WXII

administered has the Formula XII and wherein is of

the formula W'1.23.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XIT

administered has the Formula XII and wherein W is of

the formula W**'3.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XII

administered has the Formula XII and wherein W is of

the formula W3.1.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XIT and wherein W'

the formula W'3.2.

is of

A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

XI1

administered has the Formula XII and wherein W is of

the formula W'3.3.
A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XIT

administered has the Formula XII and wherein W is of

the formula W*™3.4.
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A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XL g of

administered has the Formula XII and wherein W
the formula W''3.5.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W' is of
the formula W*'3.6.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XII i5 of

administered has the Formula XII and wherein W
the formula W*'3.7.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

X1 5 of

administered has the Formula XII and wherein W
the formula W'3.8.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein W' is of
the formula W*'3.9.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XII i35 of

administered has the Formula XII and wherein W
the formula W*'3.10.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

XIT ig of

administered has the Formula XII and wherein W
the formula W'3.11.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

W is of

administered has the Formula XII and wherein
the formula W*'3.12.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound
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administered has the Formula XII and wherein W' is of
the formula W*'3.13.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

X i of

administered has the Formula XII and wherein W
the formula W7'3.14.
A method for preventing or treating atherosclerosis

or restenosis in mammals, wherein the compound

administered has the Formula XII and wherein W' is of
the formula W*'4.
Specific examples of w*1l include,
R* OH OH R* OH OH
1 2 1. N 2 1 2 1. N 2
¢ bg % T
o0 RE 070 R8 R8 R8
6 5] 6 6
wXiq,1 wXilq 2 wXil 3 WXiq 4

Specific examples of W*''3 include,

0 R* O
2 1. N 2 1 2
0 28
RS RIXASNARE NSNS RS
6 R7 R

wWXI3,2 wXliiz 3
o] o}
1_ N 2 1. N 2
YU, LTI
INSSNANRE RSTSNZSNANRE
R? R’
wXi13.5 wXli3 6

Specific examples of w4 include,

R O R O o} o)
1jf51%\r2 1A 2 1. N 2 1. N 2
e
l I z L
RSN wh NS wh R RSN wh
R7 6 R‘/ 6 R? R7
wXilg.1 WXilg 2 wXlig,3 wXig 4
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Specific examples of w6 include,

R O R* O 0 R O
RE Xy~ SN SR8 Nrk\N R8 RST%(“N RS RS \N)\\N R8
15 6 6

wXilg.1 wXilg 2 wXllg.3 wXilg.4
o) o R O
LR 2 1\(/N~N 2 Hékm
S | N s ' N, l
R5SNZ SN RS SNZSNA SR8 SNZSNANRE
WXl.5 WXlig.6 wXig.7

Specific examples of W7 include,

R* O R* O R ©
PN | 2 1Ny )J\(z 1ka 2
RIONAXANRE RN N RSN RS

6 5] 6 1<

wXii7 4 wXliz 2 wXiz 3

Specific examples of W*''8 include,

R* O R O 0
1 2 1 2 1. N 2 1
| 1 “
RS O RE RESNNONRE RSSO R
6 5]

wXig.1 wXig,2 wXiig.3

o) o] R O

2 1_ N 2 1_ N 2 1 2

RS RSSNNORE NSO SRE RS S~ R8
<]

wWXig.6 wig.7 wXig.g
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N
*N

wXiig 13 wXig 14

Specific examples of W9 include,

R* OH

Specific examples of W*''10 include,

R* OH RY OH
1 2 1 2
~
R® oMNRT R sMR7
6 6
wXii1p,1 wXi10,2

Specific examples of W''1l include,

R4 OH OH
1 2 1 N 2
NN BN
"j N R8 ZNR8
T & E
wXiiq1.4 wXil1.2

Specific examples of W'13 include,

R4 OH R* OH R* OH RY OH

1 2 1 2 1 2 1 2
N A ~ AN

~0

RS N- RS N* RS N-7*0 RS N-“ S

6 R7 6 &7 6 R7 6 g7 O
wXilf3.1 wXil3.2 wXi3.3 wX3.4
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Specific examples of W*t14 include,

R* O R4O O R4O O
1 8 2 1 g g
I I
RS N“>R® RS R8 RS
6 B
wXii44.4 wx“14.2 wXli14.3 wXi4.4
R? OO0 R4 0O 0
\\l/ \\I/
JI I ii IRB JI kg
[3{7
wXi4.5 wX"14.e wX"14.7 wXi14.8

Specific examples of W*''16 include,

R O RY O
1 2 1 2
“1 “U ]
O“™N N R& 0O“~0"N R8
R R R7

wXi6.1 wXli{g,2

Specific examples of WXIIl9 include,

N——N
\

wXii1g. 4 wXllg,2

Specific examples of w20 include,

7518 rf* S N.h

wX"20.1 wx“zo.z wXi20,3

Specific examples of W''21 include,
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_ RY O R O
1 2 1 2
- ’d
NN NS
R7. o) N RB R7- ~S N Ra
R’ R7
wWXii2q 4 wXli2q 2

Specific examples of W22 include,

OH OH OH OH
R4 2 R4 2 2 2
AN RN N > N RS
L Il s0 1 | M se0
1738 SN-7T0 17 S N 1738 SN0 1SN
&7 k7 © K7 &7 ©
wWXi22 1 wXi22 2 wXii22 3 wXii22 4

Particularly preferred compounds are those where X is Cl
and G is 4-morpholinylmethyl.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein x* is Cl.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein G is 4-
morpholinylmethyl.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein G*'* is 3-
hydroxy-l-propynyl.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound
administered has the Formula XII and wherein G is
tetrahydro-2H-pyran-4-ylmethyl.

A method for preventing or treating atherosclerosis
or restenosis in mammals, wherein the compound

administered is selected from the group consisting of:
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(1) N-(4-chlorobenzyl)-4-hydroxy-6-(4-
morpholinylmethyl)—2—oxo—2H>pyrano[2,3—c]pyridine—3—

carboxamide;

(2) N-(4-chlorobenzyl)-4-hydroxy-6-(3-hydroxy-1-

propynyl)—1—oxo—1H¥isochromene—B—carboxamide;

(3) N>(4—chlorobenzyl)—4—hydroxy—1—oxo—6—(tetrahydro—ZH—

pyran—4—ylmethyl)—lHFisochromene—3—carboxamide;

(4) N-(4-chlorobenzyl)-4-hydroxy-6-(4-

morpholinylmethyl)—l—oxo—lH—isochromene—3—carboxamide;

(5) N;(4—chlorobenzyl)—5—hydroxy—3—(B—hydroxy—l—
propynyl)—8—oxo—7,8—dihydro[1,7]naphthyridine—6—

carboxamide;

(6) N- (4-chlorobenzyl)-4-hydroxy-6- (3-hydroxy-1-

propynyl)—1—oxo—1,2—dihydro—3—isoquinolinecarboxamide;
(7) N;(4—chlorobenzyl)—4—hydroxy—6—(4—

morpholinylmethyl)-1-oxo-1,2-dihydro-3-

isoquinolinecarboxamide;

(8) N- (4-chlorobenzyl)-4-hydroxy-6- (3-hydroxy-1-
propynyl)[1,7]naphthyridine—3—carboxamide;

(9) N- (4-chlorobenzyl)-8-ethoxy-4-hydroxy-6-(3-hydroxy-
l—propynyl)[1,7]naphthyridine—3—carboxamide;

(10) N-(4-chlorobenzyl)-4-hydroxy-6-(4-
morpholinylmethyl)[l,7]naphthyridine—3—carboxamide;

(11) N-(4-chlorobenzyl)-8-ethoxy-4-hydroxy-6-(4-
morpholinylmethyl)[l,7]naphthyridine—3—carboxamide;
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(12) N-(4-chlorobenzyl)-4-hydroxy—-6-(3-hydroxy-1-
propynyl) [1, 5]naphthyridine-3-carboxamide;

(13) N-(4-chlorobenzyl)-4-hydroxy—-6-(4-
morpholinylmethyl) [1,5]naphthyridine-3-carboxamide;

(14) N-(4-chlorobenzyl)-4-hydroxy-6-(tetrahydro-2H-pyran-
4-ylmethyl) [1,5]naphthyridine-3-carboxamide;

(15) N;(4—chlorobenzyl)—8—hydroxy—2—(3—hydroxy—l—
propynyl)pyrido[3,2—d]pyrimidine—7—carboxamide;

(16) N-(4-chlorobenzyl)-8-hydroxy-2-(4-
morpholinylmethyl)pyrido[3,2—d]pyrimidine—7—carboxamide;

(17) N-(4-chlorobenzyl)-5-hydroxy—-3- (4=
morpholinylmethyl)[1,7]naphthyridine—6—carboxamide;

(18) N;(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxy—1—
propynyl) [1, 7]naphthyridine-6-carboxamide;

(19) N¥(4—chlorobenzyl)—5—hydroxy—3—(tetrahydro—ZHprran—
4-ylmethyl) [1, 7]naphthyridine-6-carboxamide;

(20) N- (4-chlorobenzyl)-4-hydroxy-6-(4-

morpholinylmethyl)-3-isoquinolinecarboxamide;

(21) N-(4-chlorobenzyl)-4-hydroxy-6-(3-hydroxy-1-

propynyl)-3-isoquinolinecarboxamide;
(22) N-(4-chlorobenzyl)-4-hydroxy-6-(tetrahydro-2H-pyran-

4-ylmethyl)-3-isoquinolinecarboxamide; or a

pharmaceutically acceptable salt thereof.
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A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XII and wherein said mammal
is a human.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XII and wherein said mammal
is a food animal or companion animal.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XII and wherein the amount
administered is from about 0.1 to about 300 mg/kg of body
weight.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XII and wherein the amount
administered is from about 1.0 to about 30 mg/kg of body
welght.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XII and wherein the compound
is administered parenterally, topically, intravaginally,
orally, or rectally.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound

XIII iS of

administered has the Formula XIII and wherein W
the formula W2.1l, as set forth in the specification of
Application Serial No. 09/887 226 filed June 22, 2001.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound

administered has the Formula XIII and wherein Rt

is of
the formula W2.2, as set forth in the specification of

Application Serial No. 00/887 226, filed June 22, 2001.
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A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIII and wherein XM is Cl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIII and wherein G*'' is
4-morpholinylmethyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIII and wherein G*'*' is
3-hydroxy-l-propynyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIII and wherein G*'' is
tetrahydro-2H-pyran-4-ylmethyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound

administered is selected from the group consisting of:

(1) N-(4-chlorobenzyl)-5-hydroxy-3-(4-

morpholinylmethyl)-6-isoquinolinecarboxamide;

(2) N-(4-chlorobenzyl)-5-hydroxy-3-(tetrahydro-2H-pyran-

4-ylmethyl)-6-isoquinolinecarboxamide;

(3) N-(4-chlorobenzyl)-5-hydroxy-3-(3-hydroxy-1-

propynyl)-6-isoquinolinecarboxamide;

(4) N-(4-chlorobenzyl)-5-hydroxy—-3-(4-
morpholinylmethyl)-6-quinolinecarboxamide; or a

pharmaceutically acceptable salt thereof.

A use of a compound of Formula XIII to prepare a
medicament for treating or preventing atherosclerosis or

restenosis in a mammal.
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A use of a compound of Formula XIII to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein said mammal is a human.

A use of a compound of Formula XIII to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein said mammal is a food
animal or companion animal.

A use of a compound of Formula XIII to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein the amount administered
is from about 0.1 to about 300 mg/kg of body weight.

A use of a compound of Formula XIII to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein the amount administered
is from about 1.0 to about 30 mg/kg of body weight.

A use of a compound of Formula XIII to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein the compound is
administered parenterally, topically, intravaginally,
orally, or rectally.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W'V is of the formula W1*¥.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W’ is of the formula W1.1*7.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*V is of the formula w2xtv,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WV is of the formula W3*'.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the

Formula XIV and wherein WV is of the formula W3.1*.
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A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W'V is of the formula W3.2*.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W is of the formula W3.3*.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W is of the formula W3.4*.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the

XIV

Formula XIV and wherein W 4¥v

is of the formula W
A method for preventing or treating atherosclerosis

or restenosis, wherein the compound administered has the

Formula XIV and wherein WV is of the formula W4.1¥V.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*YY is of the formula w4 .28,

A method for preventing or treating atherosclerosis

or restenosis, wherein the compound administered has the

XIV 5XIV

Formula XIV and wherein W is of the formula W
A method for preventing or treating atherosclerosis

or restenosis, wherein the compound administered has the

XIV 6XIV

Formula XIV and wherein W is of the formula W
A method for preventing or treating atherosclerosis

or restenosis, wherein the compound administered has the

Formula XIV and wherein WY is of the formula we. 1%V,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*' is of the formula W6 .28V,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the

Formula XIV and wherein WY is of the formula We . 3%V,
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A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W'Y is of the formula W6 . 4%,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W’V is of the formula W6.5".

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WV is of the formula w7*Y,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*Y is of the formula w7 .1%Y.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W'V is of the formula w7 .2,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula wW7.3%Y,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W8*.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W is of the formula W8.1%.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WV is of the formula W8.2%".

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*Y is of the formula W8 . 8*Y,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the

Formula XIV and wherein WY is of the formula W8. 9%V,
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1
A method for preventing or treating atherosclerosis

or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W9*'.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W10*%.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W is of the formula W10.1*%.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W is of the formula W10.2*Y.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WV is of the formula w11,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*Y is of the formula wiz2*v,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W13*%.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W’ is of the formula W13.4*".

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WX is of the formula w14*,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula Wi4.1%,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the

Formula XIV and wherein WY is of the formula Wwl4a.8%V,
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A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W15,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*YV is of the formula Wwie*,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W16.1%.

A method for préventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W' is of the formula Wwi17*v.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula Ww1g*y.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W* is of the formula Wwi19*,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W19.1%V.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WY is of the formula W19.2*Y,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*V is of the formula w20*Y.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W*Y is of the formula W20.1*Y,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the

Formula XIV and wherein WY is of the formula W20.2%V,
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A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W is of the formula W21*.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein WV is of the formula W22*.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein W' is of the formula w22 . 2%V,

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein X**V is Cl.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein G*V is 4-morpholinylmethyl.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein G*V is 3-hydroxy-l-propynyl.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein G*V is tetrahydro-2H-pyran-4-
'ylmethyl.

A method for preventing or treating atherosclerosis
or restenosis, wherein the compound administered has the
Formula XIV and wherein G*V is 3-hydroxypropyl.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIV and is selected from the

group consisting of:

(1) N;(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxy—l—

propynyl)—2—oxo—2H>chromene—6—carboxamide;

(2) N-(4-chlorobenzyl)-5-hydroxy-3-(3-hydroxypropyl)-2-

oxo—-2H-chromene-6-carboxamide;
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(3) N;(4—chlorobenzyl)—5—hydroxy—3-(4—morpholinyl—

methyl)—2—oxo—2H—chromene—6—carboxamide;

(4) N>(4—chlorobenzyl)—5—hydroxy—4—methyl—3,8—bis(4—

morpholinylmethyl)—2—oxo—2H;chromene—6—carboxamide;

(5) N- (4-chlorobenzyl)-5-hydroxy—-3- (3-hydroxy-1-
propynyl)—l—methyl—Z—oxo—l,2—dihydro—6—

gquinolinecarboxamide;

(6) N;(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxypropyl)—l—

methyl—Z—oxo—l,2—dihydro—6—quinolinecarboxamide;

(7) N- (4-chlorobenzyl)-5-hydroxy—1l-methyl-3-(4-
morpholinylmethyl)—2—oxo—1,2—dihydro—6—

gquinolinecarboxamide;

(8) NL(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—1—
methyl—4—oxo—l,4—dihydro[1,7]naphthyridine—B—carboxamide;

(9) N=(4—chlorobenzyl)—6—(3—hydroxypropyl)—l—methyl—4-
oxo—l,4—dihydro[l,7]naphthyridine—3—carboxamide;

(10) N;(4—chlorobenzyl)—1—methyl—6,8—bis(morpholin—4—
ylmethyl)—4—oxo—1,4—dihydro—l,7—naphthyridine—3—

carboxamide;

(11) N- (4-chlorobenzyl)-8-ethoxy-6-(3-hydroxy-1-
propynyl)—l—methyl—4—oxo—l,4—dihydro[1,7]naphthyridine—3—
carboxamide;

(12) N;(4—chlorobenzyl)—8—ethoxy—6—(3—hydroxypropyl)—l—

methyl—4—oxo—1,4—dihydro[1,7]naphthyridine—B—carboxamide;
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(13) N- (4-chlorobenzyl)-1-methyl-6-(4-morpholinylmethyl) -
4-oxo-1,4-dihydro[1l, 7]naphthyridine-3-carboxamide;

(14) 8-chloro-N- (4-chlorobenzyl)-1-methyl-6-(4-
morpholinylmethyl)—4—oxo—l,4—dihydrol,7]naphthyridine—3—

carboxamide;

(15) N%(4—chlorobenzyl)—8—ethoxy—l—methyl—6—(4—
morpholinylmethyl)—4—oxo~l,4—dihydro[l,7]naphthyridine—B—

carboxamide;

(16) N>(4—chlorobenzyl)—6-(3—hydroxypropyl)—1—methyl—4—
oxo-1,4-dihydro[1,5]naphthyridine-3-carboxamide;

(17) N¥(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—l—
methyl—4—oxo—l,4—dihydro[1,5]naphthyridine—3—carboxamide;

(18) N;(4—chlorobenzyl)—1—methyl—6—(4—morpholinylmethyl)—
4—oxo—1,4—dihydro[l,5]naphthyridine—B—carboxamide;

{19) N>(4—chlorobenzyl)—l—methyl—4—oxo—6—(tetrahydro—ZH—
pyran—4—ylmethyl)—l,4—dihydro[l,5]naphthyridine—3—

carboxamide;

(20) N4(4—chlorobenzyl)—8—ethyl—3—(4—morpholinylmethyl)—

5-0x0-5,8-dihydropyrido[2,3-c] pyridazine-6-carboxamide;

(21) N>(4—chlorobenzyl)—2—(3—hydroxypropyl)—5—methyl—8—
oxo—5,8—dihydropyrido[3,2—d]pyrimidine—7-carboxamide;

(22) N- (4-chlorobenzyl)-2-(3-hydroxy-1l-propynyl)-5-

methyl—8—oxo—5,8—dihydropyrido[3,2—d]pyrimidine—7—

carboxamide;
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(23) N;(4—chlorobenzyl)—5—methyl—2—(4—morpholinylmethyl)—
8—oxo—5,8—dihydropyrido[3,2—d]pyrimidine—7—carboxamide;

(24) N- (4-chlorobenzyl) -6- (3-hydroxy-l-propynyl)-1-
methyl—4—oxo—1,4—dihydropyrido[2,3—c]pyridazine—3—

carboxamide;

(25) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—1—methyl-4—

oxo—l,4—dihydropyrido[2,3—c]pyridazine-3—carboxamide;

(26) N>(4—chlorobenzyl)—1—methyl—6—(4—morpholinylmethyl)—

4—oxo—1,4—dihydropyrido[2,3—c]pyridazine—S—carboxamide;

(27) N;(4—chlorobenzyl)—l—methyl—4—oxo—6—(tetrahydro—2H>
pyran—4—ylmethyl)—1,4—dihydropyrido[2,3—c]pyridazine—3—

carboxamide;

(28) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—4—oxo—l,4—

dihydropyrido[B,4—c]pyridazine—3—carboxamide;

(29) N;(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—4—oxo—
l,4—dihydropyrido[3,4—c]pyridazine—3—carboxamide;

(30) N>(4—chlorobenzyl)—6—(3—hydroxypropyl)—1—methyl—4—

oxo—l,4—dihydropyrido[3,4—c]pyridazine—3—carboxamide;

(31) N>(4—chlorobenzyl)—6-(3—hydroxy—1—propynyl)—1—
methyl—4—oxo—l,4-dihydropyrido[3,4—c]pyridazine—3-

carboxamide;

(32) N—(4—chlorobenzyl)—1—methyl—6—(4—morpholinylmethyl)—

4—oxo—l,4—dihydropyrido[3,4—c]pyridazine—B—carboxamide;

(33) N—(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—
l,4—dihydropyrido[3,4—c]pyridazine—B—carboxamide;
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(34) N>(4—chlorobenzyl)—7—(3—hydroxy—l—propynyl)—4—oxo—

4H-pyrido[l,2-alpyrimidine-3-carboxamide;

(35) N>(4—chlorobenzyl)—7—(3—hydroxypropyl)—4—oxo—4H—

pyrido[l,2-alpyrimidine-3-carboxamide;

(36) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H—

pyrido[l,2—a]pyrimidine—3—carboxamide;

(37) N- (4-chlorobenzyl)-4-hydroxy-7- (3-hydroxy-1-
propynyl)—2—oxo—2H>pyrido[l,2—a]pyrimidine—3—carboxamide;

(38) N>(4—chlorobenzyl)—2—hydroxy—7—(3—hydroxypropyl)—4—

oxo—4H>pyrido[l,2—a]pyrimidine—3—carboxamide;

{39) N;(4—chlorobenzyl)—7—(3—hydroxypropyl)—4—oxo—4H>

pyrazino[l,2—a]pyrimidine—3—carboxamide;

(40) N;(4—chlorobenzyl)—7—(3—hydroxy—1—propynyl)—4—oxo—

4H;pyrazino[l,2—a]pyrimidine—B—carboxamide;

(41) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H>

pyrazino[1,2—a]pyrimidine—3—carboxamide;

(42) N>(4—chlorobenzyl)—7—(3—hydroxy—1—propynyl)—4—oxo—

4H;pyrimido[1,2—b]pyridazine-B—carboxamide;

(43) N;(4—chlorobenzyl)—7-(3—hydroxypropyl)—4—oxo—4H—

pyrimido[l,2—b]pyridazine—3—carboxamide;

(44) N;(4—chlorobenzyl)—4—oxo—7—(tetrahydro—ZH;pyran—4—
ylmethyl)—4H;pyrimido[1,2—b]pyridazine—3—carboxamide;
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(45) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H;

pyrimido([1,2-b]pyridazine-3-carboxamide;

(46) N?(4—chlorobenzyl)—7—(3—hydroxypropyl)—4~oxo—4H¥

pyrimido[l,Z—a]pyrimidine—3—carboxamide;

(47) N;(4—chlorobenzyl)—7—(3—hydroxy—1—propynyl)—4—oxo—

AH-pyrimido[l,2-a]pyrimidine-3-carboxamide;

(48) N4(4—chlorobenzyl)—4—oxo—7—(tetrahydro—2H4pyran—4—
ylmethyl)—4H%pyrimido[l,2—a]pyrimidine—B—carboxamide;

(49) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H;

pyrimido[1,2-a]pyrimidine—3—carboxamide;

(50) N;(4—chlorobenzyl)—2—(3—hydroxypropyl)—8—oxo—8HL

pyrimido[l,Z—b][1,2,4]triazine—7—carboxamide;

(51) N;(4—chlorobenzyl)—2—(3—hydroxy—l—propynyl)—8—oxo—
8H>pyrimido[l,2—b][1,2,4]triazine—7—carboxamide;

(52) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H¥

quinolizine-3-carboxamide;

(53) N>(4—chlorobenzyl)—7—(3—hydroxypropyl)—4—oxo—4H¥

quinolizine-3-carboxamide;

(54) N>(4—chlorobenzyl)—7—(3—hydroxy—l—propynyl)-4—oxo—

4H-quinolizine-3-carboxamide;

(55) N—(4—chlorobenzyl)—7—(3—hydroxy—1—propynyl)—4—oxo—

4H;pyrido[l,2—a]pyrazine—3—carboxamide;

(56) N;(4—chlorobenzyl)—7—(3—hydroxypropyl)—4—oxo—4H¥

pyrido[l,2—a]pyrazine—B—carboxamide;
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(57) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H>

pyrido[l,2—a]pyrazine—B—carboxamide;

(58) N;(4—chlorobenzyl)—3—(4—morpholinylmethyl)—6—oxo—6H;

pyrido[l,2—a]pyrimidine—7—carboxamide;

(59) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H;

chromene-3-carboxamide;

(60) N>(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—4—oxo—

4H-chromene—3-carboxamide;

(61) N-(4-chlorobenzyl)-6-(((3R)-3-
hydroxypyrrolidinyl)methyl)—4—oxo—4H;chromene—3—

carboxamide;

(62) N;(4—chlorobenzyl)—6,8—bis(4—morpholinylmethyl)—4—

oxo—-4H-chromene-3-carboxamide;

(63) N- (4-chlorobenzyl)-6- (3-hydroxypropyl)-4-oxo-4H-

chromene—-3-carboxamide;

(64) N- (4-chlorobenzyl)-6- (3-hydroxypropyl) -4-oxo-4H-

pyrano[2,3-blpyridine-3-carboxamide;

(65) N;(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—4—oxo—
4H4pyrano[2,3—b]pyridine—3—carboxamide;

(66) N;(4—chlorobenzyl)—4—oxo—6—(tetrahydro—ZH;pyran—4—
ylmethyl)—4H;pyrano[2,3—b]pyridine—B—carboxamide;

(67) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H;

pyrano[2,3-b]pyridine-3-carboxamide;

65



WO 2004/019933 PCT/US2003/026963

(68) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H;

thiochromene-3-carboxamide;

(69) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)~4—oxo—4H¥

thiopyrano[2,3—b]pyridine—B—carboxamide;

(70) N>(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)-4—oxo—
4H-thiopyrano[2,3-b]pyridine-3-carboxamide;

(71) N;(4—chlorobenzyl)—4—oxo—6—(tetrahydro—ZHprran—4—
ylmethyl)—4HFthiopyrano[2,3—b}pyridine—3—carboxamide;

(72) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H;

thiopyrano[2,3—b]pyridine—B—carboxamide;

(73) N;(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—4—oxo—

4H—1,2—benzoxazine—B—carboxamide;

(74) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—4—oxo—4H>l,2—

benzoxazine-3-carboxamide;

(75) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H¥

1, 2-benzoxazine-3-carboxamide;

(76) N>(4-chlorobenzyl)—4—oxo—6—(tetrahydro—ZHprran—4—

ylmethyl)—4HF1,2—benzoxazine—B—carboxamide;

(77) N;(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—4—oxo—

4H-1,2-benzthiazine-3-carboxamide;

(78) NF(4—chlorobenzyl)—6—(3—hydroxypropyl)—4~oxo—4H>1,2—

benzthiazine-3-carboxamide;

(79) NF(4—chlorobenzyl)—6—(4—morpholinylmethyl)~4—oxo—4HL

1,2-benzthiazine-3-carboxamide;
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(80) NF(4—chlorobenzyl)—4—oxo—6—(tetrahydro—ZHprran—4—
ylmethyl)—4H%l,2—benzthiazine—3—carboxamide;

(81) N;(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—1—
propynyl)-l—methyl—lH;2,l—benzothiazine—3-carboxamide

2,2-dioxide;

(82) N;(4—chlorobenzyl)—4—hydroxy—1—methyl—6—(4—
morpholinylmethyl)—1H>2,l—benzothiazine—B—carboxamide
2,2-dioxide;

(83) N;(4—chlorobenzyl)—4—methyl—7—(4—morpholinylmethyl)—

4H—l,4—benzothiazine—2—carboxamide l-oxide;

(84) N;(4—chlorobenzyl)—l—methyl—6—(4—morpholinylmethyl)—

lH—4,1,2—benzothiadiazine—B—carboxamide 4,4-Dioxide;

(85) N>(4—chlorobenzyl)—1—methyl-6—(4—morpholinylmethyl)—
1H;thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide 4,4-

dioxide;

(86) NF(4—chlorobenzyl)—6—(4—morpholinylmethyl)—lH;
thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide 4,4-

dioxide;

(87) NL(4—chlorobenzyl)—6—(3—hydroxypropyl)—1ﬂ>
thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide 4,4-

dioxide;
(88) N;(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—1H—

thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide 4,4-

dioxide;
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(89) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—1—methyl—1H;
thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide 4,4~

dioxide;

(90) N>(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—1—
methyl—lﬂ;thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide

4,4-dioxide;

(91) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—l,8—dimethyl—
4,7-dioxo-1,4,7,8-tetrahydro [1,8] naphthyridine-3-

carboxamide;

(92) N>(4—chlorobenzyl)—6—(3—hydroxy—1-propynyl)—1,8—
dimethyl—4,7—dioxo—l,4,7,8—tetrahydro[1,8]naphthyridine—

3-carboxamide;

(93) N;(4—chlorobenzyl)—1,8—dimethyl—6—(4—
morpholinylmethyl)—4,7—dioxo—1,4,7,8—
tetrahydro[l,8]naphthyridine—3—carboxamide;

(94) N;(4—chlorobenzyl)—7—(3—hydroxy—1—propynyl)—4—oxo—
4H—pyrido[2,l—c][1,2,4]triazine—B—carboxamide;

(95) NL(4—chlorobenzyl)—7—(3—hydroxypropyl)—4—oxo—4H;

pyrido[Z,l—c][1,2,4]triazine—B—carboxamide;

(96) N>(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H>

pyrido[Z,l—c][1,2,4]triazine—B—carboxamide;

(97) N- (4-chlorobenzyl) -4-hydroxy-2-(4-

morpholinylmethyl)—1—benzothiophene—5—carboxamide;

(98) NL(4—chlorobenzyl)—4—hydroxy—2—(3—hydroxypropyl)—1—

pbenzothiophene-5-carboxamide;
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(99) NF(4—chlorobenzyl)—2—(4—morpholinylmethyl)—5—oxo—5H—

[l,3]thiazolo[3,2—a]pyrimidine—6—carboxamide;

(100) N- (4—-chlorobenzyl)-5-hydroxy-2-(4-
morpholinylmethyl)—7—oxo—7H—[1,3,4]thiadiazolo[3,2—

alpyrimidine-6-carboxamide;

(101) N- (4-chlorobenzyl)-4-methyl-2-(4-
morpholinylmethyl)—7—oxo—4,7—dihydro[l,3] thiazolo[5, 4~

blpyridine-6-carboxamide;

(102) NL(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—l—
methyl—4—oxo—l,4—dihydrothieno[2,3—c]pyridazine—3—
carboxamide;

(103) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—l—
methyl—4—oxo—1,4—dihydrothieno[2,3—c]pyridazine—3—
carboxamide;

(104) N- (4-chlorobenzyl)-1-methyl-6-(4-

morpholinylmethyl)—4—oxo—1,4—dihydrothieno[2,3—

clpyridazine-3-carboxamide;

(105) N—(4—chlorobenzyl)—6—(4—morpholinylmethyl)-4—
oxo—l—phenyl—l,4—dihydrothieno[2,3—c]pyridazine—3—
carboxamide;

(106) N>(4—chlorobenzyl)—1—methyl—4—oxo—6—

(tetrahydro—ZH;pyran—4—ylmethyl)—l,4—dihydrothieno[2,3—

clpyridazine-3-carboxamide;

(107) NF(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxyprop—
l—ynyl)—l—methyl—lH>thieno[2,3—0][l,2]thiazine—3—
carboxamide 2,2-dioxide; or a pharmaceutically acceptable

salt thereof.
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A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIV and is selected from the

group consisting of:

(1) N;(4—chlorobenzyl)—7—(3—hydroxy—l~propynyl)-4—oxo—

4H—pyrido[1,2—a]pyrimidine—B—carboxamide;

(2) N- (4-chlorobenzyl)-5-hydroxy-2-(4-
morpholinylmethyl)—7—oxo—7H—[1,3,4]thiadiazolo[3,2—

a]pyrimidine—6—carboxamide;

(3) N4(4—chlorobenzyl)—4—hydroxy—7—(3—hydroxy—l—
propynyl)—2—oxo—2H—pyrido[l,2—a]pyrimidine—3—carboxamide;

(4) N;(4—chlorobenzyl)—2—(4—morpholinylmethyl)—5—oxo—5H>

[l,3]thiazolo[3,2—a]pyrimidine—6—carboxamide;

(5) NF(4—chlorobenzyl)—4—hydroxy—2—(4—

morpholinylmethyl)—1—benzothiophene—5—carboxamide;

(6) N>(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—4—oxo—

4H-chromene-3-carboxamide;

(7) N¥(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—4—oxo—

4H-1,2-benzoxazine-3-carboxamide;

(8) N;(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—l—
methyl—4—oxo—l,4—dihydropyrido[2,3—c]pyridazine—3—

carboxamide;

(9) N;(4—chlorobenzyl)—4—methyl—2—(4—morpholinylmethyl)—
7-oxo-4,7-dihydro[1l, 3] thiazolo[5,4-b]pyridine-6-

carboxamide;
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(10) N;(4—chlorobenzyl)—4—hydroxy—6—(3-hydroxyprop—l—
ynyl)—1—methyl-1H—thieno[2,3—c][1,2]thiazine—3—

carboxamide 2,2-dioxide;

(11) N;(4—chlorobenzyl)—l—methyl—6—(4—morpholinylmethyl)—

1H44,l,2—benzothiadiazine—B—carboxamide 4,4-Dioxide;

(12) g—chloro—N- (4-chlorobenzyl)-1-methyl-6-(4-
morpholinylmethyl)—4—oxo—1,4—dihydrol,7]naphthyridine—3—

carboxamide;

(13) N;(4—ch10robenzyl)—l—methyl—6—(4—morpholinylmethyl)—
4—oxo—1,4—dihydro[l,7]naphthyridine—3—carboxamide;

(14) N;(4—chlorobenzyl)—l—methyl—6,8—bis(morpholin—4—
ylmethyl)—4—oxo—l,4—dihydro—1,7—naphthyridine—3—

carboxamide;

(15) N¥(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—1—
propynyl)—1—methyl—1H¢2,1—benzothiazine—3—carboxamide

2,2-dioxide;

(16) N;(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—1—
methyl-lH—thieno[Z,B—e][1,3,4]thiadiazine-B—carboxamide

4,4-dioxide;

(17) NF(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—1—
methyl—4—oxo—l,4—dihydro[1,5]naphthyridine—3—carboxamide;

(18) NF(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—l—
phenyl—l,4—dihydrothieno[2,3—c]pyridazine—3—carboxamide;

(19) N>(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H;

chromene-3-carboxamide;
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(20) N;(4—chlorobenzyl)—6,8—bis(4—morpholinylmethyl)—4—

oxo-4H-chromene—3—-carboxamide;

(21) N>(4—chlorobenzyl)—6—(((3R)—3—
hydroxypyrrolidinyl)methyl)—4—oxo—4H;chromene—3—
carboxamide; or a pharmaceutically acceptable salt

thereof.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIV and is selected from the

group consisting of:

(1) N;(4—chlorobenzyl)—l—methyl—6—(4—morpholinylmethyl)—

1H>4,1,2—benzothiadiazine—3—carboxamide 4,4-Dioxide;

(2) N>(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—l—
propynyl)—1—methyl—lH;2,1—benzothiazine—3-carboxamide

2,2-dioxide;

(3) N;(4—chlorobenzyl)—6—(3—hydroxy—l—propynyl)—1—
methyl—lH;thieno[2,3—e][1,3,4]thiadiazine—B—carboxamide

4,4-dioxide;

(4) N—(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—1—
methyl—4~oxo—l,4—dihydro[1,5]naphthyridine—B—carboxamide;

or or a pharmaceutically acceptable salt thereof.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XIV and is selected from the

group consisting of:
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(1) N-(4-chlorobenzyl)-4-hydroxy-7-(3-hydroxy-1-
propynyl)—2—oxo—2H—pyrido[l,2—a]pyrimidine—3—carboxamide;

(2) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-4-oxo-

4 H-chromene-3-carboxamide;

(3) 8-chloro-N-(4-chlorobenzyl)-1l-methyl-6-(4-
morpholinylmethyl)—4—oxo-1,4—dihydrol,7]naphthyridine—3—

carboxamide;

(4) N;(4—chlorobenzyl)—l—methyl—6,8—bis(morpholin—4—
ylmethyl)—4—oxo—l,4—dihydro—l,7—naphthyridine—3—

carboxamide;

(5) N- (4-chlorobenzyl)-6- (4-morpholinylmethyl) -4-oxo-4H-

chromene—-3-carboxamide;

(6) N-(4-chlorobenzyl)-6,8-bis(4-morpholinylmethyl)-4-

oxo-4H-chromene-3—-carboxamide;

(7) N-(4-chlorobenzyl)-6-(((3R)-3-
hydroxypyrrolidinyl)methyl)-4-oxo-4H-chromene-3-
carboxamide; or a pharmaceutically acceptable salt
thereof.

A use of a compound of Formula XIV to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal.

A use of a compound of Formula XIV to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein said mammal is a human.

A use of a compound of Formula XIV to prepare a
medicament for treating or preventing atherosclerosis or
restenosis in a mammal, wherein said mammal is a

livestock or companion animal.
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A use of a compound of Formula XIV to prepare a

medicament for treating or preventing atherosclerosis or

restenosis in a mammal, wherein the amount administered

is from about 0.1 to about 300 mg/kg of body weight.

A use of a compound of Formula XIV to prepare a

medicament for treating or preventing atherosclerosis or

restenosis in a mammal,

wherein the amount administered

is from about 1.0 to about 300 mg/kg of body weight.

A use of a compound of Formula XIV to prepare a

medicament for treating or preventing atherosclerosis or

restenosis in a mammal, wherein the compound is

administered parenterally,

orally,

A method of
or restenosis in
administered has
formula W1*V.

A method of
or restenosis in
administered has
formula W1.1%.

A method of
or restenosis in
administered has
formula W1.3*.

A method of
or restenosis in
administered has
formula W1.5%.

A method of
or restenosis in
administered has
formula Wl1.6%"

A method of

or restenosis in

topically, intravaginally,

or rectally.

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the

preventing or treating atherosclerosis
a mammal,

the Formula XV and wherein WX is of the

wherein the compound

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WX is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W¥ is of the

preventing or treating atherosclerosis

a mammal, wherein the compound
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administered has
formula Wi.7*.

A method of
or restenosis in
administered has
formula Wl1.8*.

A method of
or restenosis in
administered has
formula Wl.

A method of

9 XV

or restenosis in
administered has
formula W1.10%.
A method of
or restenosis in
administered has
formula W1.11%.
A method of
or restenosis in
administered has
formula Wil.14*.
A method of
or restenosis in
administered has
formula W1.15%.
A method of
or restenosis in
administered has
formula W1.17%.
A method of
or restenosis in
administered has

formula W1l.18%*.

PCT/US2003/026963

the Formula XV and wherein W*Y is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W*¥ is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein Ww* is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WV is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W®¥ is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W' is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the
preventing or treating atherosclerosis

a mammal, wherein the compound

the Formula XV and wherein W% is of the
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A method of
or restenosis in
administered has
formula W1.19%.

A method of
or restenosis in
administered has
formula W1.20%.

A method of
or restenosis in
administered has
formula W1.23%.

A method of
or restenosis in
administered has
formula W1.24%.

A method of
or restenosis in
administered has
formula W1.25%.

A method of
or restenosis in
administered has
formula W1.26".

A method of
or restenosis in
administered has
formula W1.52%".

A method of
or restenosis in
administered has
formula W2*Y.

A method of

or restenosis in

PCT/US2003/026963

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W¥ is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W' is of the

preventing or treating atherosclerosis

a mammal, wherein the compound
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administered has
formula W3*.

A method of
or restenosis in
administered has
formula W3.1%.

A method of
or restenosis in
administered has
formula W4*'.

A method of
or restenosis in
administered has
formula W4.1%.

A method of
or restenosis in
administered has
formula W5*'.

A method of
or restenosis in
administered has
formula We*'.

A method of
or restenosis in
administered has
formula W7*.

A method of
or restenosis in
administered has
formula W8*Y.

A method of
or restenosis in
administered has

A method of

or restenosis in

PCT/US2003/026963

the Formula XV and wherein w* is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W% is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W& is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W¥ is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein WY is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein W* is of the

preventing or treating atherosclerosis
a mammal, wherein the compound

the Formula XV and wherein X is CIl.
preventing or treating atherosclerosis

a mammal, wherein the compound
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administered has the Formula XV and wherein G is
4-morpholinylmethyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein G*' is
3-hydroxypropyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein G*' is
3-hydroxy-l-propynyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein % is
tetrahydro-2H-pyran-4-ylmethyl.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and is hydrogen.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and where A* is CR¥™* and
B is CR¥™.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and where R is hydrogen
and R¥™® is hydrogen.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound

adninistered has the Formula XV and is selected from the

group consisting of:

(1) N—(4—chlorobenzyl)—8—(4—morpholinylmethyl)—6—oxo—6H;

imidazo[4,5,l—ij]quinoline—5—carboxamide;

(2) N;(4—chlorobenzyl)—8—(3—hydroxy;1—propynyl)—6—oxo—

6H-imidazo[4,5,1-ij]lquinoline-5-carboxamide;
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(3) N;(4—chlorobenzyl)—8—(3—hydroxypropyl)—6—oxo—6H—

imidazo[4,5,1—ij]quinoline—S—carboxamide;

(4) l—amino—N>(4—chlorobenzyl)—8—(3—hydroxy—l—propynyl)—
6—oxo—1,2—dihydro—6H>pyrrolo[3,2,l—ij]quinoline—5—

carboxamide;

(5) l—amino—NL(4—chlorobenzyl)—8—(3—hydroxypropyl)—6—
oxo—l,2—dihydro—6H>pyrrolo[3,2,l—ij]quinoline—S—

carboxamide;

(6) 1—amino—N¥(4—chlorobenzyl)—8—(4—morpholinylmethyl)—
6—oxo—l,2—dihydro—6H>pyrrolo[3,2,1—ij]quinoline—5—

carboxamide;

(7) N>(4—chlorobenzyl)—2—(hydroxymethyl)—8—(3—hydroxy—l—
propynyl)—6—oxo—l,2—dihydro—6H—pyrrolo[3,2,1—

ijlquinoline-5-carboxamide;

(8) N>(4-chlorobenzyl)—8—(3—hydroxyprop—l—ynyl)—2,2—
dimethyl—G—oxo—l,2—dihydro—6Hprrrolo[3,2,1—ij]quinoline—

5-carboxamide;

(9) 3—benzyl—N>(4—chlorobenzyl)—9—(3-hydroxy—1—
propynyl)—7—oxo—2,3—dihydrof7H>[l,3,4]oxadiazino[6,5,4—

ij]quinoline—6—carboxamide;

(10) 3—benzyl—N¥(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—
oxo—2,3—dihydro—7HF[1,3,4]oxadiazino[6,5,4—ij]quinoline—

6—carboxamide;

(11) 3~benzyl—NL(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
7—oxo—2,3—dihydro—7HL[l,3,4]oxadiazino[6,5,4—

ijlquinoline-6-carboxamide;
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(12) 3—benzyl—N;(4—chlorobenzyl)—9—(tetrahydro—2H;pyran—
4—ylmethyl)—7—oxo—2,3—dihydro—7H—[1,3,4]oxadiazino[6,5,4—

ijlquinoline-6-carboxamide;

(13) N>(4—chlorobenzyl)—9—(3—hydroxyprop—1—ynyl)—3—
methyl—7—oxo—2,3—dihydro—7ﬂ;[l,3,4]oxadiazino[6,5,4—

ijlquinoline-6-carboxamide;

(14) 3—benzyl—N>(4—chlorobenzyl)—9—(3—hydroxy—l—
propynyl)—7—oxo—2,3—dihydro—7H>[1,3,4]thiadiazino[6,5,4—

ijlquinoline-6-carboxamide;

(15) 3—benzyl—N>(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—
oxo—2,3—dihydro—7H—[1,3,4]thiadiazino[6,5,4—ij]quinoline—

6—-carboxamide;

(16) 3—benzyl—N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
7—oxo—2,3—dihydro—7H¥[l,3,4]thiadiazino[6,5,4—

ij]quinoline—6—carboxamide;

(17) 3—benzyl—N;(4—chlorobenzyl)—9—(tetrahydro—2H;pyran—
4—ylmethyl)—7—oxo—2,3—dihydro—7H—

[l,3,4]thiadiazino[6,5,4—ij]quinoline—6—carboxamide;

(18) N;(4—chlorobenzyl)—3—methyl—9—(morpholin—4-
ylmethyl)—7—oxo—7HF[1,4]thiazino[2,3,4—ij]quinoline-6—

carboxamide;

(19) N>(4—chlorobenzyl)—3—methyl—7—oxo—9—(tetrahydro—ZH;
pyran—4—ylmethyl)—7H—[l,4]thiazino[2,3,4~ij]quinoline—6—

carboxamide;

(20) N;(4—chlorobenzyl)—9—(3—hydroxypropyl)—3~methyl—7—

oxo—7H;[l,4]thiazino[2,3,4—ij]quinoline—6—carboxamide;
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(21) N>(4—chlorobenzyl)—9—(3—hydroxyprop—1—ynyl)—3—
methyl—7—oxo—7H;[l,4]thiazino [2,3,4-1i7] quinoline-6-

carboxamide;

(22) N;(4—chlorobenzyl)—9—(morpholin—4—ylmethyl)—7—oxo—2—
pyridin—B—yl—7H;[l,4]thiazino[2,3,4—ij]quinoline—6—

carboxamide;

(23) N;(4—chlorobenzyl)—9—(3—hydroxy—l—propynyl)—7—oxo—3—
phenyl—lH}7H>[1,3]oxazino[5,4,3—ij]quinoline—6—

carboxamide;

(24) NF(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—oxo—3—
phenyl—lH}7H¥[1,3]oxazino[5,4,3—ij]quinoline—6—

carboxamide;

(25) N;(4—chlorobenzyl)—7—oxo—3—phenyl—9—(tetrahydro—ZH—
pyran—4—ylmethyl)—lH}7H=[1,3]oxazino [5,4,3-1ij]lquinoline-

6—-carboxamide;

(26) NF(4—chlorobenzyl)—9—(4—morpholinylmethyl)—7—oxo—3—
phenyl—lH,7H—[l,3]oxazino[5,4,3—ij]quinoline—6—

carboxamide;

(27) N;(4—chlorobenzyl)—9—(3—hydroxy—l—propynyl)—1—
methyl—7—oxo—3—phenyl—2,3—dihydro—lH}7H;pyrido[l,2,3—

de]quinoxaline-6-carboxamide;
(28) N;(4—chlorobenzyl)—9—(3—hydroxypropyl)—l—methyl—7—

oxo—3—phenyl—2,3—dihydro—1H}7H;pyrido[1,2,3—

de] quinoxaline-6-carboxamide;
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(29) N;(4—chlorobenzyl)—9—(tetrahydro—ZH;pyran—4—
ylmethyl)-1l-methyl-7-oxo-3-phenyl-2,3~-dihydro-1H, 7H-

pyrido[l,2,3-de]lquinoxaline-6-carboxamide;

(30) NF(4—chlorobenzyl)—9—(4—morpholinylmethyl)—l—methyl—
7-oxo-3-phenyl-2,3-dihydro-1H, 7H-pyrido[l,2,3-

de]lquinoxaline-6-carboxamide;

(31) N- (4-chlorobenzyl)-9- (3-hydroxy-l-propynyl)-2,3,7-
trioxo—Z,3—dihydro—lH,7H;pyrido[1,2,3—de]quinoxaline—6—

carboxamide;

(32) N;(4—chlorobenzyl)—9—(3—hydroxypropyl)—2,3,7—trioxo—
2,3—dihydro—lH,7H>pyrido[1,2,3—de]quinoxaline—6—

carboxamide;

(33) N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—2,3,7—
trioxo—Z,3—dihydro—lH,7Hprrido[1,2,3—de]quinoxaline—6—

carboxamide;

(34) N- (4-chlorobenzyl)-9- (3-hydroxy-1l-propynyl) -2, 7~
dioxo—2,3—dihydro—1H}7H>pyrido[l,2,3—de]quinoxaline—6—

carboxamide;

(35) N—(4—chlorobenzyl)—9—(3—hydroxypropyl)—2,7*dioxo—
2,3—dihydro—lH,7H;pyrido[l,2,3—de]quinoxaline—6~

carboxamide;

(36) N- (4-chlorobenzyl)-9- (3-hydroxy-1l-propynyl)-3,7-
dioxo-2,3-dihydro-1H, 7TH-pyrido[l,2,3~de]quinoxaline-6-

carboxamide;

(37) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-3,7-dioxo-.
2,3-dihydro-1H, 7H-pyrido[1,2,3~-delquinoxaline-6-

carboxamide;
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(38) N>(4—chlorobenzyl)—9—(4~morpholinylmethyl)—3,7—
dioxo—2,3—dihydro—lH,7H>pyrido[1,2,3—de]quinoxaline—G—

carboxamide;

(39) N—(4—chlorobenzyl)—9—(4—morpholinylmethyl)—2,7—
dioxo—Z,3—dihydro—lH,7H>pyrido[l,2,3—de]quinoxaline—6—

carboxamide;

(40) N;(4—chlorobenzyl)—9—(3—hydroxy—1—propynyl)—l—
methyl~2,7—dioxo—2,3—dihydro—lH,7H;pyrido[1,2,3—

de]quinoxaline-6-carboxamide;

(41) 3—benzyl—N;(4—chlorobenzyl)—9—(3—hydroxy—1—
propynyl)—1—methyl—7—oxo—2,3—dihydro—lH,7H>

[1,2,4]triazino[5,6,l—ij]quinoline—6—carboxamide;

(42) 3—benzyl—N¥(4—chlorobenzyl)—9—(3—hydroxypropyl)—l—
methyl—7—oxo—2,3—dihydro—lH}7H;[1,2,4]triazino[5,6,1—

ijlquinoline-6-carboxamide;

(43) 3—benzyl—N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
l—methyl—7—oxo—2,3—dihydro—1H}7H¥[1,2,4]triazino[S,6,1—

ijlguinoline-6-carboxamide;

(44) 3—benzyl—N>(4—chlorobenzyl)—9—(tetrahydro—2H—pyran—
4—ylmethyl)—1—methyl—7—oxo—2,3—dihydro—1H,7H—

[1,2,4]triazino[5,6,l—ij]quinoline—6—carboxamide;
(45) 1—benzyl—N;(4—chlorobenzyl)—5—(3—hydroxy—1—

propynyl)—2,7—dioxo—2,3—dihydro—1H}7H;pyrido[3,2,1—

ij]lcinnoline-8-carboxamide;
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(46) l—benzyl—N;(4—chlorobenzyl)—5—(3—hydroxypropyl)—2,7—
dioxo—Z,B—dihydro—lH,7H—pyrido[3,2,l—ij]cinnoline—S—

carboxamide;

(47) 1—benzyl—NF(4—chlorobenzyl)—5—(4—morpholinylmethyl)—
2,7—dioxo—2,3—dihydro—1H,7H—pyrido[3,2,l—ij]cinnoline—8—

carboxamide;

(48) 1—benzyl—N;(4—chlorobenzyl)—5—(tetrahydro—2H=pyran—
4—ylmethyl)—2,7—dioxo—2,3—dihydro—1H}7H;pyrido[3,2,1—

ij]lcinnoline-8-carboxamide;

(49) N>(4—Chlorobenzyl)—5—(3—hydroxyprop—l—ynyl)—1—
methyl—7—oxo—2,3—dihydro—1H}7H>pyrido[3,2,1—ij]cinnoline—

8—-carboxamide;

(50) N>(4—chlorobenzyl)—9—(B—hydroxy—l—propynyl)—7—oxo—3—
phenyl—lH,7H;[l,3]thiazino[5,4,3—ij]quinoline—6—

carboxamide;

(51) NF(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—oxo—3—
phenyl—lH,7HF[l,3]thiazino[5,4,3—ij]quinoline—6—

carboxamide;

(52) NF(4—chlorobenzyl)—9—(tetrahydro—2H>pyran—4—
ylmethyl)—7—oxo—3—phenyl—1H,7H;[l,3]thiazino[5,4,3—

ijlquinoline-6-carboxamide;

(53) NF(4—chlorobenzyl)—9—(4—morpholinylmethyl)—7—oxo—3—
phenyl—lH}7H>[1,3]thiazino[5,4,3—ij]quinoline—6—

carboxamide;

(54) N;(4—chlorobenzyl)—9—(3—hydroxypropyl)—2—methyl—7—
oxo—3—phenyl—2,3—dihydro—lH}7H>pyrido[3,2,l—

ij]quinazoline—6—carboxamide;
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(55) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-2-
methyl—7—oxo—3—phenyl—2,3—dihydro—lH,7H;pyrido[3,2,l—

ijlquinazoline-6-carboxamide;

(56) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-2-methyl-
7-oxo-3-phenyl-2,3-dihydro-1H, 7TH-pyrido[3,2,1-

ijlquinazoline-6-carboxamide;

(57) N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-4-
ylmethyl)—2—methyl—7—oxo—3—phenyl—2,3—dihydro—lH;7H—

pyrido[3,2,1-ijlquinazoline-6-carboxamide;

(58) 2—benzyl-N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
7—oxo—2,3—dihydro—1H}7H;pyrido[3,2,1—ij]quinazoline—6—

carboxamide;

(59) 2—benzyl—N=(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
3,7—dioxo—2,3—dihydro—lH}7H=pyrido[3,2,1-ij]quinazoline~

6—carboxamide;

(60) N- (4-chlorobenzyl)-9- (3-hydroxy-l-propynyl)-2-(4-
morpholinyl)—7—oxo—7HL[1,3,4]thiadiazino[6,5,4—

ijlquinoline-6-carboxamide;

(61) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-2-(4-
morpholinyl)—7—oxo—7H>[1,3,4]thiadiazino[6,5,4—

ijlquinoline-6-carboxamide;
(62) N-(4-chlorobenzyl)-2-(4-morpholinyl)-9-(4-

morpholinylmethyl)—7—oxo—7H—[1,3,4]thiadiazino[6,5,4—

ijlquinoline-6-carboxamide;
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(63) N;(4—chlorobenzyl)—2—(4—morpholinyl)—7—oxo—9—
(tetrahydro-2H-pyran-4-ylmethyl)-7H-

[1,3,4]thiadiazino[6,5,4—ij]quinoline—6—carboxamide;

(64) N—(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—oxo—2,3—
dihydro—lH}7H;pyrazino[3,2,1—ij1[l,7]naphthyridine—6—

carboxamide;

(65) N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—7—oxo—
2,3—dihydro—1H,7H—pyrazino[3,2,1—ijJ[l,7]naphthyridine—6—

carboxamide;

(66) N>(4—chlorobenzyl)—9—(3—hydroxy—1—propynyl)—7—oxo—
2,3—dihydro—lH}7H>pyrazino[3,2,1—ij][l,7]naphthyridine—6—

carboxamide;

(67) N;(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—oxo—2,3—
dihydro—7H>[1,4]thiazino[2,3,4—ij][l,7]naphthyridine—6—

carboxamide;

(68) N>(4—chlorobenzyl)—9—(4—morpholinylmethyl)—7—oxo—
2,3—dihydro—7H—[l,4]thiazino[2,3,4—ij][1,7]naphthyridine—

6—-carboxamide;

(69) N>(4—chlorobenzyl)-9—(3—hydroxy—l—propynyl)—7—oxo—
2,3—dihydro—7H>[1,4]thiazino[2,3,4—iﬁ][1,7]naphthyridine—

6-carboxamide;

(70) NL(4—chlorobenzyl)—9—(3—hydroxy—1—propynyl)—7—oxo—
2,3—dihydro—7H¥[1,4]oxazino[2,3,4—ij][1,7]naphthyridine—

6—-carboxamide;

(71) N?(4—chlorobenzyl)—9—(4—morpholinylmethyl)—7—oxo—
2,3—dihydro—7ﬂ>[l,4]oxazino[2,3,4—ij][1,7]naphthyridine—

6-carboxamide;
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(72) N>(4—chlorobenzyl)—9—(3—hydroxypropyl)—7—oxo—2,3—
dihydro—7H¥[1,4]oxazino[2,3,4—ij][1,7]naphthyridine—6—

carboxamide;

(73) N- (4-chlorobenzyl) -9- (3-hydroxypropyl) -3, 7-dioxo=
3H,7H—pyrido[l,2,3—de]quinoxaline—6—carboxamide;

(74) N-(4-chlorobenzyl)-9-(3-hydroxy-1l-propynyl)-3,7-

dioxo—3H,7H;pyrido[1,2,3—de]quinoxaline—6—carboxamide;

(75) N>(4—chlorobenzyl)—9—(4—morpholinylmethyl)—3,7—

dioxo—3H,7H;pyrido[l,2,3—de]quinoxaline—6—carboxamide;

(76) N—(4—chlorobenzyl)—2—[(4—chlorobenzyl)amino]—9—(4—
morpholinylmethyl)—7—oxo—3H,7H—pyrido[1,2,3—

de]quinoxaline-6-carboxamide;

(77) 2—(benzylamino)—N;(4—chlorobenzyl)—9—(4—
morpholinylmethyl)—7—oxo—3H,7H;pyrido[l,2,3—

delquinoxaline-6-carboxamide;

(78) NL(4—chlorobenzyl)—10—(3—hydroxypropyl)—2,4,8—
trioxo—1,2,3,4—tetrahydro—8ﬂ;[l,4]diazepino[3,2,l—

ijlquinoline-7-carboxamide;

(79) N;(4—chlorobenzyl)—10—(3—hydroxy—l—propynyl)—2,4,8~
trioxo—1,2,3,4—tetrahydro—8H—[1,4]diazepino[3,2,1—

ijlguinoline-7-carboxamide;
(80) N;(4—chlorobenzyl)—10—(4—morpholinylmethyl)—2,4,8—

trioxo—1,2,3,4—tetrahydro—8H¥[l,4]diazepino[3,2,1—

ij]quinoline-7-carboxamide;
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(81) N—(4—chlorobenzyl)—10—(4—morpholinylmethyl)—2,8—
dioxo—l,2,3,4—tetrahydro—8HF[1,4]diazepino[3,2,1—

ijlquinoline-7-carboxamide;

(82) N;(4—chlorobenzyl)—8-(4—morpholinylmethyl)—2,6—
dioxo—l,2—dihydro—6H;imidazo[4,5,l—ij]quinoline—5-

carboxamide;

(83) N;(4—chlorobenzyl)—8—(3—hydroxy—l—propynyl)—2,6—
dioxo—l,2—dihydro—6H>imidazo[4,5,1—ij]quinoline—5—

carboxamide;

(84) N—(4—chlorobenzyl)—8—(3—hydroxypropyl)—2,6—dioxo—

l,2—dihydro—6H>imidazo[4,5,l—ij]quinoline—S—carboxamide;

(85) N>(4—chlorobenzyl)—8—(4—morpholinylmethyl)—2,6—
dioxo—l—[2—(l—piperidinyl)ethyl]—l,Z—dihydro—GH;

imidazo[4,5,l—ij]quinoline—5—carboxamide;

(80) N;(4—chlorobenzyl)—1—[2—(4—methyl—1—
piperazinyl)ethyl]—8—(4—morpholinylmethyl)—2,6—dioxo—l,2—

dihydro—GHFimidazo[4,5,1—ij]quinoline—S—carboxamide;

(87) N;(4—chlorobenzyl)—10—(4—morpholinylmethyl)—8—oxo—
3,4—dihydro—2H}8H;[l,4]oxazepino[2,3,4—ij]quinoline—7-

carboxamide;

(88) N;(4—chlorobenzyl)—3—methyl—9—(morpholin—4—
ylmethyl)—7—oxo—7H>[l,4]oxazino[2,3,4—ij]quinoline—6—

carboxamide;
(89) NL(4—chlorobenzyl)—3—methyl—7—oxo—9—(tetrahydro—ZH—

pyran—4—ylmethyl)-7H>[1,4]oxazino[2,3,4—ij]quinoline—6—

carboxamide;
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(90) NF(4—chlorobenzyl)—9—(3—hydroxypropyl)—3—methyl—7—

oxo—7HP[l,4]oxazino[2,3,4—ij]quinoline—6—carboxamide;

(91) N>(4—chlorobenzyl)—9—(3—hydroxyprop—1—ynyl)—3—
methyl-7-oxo-7H-[1,4]oxazino [2,3,4-1i7] quinoline-6-

carboxamide;

(92) N>(4—chlorobenzyl)—9—(morpholin—4—ylmethyl)—7—oxo—2—
pyridin—S—yl—7H;[l,4]oxazino[2,3,4—ij]quinoline—6—

carboxamide;

(93) 2—benzyl—N¥(4—chlorobenzyl)—10—(4—
morpholinylmethyl)—3,8—dioxo—1,2,3,4—tetrahydro—8H—

[l,4]diazepino[6,7,l—ij]quinoline—7—carboxamide;

(94) N;(4—chlorobenzyl)—5—(3—hydroxypropyl)—4,7—dioxo—
1,2—dihydro—4H}7H;imidazo[1,2,3—ij] [1,8]naphthyridine-8-

carboxamide;

(95) N;(4—chlorobenzyl)—5—(4—morpholinylmethyl)—4,7—
dioxo—l,2—dihydro—4H}7H;imidazo[1,2,3—
ij][l,8]naphthyridine—8—carboxamide;

(96) N;(4—chlorobenzyl)—5—(3—hydroxy—l-propynyl)—4,7—
dioxo-1,2-dihydro-4H, 7H-imidazo[1,2,3-
ij][1,8]naphthyridine—8—carboxamide;

(97) N>(4—chlorobenzyl)—6—(4—morpholinylmethyl)—3—oxo—
9,10-dihydro-3H,8H-pyrido [3,2,1-ij]guinoline-2-

carboxamide;

(98) N>(4—chlorobenzyl)—3—methyl—9—(4—morpholinylmethyl)—
2,7—dioxo—2,3—dihydro—lH}7Hprrido[l,2,3-de]quinoxaline—
6-carboxamide hydrobromide; and pharmaceutically

acceptable salts thereof.
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A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and is selected from the

group consisting of:

(1) N¥(4—chlorobenzyl)—10—(4—morpholinylmethyl)—8—oxo—
3,4—dihydro—2H,8H;[1,4]oxazepino [2,3,4-ij]lquinoline-7-

carboxamide;

(2) N—(4—chlorobenzyl)—8—(4—morpholinylmethyl)—2,6—
dioxo—l,2—dihydro—6H—imidazo[4,5,l—ij]quinoline—S—

carboxamide;

(3) N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—2,7—
dioxo—2,3—dihydro—lH,7H>pyrido[1,2,3—de]quinoxaline—6—

carboxamide;

(4) N;(4—chlorobenzyl)—2—[(4—chlorobenzyl)amino]—9—(4—
morpholinylmethyl)—7~oxo—3H}7H;pyrido[l,2,3—

de]l quinoxaline-6-carboxamide;

(5) NF(4—chlorobenzyl)—2—(hydroxymethyl)—B—(3—hydroxy—l—
propynyl)—6—oxo—l,2—dihydro—6H—pyrrolo[3,2,1—

ijlquinoline-5-carboxamide;

(6) N>(4—chlorobenzyl)—8—(3—hydroxyprop—1—ynyl)—2,2—
dimethyl—6—oxo—1,2—dihydro—6H;pyrrolo[3,2,1—ij]quinoline—

5-carboxamide;
{(7) N>(4—chlorobenzyl)—6—(morpholin—4—ylmethyl)—3—oxo—

9,10—dihydro—3H,8H—pyrido[3,2,l—ij]quinoline—z—

carboxamide;
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(8) N;(4—chlorobenzyl)—3—methyl—9-(4—morpholinylmethyl)—
2,7—dioxo—2,3—dihydro—lH,7H%pyrido[1,2,3-de]quinoxaline—

6—-carboxamide hydrobromide;

(9) N;(4—chlorobenzyl)-lO—(4—morpholinylmethyl)—2,8—
dioxo—l,2,3,4—tetrahydro—8H—[1,4]diazepino[3,2,l—

ij]quinoline—7—carboxamide;

(10) 2—(benzylamino)—NL(4—chlorobenzyl)—9—(4—
morpholinylmethyl)—7—oxo—3H;7H;pyrido[1,2,3—

de] quinoxaline-6-carboxamide;

(11) N¥(4—chlorobenzyl)—9—(3—hydroxy—l—propynyl)—l—
methyl—2,7—dioxo—2,3—dihydro—1H,7H;pyrido[1,2,3—

de]quinoxaline-6-carboxamide;

(12) 2—benzyl—N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
7—oxo—2,3—dihydro—1H}7H;pyrido[3,2,1—ij]quinazoline-6—

carboxamide;

(13) 2—benzyl—N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
3,7—dioxo—2,3—dihydro—lH,7H>pyrido[3,2,1—ij]quinazoline—

6-carboxamide;

(14) 2—benzyl—N;(4—chlorobenzyl)—10—(4—
morpholinylmethyl)—3,8—dioxo—1,2,3,4—tetrahydro—8ﬂ>

[1,4]diazepino[6,7,1—ij]quinoline—7-carboxamide;

(15) N>(4—chlorobenzyl)—9—(3—hydroxyprop—l—ynyl)—3—
methyl—7—oxo—2,3—dihydro—7H—[1,3,4]oxadiazino[6,5,4—
ij]quinoline—G—carboxamide;

(16) N>(4—Chlorobenzyl)-5—(3—hydroxyprop—l—ynyl)—l—

methyl—7—oxo—2,3—dihydro—lH}7H;pyrido[3,2,l—ij]cinnoline—
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g8-carboxamide; and pharmaceutically acceptable salts

thereof.

A method of preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and is selected from the

group consisting of:

(1) N—(4—chlorobenzyl)—10—(4—morpholinylmethyl)—8—oxo—
3,4—dihydro—2H,8H—[l,4]oxazepino [2,3,4-ijlquinoline-T7-

carboxamide;

(2) N>(4—chlorobenzyl)—9—(4—morpholinylmethyl)—2,7—
dioxo—2,3—dihydro—lH,7H>pyrido[1,2,3—de]quinoxaline—6—

carboxamide;

(3) N;(4—chlorobenzyl)—3—methyl—9—(4—morpholinylmethyl)—
2,7—dioxo—2,3—dihydro—1H}7Hprrido[l,2,3—de]quinoxaline—

6-carboxamide hydrobromide;

(4) N>(4—chlorobenzyl)—10—(4—morpholinylmethyl)—2,8—
dioxo—1,2,3,4—tetrahydro—8ﬂ;[1,4]diazepino[3,2,1—

ijlquinoline-7-carboxamide;

(5) 2—(benzylamino)—N>(4—chlorobenzyl)—9—(4—
morpholinylmethyl)—7—oxo—3H,7H>pyrido[l,2,3—

de]quinoxaline—6—carboxamide;

(6) N;(4—chlorobenzyl)—9—(3—hydroxy—1—propynyl)—1—
methyl—2,7—dioxo—2,3—dihydro—lH}7H>pyrido[1,2,3—
de]quinoxaline-6-carboxamide; and pharmaceutically

acceptable salts thereof.

A method of preventing or treating atherosclerosis

or restenosis in a mammal, wherein the compound
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administered has the Formula XV and is selected from the

group consisting of:

(1) N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—2,7—
dioxo—Z,3—dihydro—1H}7H;pyrido[1,2,3—de]quinoxaline—6—

carboxamide;

(2) N- (4-chlorobenzyl)-3-methyl-9- (4-morpholinylmethyl) -
2,7—dioxo—2,3—dihydro—lH}7H;pyrido[l,2,3—de]quinoxaline—
6-carboxamide hydrobromide; and pharmaceutically

acceptable salts thereof.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein said mammal
is a human.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein said mammal
is a livestock or companion animal.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein the amount
administered is from about 0.1 to about 300 mg/kg of body
weight. ‘

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein the amount
administered is from about 1.0 to about 30 mg/kg of body
weight.

A method for preventing or treating atherosclerosis
or restenosis in a mammal, wherein the compound
administered has the Formula XV and wherein the compound
is administered parenterally, topically, intravaginally,

orally, or rectally.

93



WO 2004/019933 PCT/US2003/026963

In the definitions of the substitutents of Formulae
X, XII, XIII, XIV and XV, it is to be understood that the
prefixed numbered R groups correspond to numbered R

groups of the W Formulae.

Dosages and Pharmaceutical Compositions

By the term "effective amount" of a compound as
provided herein is meant a nontoxic but sufficient amount
of one or more anti-atherosclerosis or anti-restenosis
agents to provide the desired effect. The desired effect
may be to prevent, give relief from, or ameliorate
atherosclerosis or restenosis.

As pointed out below, the exact amount of the anti-
atherosclerosis or anti-restenosis agent required to
treat atherosclerosis or restenosis will vary from
subject to subject, depending on the species, age, and
general condition of the subject, the severity of the
disease that is being treated, the particular compound (s)
used, the mode of administration, such as the route and
frequency of administration, and the particular
compound (s) employed, and the like. Thus, it is not
possible to specify an exact "effective amount."”

However, an appropriate effective amount may be
determined by one of ordinary skill in the art using only
routine experimentation.

Pharmaceutical compositions including one or more
anti-atherosclerosis or anti-restenosis agents can be
administered orally or parenterally at dose levels,
calculated as the free base, of each of the anti-
atherosclerosis or anti-restenosis agent at 0.1 to 300
mg/kg, preferably 1.0 to 30 mg/kg of mammal body weight,
and can be used in a human in a unit dosage form,
administered one to four times daily in the amount of 1
to 1000 mg per unit dose. The desired dosage may

conveniently be presented in a single dose or as divided
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into multiple doses administered at appropriate
intervals, for example, as two, three, four or more sub-
doses per day. The sub-dose itself may be further
divided, e.g., into a number of discrete loosely spaced
administrations.

Initial treatment of a patient suffering from
atherosclerosis or restenosis can begin with a dosage
regimen as indicated above. Treatment is generally
continued as necessary over a period of several weeks to
several months or years until the condition or disorder
has been controlled or eliminated. Patients undergoing
treatment with a composition of the invention can be
routinely monitored by any of the methods well known in
the art to determine the effectiveness of therapy.
Continuous analysis of data from such monitoring permits
modification of the treatment regimen during therapy so
that optimally effective amounts of drug are administered
at any point in time, and so that the duration of
treatment can be determined. In this way, the treatment
regimen and dosing schedule can be rationally modified
over the course of therapy so that the lowest amount of
the compounds of this invention exhibiting satisfactory
effectiveness is administered, and so that administration
is continued only for so long as is necessary to
successfully treat the condition or disorder.

Also, it is to be understood that the initial dosage
administered may be increased beyond the above upper
level in order to rapidly achieve the desired plasma
concentration. On the other hand, the initial dosage may
be smaller than the optimum and the daily dosage may be
progressively increased during the course of treatment
depending on the particular situation.

In a combination therapy, the anti-atherosclerosis
or anti-restenosis agent compound(s) and other inhibitor

compound (s) can be administered simultaneously or at
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separate intervals. When administered simultaneously the
anti-atherosclerosis or anti-restenosis agent compound (s)
and the other inhibitor compound(s) can be incorporated
into a single pharmaceutical composition or into separate
compositions, e.g., anti-atherosclerosis or anti-
restenosis agent compound(s) in one composition and the
other inhibitor compound(s) in another composition. For
instance the combination therapy, the anti-
atherosclerosis or anti-restenosis agent compound(s) may
be administered concurrently or concomitantly with the
other inhibitor compound(s). The term “concurrently”
means the subject being treated takes one drug within
about 5 minutes of taking the other drug. The term
“concomitantly” means the subject being treated takes one
drug within the same treatment period of taking the other
drug. The same treatment period is preferably within
twelve hours and up to forty-eight hours.

When separately administered, therapeutically
effective amounts of anti-atherosclerosis or anti-
restenosis agent compound (s) and the other inhibitor
compound (s) are administered on a different schedule.

One may be administered before the other as long as the
time between the two administrations falls within a
therapeutically effective interval. A therapeutically
effective interval is a period of time beginning when one
of either (a) the anti-atherosclerosis or anti-restenosis
agent compound(s), or (b) the other inhibitor compound (s)
is administered to a mammal and ending at the limit of
the beneficial effect in the treatment of atherosclerosis
or restenosis of the combination of (a) and (b). The
methods of administration of the anti-atherosclerosis or
anti-restenosis agent compound(s) and the other inhibitor
compound (s) may vary. Thus, one agent may be
administered orally, while the other is administered by

injection.
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A specific active agent may have more than one
recommended dosage range, particularly for different
routes of administration. Generally, an effective amount
of dosage of anti-atherosclerosis or anti-restenosis
agent compound(s), either administered individually or in
combination with other inhibitor compound(s), will be in
the range of about 0.1 to about 300 mg/kg of body
weight/day, preferably from 1 to 30 mg/kg of body weight.
It is to be understood that the dosages of active
component (s) may vary depending upon the requirements of
each subject being treated and the severity of the
atherosclerosis or restenosis.

Tn addition to the anti-atherosclerosis or anti-
restenosis agents, the composition for therapeutic use
may also comprise one or more non-toxic, pharmaceutically
acceptable carrier materials or excipients. The term
“carrier” material or “excipient” herein means any
substance, not itself a therapeutic agent, used as a
carrier and/or diluent and/or adjuvant, or vehicle for
delivery of a therapeutic agent to a subject or added to
a pharmaceutical composition to improve its handling or
storage properties or to permit or facilitate formation
of a dose unit of the composition into a discrete article
such as a capsule or tablet suitable for oral
administration. Excipients can include, by way of
illustration and not limitation, diluents, disintegrants,
binding agents, adhesives, wetting agents, polymers,
lubricants, glidants, substances added to mask or
counteract a disagreeable taste or odor, flavors, dyes,
fragrances, and substances added to improve appearance of
the composition. Acceptable excipients include lactose,
sucrose, starch powder, cellulose esters of alkanoic
acids, cellulose alkyl esters, talc, stearic acid,
magnesium stearate, magnesium oxide, sodium and calcium

salts of phosphoric and sulfuric acids, gelatin, acacia
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gum, sodium alginate, polyvinyl-pyrrolidone, and/or
polyvinyl alcohol, and then tableted or encapsulated for
convenient administration. Such capsules or tablets may
contain a controlled-release formulation as may be
provided in a dispersion of active compound in
hydroxypropyl-methyl cellulose, or other methods known to
those skilled in the art. For oral administration, the
pharmaceutical composition may be in the form of, for
example, a tablet, capsule, suspension or liquid. If
desired, other active ingredients may be included in the
composition.

In addition to the oral dosing, noted above, the
compositions of the present invention may be administered
by any suitable route, in the form of a pharmaceutical
composition adapted to such a route, and in a dose
effective for the treatment intended. The compositions
may, for example, be administered parenterally, e.9.,
intravascularly, intraperitoneally, subcutaneously, or
intramuscularly. For parenteral administration, saline
solution, dextrose solution, or water may be used as a
suitable carrier. Formulations for parenteral
administration may be in the form of aqueous or non-
aqueous isotonic sterile injection solutions or
suspensions. These solutions and suspensions may be
prepared from sterile powders oOr granules having one or
more of the carriers or diluents mentioned for use in the
formulations for oral administration. The compounds may
be dissolved in water, polyethylene glycol, propylene
glycol, ethanol, corn 0il, cottonseed oil, peanut oil,
sesame oil, benzyl alcohol, sodium chloride, and/or
various buffers. Other adjuvants and modes of
administration are well and widely known in the
pharmaceutical art.

Generally, the concentration of each of the anti-

atherosclerosis or anti-restenosis agents in a liquid
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composition, such as a lotion, will be from about 0.1
wt.%$ to about 20 wt.%, preferably from about 0.5 wt.% to
about 10 wt.%. The solution may contain other
ingredients, such as emulsifiers, antioxidants or
“buffers. The concentration in a semi-solid or solid
composition, such as a gel or a powder will be about 0.1
wt.% to about 5 wt.%, preferably about 0.5 wt.% to about
2.5 wt.%. When the topically deliverable, pharmaceutical
composition of the present invention is utilized to
effect targeted treatment of a specific internal site,
ecach of the anti-atherosclerosis or anti-restenosis agent
is preferably contained in the composition in an amount

of from 0.05-10 wt.%, more preferably 0.5-5 wt.%.

Routes of Administration

In therapeutic use for treating or preventing
atherosclerosis or restenosis in a mammal (i.e. human and
animals) the pharmaceutical composition including the
anti-atherosclerosis or anti-restenosis agent(s) can be
administered orally, parenterally, topically, rectally,
or intranasally.

Parenteral administrations include injections to
generate a systemic effect or injections directly to the
afflicted area. Examples of parenteral administrations
are subcutaneous, intravenous, intramuscular,
intradermal, intrathecal, intraocular, intravetricular,
and general infusion techniques.

Topical administrations include the treatment of
infectious areas or organs readily accessible by local
application, such as, for example, eyes, ears including
external and middle ear infections, vaginal, open and
sutured or closed wounds and skin. It also includes
transdermal delivery to generate a systemic effect.

The rectal administration includes the form of

suppositories.
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The intranasally administration includes nasal
aerosol or inhalation applications.

Pharmaceutical compositions including the anti-
atherosclerosis or anti-restenosis agent (s) may be
prepared by methods well known in the art, e.g., by means
of conventional mixing, dissolving, granulation, dragee-
making, levigating, emulsifying, encapsulating,
entrapping, lyophilizing processes or spray drying.

Pharmaceutical compositions for use in accordance
with the present invention may be formulated in
conventional manner using one or more physiologically
acceptable carriers comprising excipients and auxiliaries
which facilitate processing of the active compounds into
preparations which can be used pharmaceutically. Proper
formulation is dependent upon the route of administration
chosen.

For oral administration, the anti-atherosclerosis or
anti-restenosis agent (s) can be formulated by combining
the active compounds with pharmaceutically acceptable
carriers well known in the art. Such carriers enable the
compounds of the invention to be formulated as tablets,
pills, lozenges, dragees, capsules, liquids, solutions,
emulsions, gels, syrups, slurries, suspensions and the
like, for oral ingestion by a patient. A carrier can be
at least one substance which may also function as a
diluent, flavoring agent, solubilizer, lubricant,
suspending agent, binder, tablet disintegrating agent,
and encapsulating agent. Examples of such carriers or
excipients include, but are not limited to, magnesium
carbonate, magnesium stearate, talc, sugar, lactose,
sucrose, pectin, dextrin, mannitol, sorbitol, starches,
gelatin, cellulosic materials, low melting wax, cocoa
butter or powder, polymers such as polyethylene glycols

and other pharmaceutical acceptable materials.
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Dragee cores are provided with suitable coatings.
For this purpose, concentrated sugar solutions may be
used which may optionally contain gum arabic, talc,
polyvinyl pyrrolidone, carbopol gel, polyethylene glycol,
and/or titanium dioxide, lacquer solutions, and suitable
organic solvents or solvent mixtures. Dyestuffs or
pigments may be added to the tablets or dragee coatings
for identificatin or to characterize different
combinations of active compound doses.

Pharmaceutical compositions which can be used orally
include push-fit capsules made of gelatin, as well as
soft, sealed capsules made of gelatin and a plasticizer,
such as glycerol or sorbitol. The push-fit capsules can
contain the active ingredients in admixture with a filler
such as lactose, a binder such as starch, and/or a
lubricant such as talc or magnesium stearate and,
optionally, stabilizers. In soft capsules, the active
compounds may be dissolved or suspended in suitable
liquids, such as fatty oils, liquid paraffin, liquid
polyethylene glycols, cremophor, capmul, medium or long
chain mono-, di- or triglycerides. Stabilizers may be
added in these formulations, also.

Liquid form compositions include solutions,
suspensions and emulsions. For example, there may be
provided solutions of pharmaceutical compositions with
the anti-atherosclerosis or anti-restenosis agent (s)
dissolved in water and water-propylene glycol and water-
polyethylene glycol systems, optionally containing
suitable conventional coloring agents, flavoring agents,
stabilizers and thickening agents.

The anti-atherosclerosis or anti-restenosis agent(s)
may also be formulated for parenteral administration,
e.g., by injections, bolus injection or continuous
infusion. Formulations for parenteral administration may

be presented in unit dosage form, e.g., in ampoules or in
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multi-dose containers, with an added preservative. The
compositions may take such forms as suspensions,
solutions or emulsions in oily or aqueous vehicles, and
may contain formulating materials such as suspending,
stabilizing and/or dispersing agents.

For injection, the anti-atherosclerosis or anti-
restenosis agent(s) may be formulated in aqueous
solution, preferably in physiologically compatible
buffers or physiological saline buffer. Suitable
buffering agents include tri-sodium orthophosphate,
sodium bicarbonate, sodium citrate, N-methyl-glucamine,
L(+)-lysine and L (+)-arginine.

The compositions can also be administered
intravenously or intraperitoneally by infusion or
injection. Solutions of the active compound or its salts
can be prepared in water, optionally mixed with a
nontoxic surfactant. Dispersions can also be prepared in
glycerol, liquid polyethylene glycols, triacetin, and
mixtures thereof and in oils. Under ordinary conditions
of storage and use, these preparations contain a
preservative to prevent the growth of microorganisms.

Pharmaceutical dosage forms suitable for injection
or infusion can include sterile aqgueous solutions or
dispersions or sterile powders comprising the active
ingredient which are adapted for the extemporaneous
preparation of sterile injectable or infusible solutions
or dispersions, optionally encapsulated in liposomes. In
all cases, the ultimate dosage form should be sterile,
fluid and stable under the conditions of manufacture and
storage. The liquid carrier or vehicle can be a solvent
or liquid dispersion medium comprising, for example,
water, ethanol, a polyol (for example, glycerol,
propylene glycol, liquid polyethylene glycols, and the
like), vegetable oils, nontoxic glyceryl esters, and

suitable mixtures thereof. The proper fluidity can be
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maintained, for example, by the formation of liposomes,
by the maintenance of the required particle size in the
case of dispersions or by the use of surfactants. The
prevention of the action of microorganisms can be brought
about by various antibacterial and antifungal agents, for
example, parabens, chlorobutanol, phenol, sorbic acid,
thimerosal, and the like. 1In many cases, it will be
preferable to include isotonic agents, for example,
sugars, buffers or sodium chloride. Prolonged absorption
of the injectable compositions can be brought about by
the use in the compositions of agents delaying
absorption, for example, aluminum monostearate and
gelatin.

Sterile injectable solutions can be prepared by
incorporating the active compound in the required amount
in the appropriate solvent with various of the other
ingredients enumerated above, as required, followed by
filter sterilization. In the case of sterile powders for
the preparation of sterile injectable solutions, the
preferred methods of preparation are vacuum drying and
the freeze drying techniques, which yield a powder of the
active ingredient plus any additional desired ingredient
present in the previously sterile-filtered solutions.

Other parenteral administrations also include
aqueous solutions of a watei soluble form, such as,
without limitation, a salt, of the anti-atherosclerosis
or anti-restenosis agent(s). Additionally, suspensions
of the active compounds may be prepared in a lipophilic
vehicle. Suitable lipophilic vehicles include fatty oils
such as sesame oil, synthetic fatty acid esters such as
ethyl oleate and triglycerides, or materials such as
liposomes. Aqueous injection suspensions may contain
substances which increase the viscosity of the
suspension, such as sodium carboxymethyl cellulose,

sorbitol, or dextran. Optionally, the suspension may
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also contain suitable stabilizers and/or agents that
increase the solubility of the compounds to allow for the
preparation of highly concentrated solutions.

Alternatively, the anti—a%herosclerosis or anti-
restenosis agent(s) may be in a powder form for
constitution with a suitable vehicle, e.g., sterile,
pyrogen—-free water, before use.

For suppository administration, the pharmaceutical
compositions may also be formulated by mixing the anti-
atherosclerosis or anti-restenosis agent(s) with a
suitable non-irritating excipient which is solid at room
temperature but liquid at rectal temperature and
therefore will melt in the rectum to release the drug.
Such materials include cocoa butter, beeswax and other
glycerides.

For administration by inhalation, the anti-
atherosclerosis or anti-restenosis agent(s) can be
conveniently delivered through an aerosol spray in the
form of solution, dry powder, or cream. The aerosol may
use a pressurized pack or a nebulizer and a suitable
propellant. In the case of a pressurized aerosol, the
dosage unit may be controlled by providing a valve to
deliver a metered amount. Capsules and cartridges of,
for example, gelatin for use in an inhaler may be
formulated containing a powder base such as lactose or
starch.

For ophthalmic and otitis uses, the pharmaceutical
compositions may be formulated as micronized suspensions
in isotonic, pH adjusted sterile saline, or preferably,
as solutions in isotonic, pH adjusted sterile saline,
either with or without a preservative, such as
benzylalkonium chloride. Alternatively, for ophthalmic
uses, the pharmaceutical compositions may be formulated

in an ointment, such as petrolatum.
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In addition to the formulations described
previously, the anti-atherosclerosis or anti-restenosis
agent (s) may also be formulated as depot preparations.
Such long acting formulations may be in the form of
implants. The anti-atherosclerosis or anti-restenosis
agent (s) may be formulated for this route of
administration with suitable polymers, hydrophobic
materials, or as a sparing soluble derivative such as,
without limitation, a sparingly soluble salt.

Additionally, the anti-atherosclerosis or anti-
restenosis agent(s) may be delivered using a sustained-
release system. Various sustained-release materials have
been established and are well known by those skilled in
the art. Sustained-release capsules may, depending on
their chemical nature, release the compounds for 24 hours
up to several days. Depending on the chemical nature and
the biological stability of the therapeutic reagent,
additional strategies for protein stabilization may be
employed.

Tn certain embodiments, the anti—-atherosclerosis or
anti-restenosis agent(s) are applied topically. For
topical applications, the pharmaceutical composition may
be formulated in a suitable ointment containing the anti-
atherosclerosis or anti-restenosis agent (s) suspended or
dissolved in one or more carriers. Carriers for topical
administration of the compounds of this invention
include, but are not limited to, mineral oil, ligquid
petrolatum, white petrolatum, propylene glycol,
polyoxyethylene, polyoxypropylene compound, emulsifying
wax and water. Alternatively, the pharmaceutical
compositions can be formulated in a suitable lotion such
as suspensions, emulsion, or cream containing the active
components suspended or dissolved in one or more
pharmaceutically acceptable carriers. Suitable carriers

include, but are not limited to, mineral oil, sorbitan
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monostearate, polysorbate 60, cetyl esters wax, ceteary
alcohol, 2-octyldodecanol, benzyl alcohol and water.

Several different animal models are available to
evaluate reduction of atherosclerosis or restinosis by
antiviral drug treatment. In these models histological
changes in the atherosclerotic lesions of aortic arteries
are measured in animals infected with a herpesvirus and
treated or untreated with an antiviral drug capable of
inhibiting replication of the herpesvirus. The models
include murine CMV infection of apoE deficient mice and
rat CMV infection of rats. These models would mimic the
effects of human CMV infection. MHV-68 is a murine
gammaherpesvirus related to EBV. Antiviral treatment has
been shown to reduce atherosclerosis caused by HMV-68
infection in apoE deficient mice. Drugs containing
compounds of Formula X and XII-XV inhibit replication of
these animal viruses so the models could be used to show
an effect of drugs containing compounds of Formula I and
IT on development of atherosclerosis. Lemstrom, et al,
“Cytomegalovirus Infection-Enhanced Allograft
Atherosclerosis is prevented by DHPG Prophylaxis in the
Rat”, Circulation Vol. 90, No. 4, October 1994, pp 1969-
1978; Burnell et al, “Atherosclerosis in a poE Knockout
Mice Infected with Multiple Pathogens”. Both of these
references are herein incorporated by reference.

The terms and expressions which have been employed
in the foregoing specification are used therein as terms
of description and not of limitation, and there is no
intention, in the use of such terms and expressions, of
excluding equivalents of the features shown and described
or portions thereof, it being recognized that the scope
of the invention is defined and limited by the claims
which follow.

All published documents are incorporated by

reference herein.
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In Claims to methods utilizing compounds of Formula
XII, XIII, XIV and XV, it is to be understood that the
prefixed numbered R groups correspond to numbered R

Groups of the W Formulae.
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What is claimed is:

1. Use of a compound selected from the group
consisting of structures of Formula X, Formula XII,
Formula XIII, Formula XIV and Formula XV to manufacture a
medicament useful for preventing or treating

atherosclerosis or restenosis in a mammal,

wherein Formula X is

R 8\

X

and pharmaceutically acceptable salts thereof; and

wherein ring A is a saturated or unsaturated fused double
or triple heterocyclic ring having 1, 2, 3 or 4
heteroatoms selected from group consisting of
oxygen, sulfur, or nitrogen; and

wherein R and X* are the appropriated substitutents,

respectively;

wherein Formula XII is

0]
XIl
GWNJLN/“\[::l\
H
XXII

Xl
wherein,
X is Cl, Br, F, CN or NOy;
GXII iS

a) Ci-7salkyl which partially unsaturated and is
substituted by hydroxy, or

b) Cisalkyl substituted by NR¥IR¥? or
4-tetrahydropyran;
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R¥I! is Cy7alkyl substituted by hydroxy, Ci-salkoxy,
aryl*, or heteroaryl;

R¥1"2 js hydrogen or Cisalkyl; or

R¥I1 and R*¥'? together with the nitrogen to which they
are attached form morpholine which may be optionally
substituted by ** aryl or Ci-salkyl;

W is a heterocycle of formula W1¥?, w3**, or w4*'%;

OH OH R* OH

1__A 2 1__A 2 1 2

TIY T ap

CNE sc~eK 0P oS WNRe
w1 ‘W3 w4

[It is intended that the R? and R® substituent and
substituents A-F, J and K on the W1*¥?!, w3*! and wW4* on
the formulas above, as well as the W numbers under the

formulas, be succeeded by the Roman Numeral XII.]

A¥T is CR¥™ or nitrogen;
B¥ is CR¥™'® or nitrogen;
c* is CR™"® or nitrogen;
EXT and F*! are such that
a) one is oxygen and the other is C(=0); or
b)  EXT is C(=0) and F** is NR™';
J¥T and K*T are such that
a) J*IT {5 nitrogen and KT is CR¥'®; or
b) T is CR¥MI® and K*! is nitrogen;
with the provisos that when W is of formula W3*' and
J¥T is nitrogen, then at least one of A*' and B* is

nitrogen;

R¥T% is H, halogen, or Ci-salkyl optionally substituted by

one to three halogens;
RXII-—S

is

a) H,

b) halo,
c) ORXHI-12
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SRXII~12,

Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from ORXI™12, ~gRXII-12

NRXII—lORXII—ll ,

’
or halo,

Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORMII™I2  gRXII-12 . NRXII-10RKII-IL

(C=0) Rx11—9’

S (0) mXIIRXII—9’

(C=0) ORXII—ZI

NHSO,R* 7?9,

nitro, or

cyano;

H,
halo,
arleII ,
hetXII,
ORXII-12

SRXII—12,

Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥I %2, grXH-1Z,

NRXII—lORXII—ll lXII

, ary , halo, Cs-gcycloalkyl
optionally substituted by OR'?, or het*"

attached through a carbon atom,

NRXII—lORXII-ll ,

Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORXII—lZ SRXII—12’ or NRXII—lORXII—ll’

4
(C=0) R¥HI-9,
S (0) FIIRXII-®
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(C=0) OR*72,
NHSO,R¥?,
nitro, or

cyano;

H,
Ci7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥'™?, gR¥! ™2

NRXII—lORXII~11,

4

or halo,
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORXII—lZ SRXII—lZ, or NRXII—lORXII—J_l’

14

arylxn,

het®?;

or

H,
Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥I™12 ~gr¥I-12

NRXII-lORXII—ll ,

4

or halo,

ORXII-IZI or
SRXII—lZ .

r

C1_7al kyl ’
NRXII—lORXII—ll ,

aryl®*?!, or

XIT
tI

hetxn, wherein said he is bound through a

carbon atom;
R¥T°1 are independently
H,

aryl®T,

Ci-7alkyl which may be partially unsaturated and
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is optionally substituted by one or more
substituents selected from CONR?R?, CO;R*, het*',

aryl¥!

, cyano, or halo,

C,7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NRXII-ZRXH-2 OR¥2, or SR¥II2,
Ci_gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXII—2, SRXII—2, or NRXII—ZRXII~2, or

R¥II-10 ong R¥M together with the nitrogen to

which they are attached form é het*!;

H,
aryl¥T,

hetXII

Cisalkyl optionally substituted by aryl®™?,
het*!, or halogen,

Cy-yalkyl substituted by ORMIQ, SRHIQ, or
NRXII-2RXII-2 - oy
Csgcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,

ORXII—Z, SRXII—2, or NRXII—ZRXII—Z;

is independently 1 or 2;

aryl®** is a phenyl radical or an ortho-fused bicyclic

carbocyclic radical wherein at least one ring is

aromatic, and aryl®*' maybe optionally substituted

with one or more substituents selected from halo,

OH, cyano, NRFIZR¥II2 = cO,R¥?, CF3, Ci-galkoxy, and

Cig alkyl which maybe further substituted by one to

three SRXIT™2 —NR¥IIZZRXII-2 - ORXII“2 - op CO,R*™? groups;

het*? is a four- (4), five- (5), six- (6), or seven- (7)

membered saturated or unsaturated heterocyclic ring

having 1, 2, or 3 heteroatoms selected from oxygen,
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sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het*® may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
CO,R¥* 2 CF;, Ci-galkoxy, oxo, oxime, and Ci-g alkyl
which may be further substituted by one to three
SRXII_Z, NRXII—ZRXII—Z, ORXII—2’ or COgRXII_Z groups;

halo or halogen is F, Cl, Br, I;

1 represents the point of attachment between W' and G*'¥;

2 represents the point of attachment between W' and the
carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof;

wherein Formula XIII is

o]
GXIIM(U\N
Ay Xii-2
W H/\©\Xxm

XIii
wherein,
x*1 35 cl, Br, F, CN or NOy;
GXIII iS
a) Csz_7alkyl which is partially unsaturated and is
substituted by hydroxy, or
b) Cisalkyl substituted by NRFHTIRFIH™Z op

4-tetrahydropyran;

R¥IIL i5 Cyqalkyl substituted by hydroxy, Ci-salkoxy,

aryl®®, or heteroaryl™?;

R¥II2 43 hydrogen or Cjy-7alkyl; or

R¥III-L gand R¥72 together with the nitrogen to which they
are attached form morpholine which may be optionally

lXII

substituted by ary or Ci-7alkyl;
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is
R* OH
1 2

7
XN |

¢CXI R8

[}
WXIII

is CR™M™ or nitrogen;

is CR¥™® or nitrogen;

with the provisos that B*'! and C**' cannot be both

nitrogen;

R¥11"% is H, halogen, or Ci-salkyl optionally substituted

RXIII—S

by one to three halogens;

is

a) H,

b) halo,

C) ORXIII-lZ,

d) SRXIII—12,

e) Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from ORXHIHQ, SRXHI&Z,
NRXIII—lORXIII—11, or halo,

£) Cs.gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIII—12, SRXIII~12’ or NRXIII—lORXIII—ZH,

g)  (C=0)R¥,

h) g (O) mXIIIRXIII—-Q’

i) (C=0) OR*2,

j)  NHSO,R*™?,

k) nitro, or:

1) cyano;

RXIII—6 is
a) H,
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b) halo,

<) aryl¥IT,

d) het®*, or

e) RXIII-7;
RXIII'—7 is

a) ORXIII—J.Z,

b) SRATIIIZ

c) Ci-salkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥II712 =~ gp¥IHI-Z
NRITII-LORXIII-IL & 5y 1 ¥ halo, Ci-gcycloalkyl
optionally substituted by OR¥™?  or het®™
attached through a carbon atom,

d) NRXIII—lORXIII—11,

e) Cs_gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,
ORXIII—IZ’ SRXIII—12, or NRXIII—lORXIII-ll’

£) (C=0) R¥TIT-9
g) g (O) mXIIIRXIII—9,
h) (C=0) OR¥*72,
i) NHSO,R¥TII?
3) nitro, or
k) cyano;

RXIII-B is
a) H,

b) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

IIT- XIII-12
XIIl2’ SR II-1

substituents selected from OR ;

NRXIII—IORXIII—ll, or halo,
c) ORXIII—12, or
d) SRXIII—12.
RXIII—9 is
a) Ci-7alkyl,
b) NRXIII~1ORXIII—11
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XIII
17,

ary or

XIII

het*!, wherein said het is bound through a

carbon atom;

R¥IIZI0 gapng R¥IIM are independently

)

RXIII—lZ

o Q o 9

each m®

is

IIT

H,

arylXI,

Cij-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONRX¥THI-2R¥XIII-2
COR¥II2 | het*I  aryl**, cyano, or halo,
Cy-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NRXIII_ZRZ, ORXIII“Z, or SR¥HIZ
Csgcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIII-Z  gRXITI-2 = o NR¥II-2RXITI2 - oy

R¥ITIZ10 apng R¥MIM together with the nitrogen to

which they are attached form a het*"%;

H,
aryl¥,

hetXIII,

Cisalkyl optionally substituted by aryl*F,

het*™, or halogen,

Cogalkyl substituted by OR¥M™?, sR¥M72 or

NRXIII—ZRXIII-Z or

4

Cs-gcycloalkyl which may be partially

unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORXIII—Z SRXIII-—Z or NRXIII-ZRXIII—Z_
r r 14

is independently 1 or 2;

arleIII is a phenyl radical or an ortho-fused bicyclic

carbocyclic radical wherein at least one ring is

aromatic, and aryl®™ maybe optionally substituted

1lle



WO 2004/019933 PCT/US2003/026963

with one or more substituents selected from halo,
OH, cyano, NRXIII2R¥III-2 - cQ,R¥I72 - CF3;, Cjigalkoxy, and
Ci-6 alkyl which maybe further substituted by one to
three SR¥III-2 NRXIIIZRXIII-2 - ORXIII-Z = o o, RXITI-2
groups;

het®™ is a four- (4), five- (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heterocatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
¥1I"het may be optionally substituted with one or
more substituents selected from halo, OH, cyano,
phenyl, CO.R*™™2  CF;, Ci-galkoxy, oxo, oxime, and Ci-
alkyl which may be further substituted by one to
three SRXII2 NRXITII-2RXIII-2  ORXIII=2 = oy Q) RETII-2
groups;

halo or halogen is ¥, Cl, Br, I;

XITI

1 represents the point of attachment between W and

GXIII,
2 represents the point of attachment between W and the
carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof;

wherein Formula XIV is

O

wa-/]\ H
SWAIV-2 XXIV

Xiv

wherein,

x¥V is cl, Br, F, CN, or NOy;

GXIV iS

a) Ci-galkyl which is fully saturated or partially
unsaturated and is substituted by hydroxy, or

b) Ci-g4alkyl substituted by NREIV-1RXIV-2
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4-tetrahydropyran;

RV is C,7alkyl substituted by hydroxy, Ci_salkoxy,
heteroaryl, or aryl*V;

R¥V"2 is hydrogen or Cj;;alkyl; or

R¥V1 and R¥V"? together with the nitrogen to which they
are attached form morpholine which may be optionally
substituted by aryl*V or Cy;alkyl; or pyrrolidine
substituted by hydroxy;

WV is a heterocycle of formula W1*Y, w2*¥, w3*V, w4**,
WSXIV, W6XIV"‘ W7xxv’ W8XIV, W9x1v, WlOXIV, WllXIV, W12XIV,
W13XIV, W14XIV, W15x1v, W16XIV, W17x1v, W18%tY, W19%TV,
Ww20%Y, wWw21*Y or w22*Y

OH R¢ OH o) ' o)

1. A 2 1 2 1_ A 2 1. A 2
T ] P ﬁ b'S ﬁ
F RE O“™N Rg SC N7 R, ~C~ N~

6 R7 RS R7 R7
W1 w2 w3 w4
R O 0 4 OH o)

A
1f\N | 2 1WB/’A‘N | 2 1fLNJT2 1? Biu\/l[z
00" X~ R8 ~*c/'\\N R8 RS \c)\f G- Y~ R8

6 6
W5 w6 w7 w8
OH R* OH OH
1 2 A 2 2
OO, OO TS
c R8 RS AN N A re R8
. g T L
w9 w11
RY OH R* OH
1 2 1 2 2
l ~ 72 | AN
RS N N R®
6 R7 6
w13 W15
Rt O o) o)
PN Ay A
RN AN 1)\8)\\N R8 1)\3 N-
6 R7
w17 W19 W20
R* ©
Y/Kﬁ[ e
R-,,N\Y N RB 1 /ks N~ (O)m
R? R7
w21 w22
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[It is intended that the R substituents and substituents
A-F, J, K and Y on the W Formulas above, as well as the W
number under the formulas, be succeeded by the Roman
Numeral XIV.]

A¥YV is CR¥V™ or nitrogen;

B¥V is CR*V"® or nitrogen;

XIV XIV-6
C R

is C or nitrogen;

DXIV RXIV—B

is C or nitrogen;

EXYV and F are such that one is oxygen and the other is

C(=0);

JXIV RXIV—7

is N or oxygen;

K*V and L are defined such that

a) K%V is CR¥VS and ¥V is CR¥™V®, or

b) KV is absent and L*V is sulfur;

MY is oxygen, sulfur, or S(O)m;

Y*V is oxygen or sulfur;
R¥¥V™* is H, halogen, or Cisalkyl optionally substituted by

one to three halogens;
RXIV—S

is

a) H,

b) halo,

C) ORXIV—12’

d) SRXIV-12

e) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥V™1%, gr¥V-12
NRXIV-lORXIV—ZLl, or halo,

£) Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIV—lZ’ SRXIV-IZ, or NRXIV—lORXIV—11,

g)  (C=0)R™,

h) g (O)mXIVRXIV—9,

i) (C=0) OR*"2,

3)  NHSO.R*V™?,
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nitro, or

cyano;

H,
halo,
arleIV,

het*V,

V-
ORXI 12 ,

g RXIV—12

Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥V™12, gRr¥IV-12
NRXTV-I0RXIV-1L - XIV-3py], halo, Cs-gcycloalkyl

optionally substituted by OR¥V12 = oy ¥V et

r

attached through a carbon atom,

NRXIV-10RpX1v-11 ,

Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OR¥IV-12  gRXIV-12 o NR¥IV-10R¥1V-11

(C=O) RXIV-—QI

S (0) FIVRXIV-O

(C=0) OR*"2,

NHSO,R*"™?,

nitro, or

cyano;

H,
Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥V™2Z = gRXIV-1Z

NRXIV—lORXIV—11, or halo,
Cs-gcycloalkyl which may be partially

unsaturated and is optionally substituted by
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one or more substituents selected from halogen,

- - XIVv-10 -
ORXIV 12, SRXIV 12 , or NR RXIV 11,
aryl*V, or
hetXIV;

H,

Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥V™12 ~gRr¥IV-i2

NRXIV—l ORXIV-11

r

, or halo,

ORXIV-12
gRXIV-12,
Ci—7alkyl,

NRXIV—l ORXIV—ll

14

1%V or

ary
het*V wherein said *'"het is bound through a
carbon atom;

R¥V"1 gare independently
H,
arleIV,

Ci-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONR¥TV-2RX1V-2
COR¥ 2, het*V, aryl*¥, cyano, or halo,
Cy-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NR¥WV-2RXIV-2 =~ QRXIV-2 = op gR¥IV"Z,
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIV—2’ SRXIV—2' or NRXIV—ZRXIV—2, or

R¥V10 gng R¥IVI together with the nitrogen to

which they are attached form a het®™;
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H,
lXIV,

a)

b) ary
c) het*V
d)

Ci-7alkyl optionally substituted by aryl*¥,

or
halogen,

e) Cs-7alkyl substituted by OR¥V"2, SrR*V™?, or
NR¥V-2REIVZ oy

f) Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OR¥IV-2  gRXIV-2 o NR¥IV-2R¥IV-Z,

each m™

is independently 1 or 2;

aryl®™V is a phenyl radical or an ortho-fused bicyclic
carbocyclic radical wherein at least one ring is
aromatic, and aryl®*¥ may be optionally substituted
with one or more substituents selected from halo,
OH, cyano, NR¥V2R¥V-2  cOo,R*Y™?, CF;, Ci-ealkoxy, and
Ci-6 alkyl which maybe further substituted by one to
three SRZ, NR¥V2RXIV-2  OR¥V-2  or COR®™? groups;

het*V is a four- (4), five- (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het*V may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
COZRXRFZ, CF3, Ci-galkoxy, oxo, oxime, and Ci.¢ alkyl
which may be further substituted by one to three
SRXIV~2, NRXIV—ZRXIV—2, ORXIV—2, or COZszv—z groups;

halo or halogen is ¥, Cl, Br, I;

1 represents the point of attachment between W and G;

2 represents the point of attachment between W and the
carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof;

122



WO 2004/019933 PCT/US2003/026963

wherein Formula XV is

(@]
GXV

ATV /\T::]\WW

XV

or a pharmaceutically acceptable salt thereof,

wherein,
x* is Cl, Br, F, CN or NOy;
GY is
a) Ci-salkyl which is fully saturated or partially

unsaturated and is substituted by hydroxy, or

b) Ci-galkyl substituted by N or

4-tetrahydropyran;
R¥! is Cy-7alkyl substituted by hydroxy, Ci-salkoxy, or
aryl;
R¥"2 is hydrogen or Ci-salkyl; or
R¥! and R¥? together with the nitrogen to which they are
attached form
a) a morpholine which may be optionally
substituted by aryl or Ci-salkyl; or
b) a pyrrolidine ring substituted by hydroxy;

WY is a heterocycle of formula Wi¥, w2*’, w3*, w4™, ws*Y,

weX’, w7t or we*
o) R OH R¢ O R¢ O
1IA 2 1 2 1) 2 1A 2
el
(] 0 [ ] |
X N““R8 RS RE  OPNNSNRE RO SR8
p’ D ‘K’ L
w1 w2

W5 W6 ws
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[It is. intended that the R substituents and substituents
A, B, D, E, J, K and L on the W to w® Formulae above,

as well as the W number under the formulas, be succeeded

by the Roman Numeral XV.]
A is cr¥™

BXV is CRXV—S

or nitrogen;

or nitrogen;

(CRVPRY-M) ¥ — | where a*¥ is 2 or 3
(CRISRFV-16), — |

&V _ QRI3R¥V-14 CRISRXV-14 ,
CRIBREV-14 _ y¥V _ CRISRXV-14 _
vEV _ CRISRFV-I4 gV
CRISRFV-14 _ CRIIRXV-M4 _ yXV _
vEV (CR15va—16)nxv -,

Y¥ _ CRY = CRY - ,

v - cr?® = N -,

CRY = CRI® — XV _ ,

N = CrR"® - ¥v* -,

(CRIR¥V-16),¥Y _ N = CR™ - , where b is 0 or 1
CR!® = N - (CRYPR¥%) ¥ — | where b is 0 or 1
N=N-,

N = CRY - (CR15R16) wV — , where b is 0 or 1

CRISREV-16 _ y¥V _ QRISREV-16 _ CRISREV-16 _

is CR® or nitrogen;

is CRY® or nitrogen;

is
a)
b)

(CRISRXV-16) XV _ = yhere a*¥ is 2 or 3, or

CRlS = CR15 -

(CRYSR¥V-16) XV _  where a* is 2 or 3, or

Y& _ (CRLSR¥V-16) - (CRISRXV-16) —
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YXV

with

when

when

when

RXV—- 4

RXV—S

is oxygen, S(0)g%, or NR®7;

the provisos that:

W is of formula WY1;

G¥ is Cisalkyl which is fully saturated and is
substituted by hydroxy or morpholinyl, in which
morpholinyl is attached through nitrogen;

AY is CrR¥4; B¥ is CR¥™®; and

R¥-8 j5 hydrogen then at least one of R®™%, R¥™

Xv-7

’
or R is not hydrogen or Cy-alkyl;

WY is of formula W%1, A% is CRWF4, BY is CRMFS,

DY ig — YXV _ CRIBR¥V-M _ CRUBR¥M -, and R¥? is
hydrogen then Y* is not oxygen;

WY is of formula W1, A* is crR¥™, and BY is CR¥V™
then D is not — CRY™ = CR" - ;

is H, halogen, or Cijsalkyl optionally substituted by

one to three halogens;

is

a) H,

b) halo,

) OR®V-12,

d) SR¥V-12

e) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from ORXV"12, SR¥V12

NRXV—lORXV—ll ,

r

or halo,

f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,

ORXV—lZ , SRXV—].Z , Or NRXV-lORXV—ll ,

g)  (C=0)R*",
h) S (O)mXVRXV—Q,
i) (C=0) OR*""2,
3) NHSO,R¥V™?,
k) nitro, or
1) cyano;
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H,
Ci-salkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR™™*?, SR¥™2,

NR¥V-I0R¥V-11 61 halo,

Cs_scycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
Ova—lzl SRXV—12, or NRXV—lORXV-lll

aryl®,

het®’,

(C=0)R*"?, or

S ( O)mvaxv—Q;

H,
Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥™?, SR¥™?,

NR¥V-10R¥-11 © 6r halo,
OR¥12, or

g RXV—lZ .

Ci7alkyl optionally substituted by OR¥"™*? or
NRXV—ZRXV-Z
I
Cs-scycloalkyl optionally substituted by ORXV"12
or NRXV-2REV-2
14

KV-10p/XV-11
NRXV-I0R¥V-1L

aryl®, or
het®, wherein said het® is bound through a

carbon atom;

and R®™™ are independently

a)
b)

c)

H,
aryl®,

Ci-7alkyl which may be partially unsaturated and
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is optionally substituted by one or more

substituents selected from CONR*R®™?, CO,R¥7?,

lXV

het™, aryl*, cyano, or halo,

d) Co-salkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NRYVZ2R¥-2 OrR¥™2, or SR¥7?,

e) Csgcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXV—2, SRXV—ZI or NRXV—ZRXV—ZI or

£y R and R together with the nitrogen to
which they are attached form a het™;

RXV—12 iS

a) H,

b) arylﬁn

c) het®*’,

d) Cisalkyl optionally substituted by aryl®™, or
halogen,

e) Cs7alkyl substituted by OR¥™2, gR¥"?, or
NRXV_ZRXV_Q, or

f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXV—Z’ Sva—z’ or NRXV—ZRXV—Z;

RXV-13 - RXV-L4 R¥"15  and R¥'® are independently

a) H

b) Cinalkyl which may be partially unsaturated and
optionally substituted by one or more ORXV"12,
SR¥V-12, NR¥VIORXVM or halo groups,

c) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXV—].Q, SRXV-12, or NRXV~10RXV—-11,

d) arylmC
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e) het®™, wherein said het® is bound through a

carbon atom,

£) OR¥V-12

g) SRXV—lZ ,

h) NRXV-10RXV-11,

i)  (c=0)OR™?, or

3) R and R or R and R'® together with the

carbon to which they are attached form (C=0);

each m% is independently 0, 1 or 2;

each n® is independently 1 or 3;

aryl® is a phenyl radical or an ortho-fused bicyclic
carbocyclic radical wherein at least one ring is
aromatic, and aryl® may be optionally substituted
with one or more substituents selected from halo,
OH, cyano, NR¥V-2RXV-2, CO,R¥"2, CF;, Ci-galkoxy, and Ci-e
alkyl which maybe further substituted by one to
three SRY™2, NR¥2R¥"2, OR¥™?, or CO,R™™? groups;

nhet®™ is a four- (4), five- (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
¥-het may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
CO,R¥"2, CF3, Ci-galkoxy, oxo, oxime, and Ci-g alkyl
which may be further substituted by one to three
SR¥"2, NR¥R¥2, OR*?, or CO,R*? groups;

halo or halogen is F, Cl, Brxr, I;

1 represents the point of attachment between W and G*Y;

2 represents the point of attachment between W and the
carbonyl group of Formula (I);

and pharmaceutically acceptable salts thereof.
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2. A use of Claim 1, wherein the compound has the

0]
R /&\
O AW

X

Formula X

and pharmaceutically acceptable salts thereof;

wherein ring A* is a saturated or unsaturated fused double
or triple heterocyclic ring having 1, 2, 3 or 4
heteroatoms selected from group consisting of oxygen,
sulfur, or nitrogen; and wherein R¥ and X* are the

appropriated substitutents, respectively.

3. The use of Claim 2, wherein the compound is

selected from the group consisting of compounds 1 to 16:
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H o) O
H R
j H
HO N Cl
&H3 Compound No. 1
o O
¢
N ~N
SACRR AT
N Cl
CH,

Compound No. 2

0 (@)

4

‘“ﬂ?\“
LT VL,

CHy

Compound No. 3

sasennel
I

Compound No. 4

saeanael

N
[ ] Compound No. 5
0]
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(}

OH O
X &\N
Seghel
Compound No. 6
oH ©
HO/V\@?TH\N
N? 'l'/\@\cu

Compound No. 7

Compound No. 8

o O
(\N | &\m/\©\
\) N Cl

Compound No. 9

OH

Compound No. 10
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o)

Sheen el

A Compound No. 11

)

o ©O
A
N ~N
SACAR RS

H e3"'3 Compound No. 12
HO
O S
HO ~ &\N
ERe\
N Cl
d3H3 Compound No. 13
o ©O
0]
H AN B\N
N~ Cl
CH,

Compound No. 14
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o O
HO S 8
- ~N
SORAG
CH, NN Cl
CH,

Compound No.15

HO
oH ©
4
A \I}l/\©\
N cl

Compound No. 16

4. A use of Claim 1, wherein the compound has the

Formula XII

(0]
Xl
G*NJLN/\T::]\
H
XXII

Xl
wherein,
x* is cl, Br, F, CN or NOy;
GXII 4 g
a) Ci-7alkyl which partially unsaturated and is
substituted by hydroxy, or
b) Ci-qalkyl substituted by NR¥ITIRXIIZZ oy

4-tetrahydropyran;
R¥II-1 i35 Cpgalkyl substituted by hydroxy, Ci-salkoxy,

aryl®?

, or heteroaryl;
R¥1T2 is hydrogen or Cj-7alkyl; or

R¥IL and R¥'? together with the nitrogen to which they
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are attached form morpholine which may be optionally
substituted by *f aryl or Cialkyl;

W is a heterocycle of formula W1¥%, w3*™*, or W4k,

OH OH R* OH
1A 2
Y RO
¢ E” s~ oo e
w1 w3 w4

[It is intended that the R? and R® substituents and
substituents A-F, J and K on the W1¥?, w3*™ and w4*"*
Formulas above, as well as the W number under the

formulas, be succeeded by the Roman Numeral XII.]

A¥T is CR™™™ or nitrogen;

B¥I is CR¥I™® or nitrogen;

CXII RXII-6

is C or nitrogen;

EX¥T and F*! are such that

a) one is oxygen and the other is C(=0); or
b) ET is C(=0) and F*' is NR¥';

I and K**' are such that

a) J¥I ig nitrogen and K is CR®'®%; or
b) J¥II {5 CR¥™® and K is nitrogen;

with the provisos that when W' is of formula W3** and
J¥I is nitrogen, then at least one of A®™' and B* is

nitrogen;

R¥I4 is H, halogen, or Ci-salkyl optionally substituted by

one to three halogens;
RXII-S

is

a) H,

b) halo,

C) ORXII—12'

d) SRXII-lZ,

e) Ci-7alkyl which may be partially unsaturated and

optionally substituted by one or more
substituents selected from OR¥!™'? ~gR¥I™Z

NRXII—IORXII—11, or halo,
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£) Cigcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORMI-12  gRKIIIZ o NRXII-10RXII-11
g)  (C=0)R*¥*,
h) S (0) FEIRKIT-Y
i) (C=0) OR*12,
§)  NHSOR*'™?,
k) nitro, or
1) cyano;‘
REII6 4
a) H,
b) halo,
c) arylxu,
d)  het®™F,
e) OR¥II-12.
£) SR¥I-12
g) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from ORXIT™2 gR¥I1Z,
NRXTI-10RXII-11 arylxu, halo, Cs-gcycloalkyl
optionally substituted by OR'?, or het*
attached through a carbon atom,
h) NR¥TI-10RXII-11
i) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIIT12  gRXIT-IZ oy NREXTI-10RXIT-11
1) (C=0) RXFI-9,
X) S (0) JHIRFTI-Y
1) (C=0) OR*172,
m)  NHSO,R*'?,
n) nitro, or
o) cyano;
RXII-7 4 g
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H,
Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥I ™%, SR¥H™Z,

NRXII—lORXII—-11, or halo,

Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXII-12  gRXII-IZ oy NRF¥II-10RXIT-11
aryl*?*, or

het*?;

H,
Cisalkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥II™12, ~gR¥II-1Z,

NRXII—lORXII~1l, or halo,

ORXII-12 , or
QRXII-12,

7

C1_7alkyl ’

NRXII~10RXII—11 ,

1% or

ary
het®*!, wherein said het*? is bound through a
carbon atom;

R¥II are independently

H,

aIYlXII,

Ci-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONR?R?, CO.R*, het™,
aryl**, cyano, or halo,

C,-7alkyl which may be partially unsaturated and
is substituted by one or more substituents

selected from NRMIZR¥IIZ  Or¥I2  or SR¥?,
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e) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,

ORXII—Z, SRXII—Z’ or NRXII—ZRXII—ZI or

£) R¥II-10 ong R¥MIM together with the nitrogen to
which they are attached form a het®;
is
a) H,
b) arylxn,
c) het*H
d) Ci-7alkyl optionally substituted by aryl™?t,

het®™®, or halogen,

e) Cy-7alkyl substituted by ORHIQ, SRmmd, or
NRXII—ZRXII—ZI or

f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXII-—Z, SRXII—Z, or NRXII—ZRXII~2;

I

m is independently 1 or 2;

aryl*® is a phenyl radical or an ortho-fused bicyclic

hetXII

carbocyclic radical wherein at least one ring is
aromatic, and aryl*’ maybe optionally substituted
with one or more substituents selected from halo,
OH, cyano, NR¥I2R¥II™2 = CO,R*?, CF3, Ci-salkoxy, and
Ci-¢ alkyl which maybe further substituted by one to
three SRMI2, NRKIZR¥IIZZ - OR¥I2 - or COR™'™? groups;
is a four- (4), five- (5), six—- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het*’ may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,

CO;?“IQ, CF3, Ci-galkoxy, oxo, oxime, and Ci.g alkyl
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which may be further substituted by one to three
SRXII-2 NRXII-2RXII-2 OR¥I2  op COZRXII—Q groups;
halo or halogen is F, Cl, Br, I;
1 represents the point of attachment between w* and G*Y;
2 represents the point of attachment between W and the
carbonyl group of Formula (I);

and a pharmaceutically acceptable salt thereof.

5. The use according to Claim 4, wherein the

compound is:

(1) N;(4—chlorobenzyl)—4—hydroxy—6—(4—
morpholinylmethyl)—2—oxo—2H;pyrano[2,3—c]pyridine—3—

carboxamide;

(2) N;(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—l—

propynyl)—1—oxo—lH;isochromene—3—carboxamide;

(3) N>(4—chlorobenzyl)—4—hydroxy—l—oxo—6—(tetrahydro—2H>

pyran—4—ylmethyl)—lH—isochromene-B—carboxamide;

(4) N;(4—chlorobenzyl)—4—hydroxy—6—(4—

morpholinylmethyl)—l—oxo—1HFisochromene—3—carboxamide;

(5) N>(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxy—1—
propynyl)—8—oxo—7,8—dihydro[l,7]naphthyridine—6—

carboxamide;

(6) NL(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—1—

propynyl)—1—oxo—l,2—dihydro—3—isoquinolinecarboxamide;
(7) NF(4—chlorobenzyl)—4—hydroxy—6—(4—

morpholinylmethyl)-1-oxo-1,2-dihydro-3-

isoquinolinecarboxamide;

138



WO 2004/019933 PCT/US2003/026963

(8) N;(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—1—
propynyl)[1,7]naphthyridine—3—carboxamide;

(9) N- (4-chlorobenzyl)-8-ethoxy—-4-hydroxy-6-(3-hydroxy-
l—propynyl)[1,7]naphthyridine—3—carboxamide;

(10) N;(4—chlorobenzyl)—4—hydroxy—6—(4—
morpholinylmethyl)[l,7]naphthyridine—3—carboxamide;

(11) N;(4—chlorobenzyl)—8—ethoxy—4—hydroxy—6—(4—
morpholinylmethyl)[l,7]naphthyridine—B—carboxamide;

(12) N- (4-chlorobenzyl)-4-hydroxy—-6- (3-hydroxy-1-
propynyl)[1,5]naphthyridine—3—carboxamide;

(13) N-(4-chlorobenzyl)-4-hydroxy-6-(4-
morpholinylmethyl)[l,5]naphthyridine—3—carboxamide;

(14) N;(4—chlorobenzyl)—4—hydroxy-6—(tetrahydro—2Hprran—
4—ylmethyl)[l,5]naphthyridine—B—carboxamide;

(15) N- (4-chlorobenzyl)-8-hydroxy-2- (3-hydroxy-1-
propynyl)pyrido[B,2—d]pyrimidine—7—carboxamide;

(16) N;(4—chlorobenzyl)—8—hydroxy~2—(4—
morpholinylmethyl)pyrido[3,2—d]pyrimidine-7~carboxamide;

(17) N;(4—chlorobenzyl)—5—hydroxy—3—(4—
morpholinylmethyl)[l,7]naphthyridine—6—carboxamide;

(18) N—(4—chlorobenzyl)—5—hydroxy—3-(3—hydroxy—l—
propynyl)[l,7]naphthyridine—6—carboxamide;

(19) N>(4—chlorobenzyl)—S—hydroxy—B—(tetrahydro—ZHprran—
4—ylmethyl)[l,7]naphthyridine—6—carboxamide;
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(20) N-(4-chlorobenzyl)-4-hydroxy-6-(4-

morpholinylmethyl)—3—isoquinolinecarboxamide;

(21) N;(4—chlorobenzyl)—4—hydroxy—6—(3—hydroxy—l—

propynyl)—3—isoquinolinecarboxamide;

(22) N;(4—chlorobenzyl)—4—hydroxy—6—(tetrahydro—2ﬂ>pyran—

4—ylmethyl)—3—isoquinolinecarboxamide; or

a pharmaceutically acceptable salt thereof.

6. The use of Claim 1, wherein the compound has

the Formula XIII

GXil-1

0
e
\W HA@\)(XIH

Xil

wherein,

x¥1 js cl, Br, F, CN or NOy;

GXIII is

a) Cs—salkyl which is partially unsaturated and is
substituted by hydroxy, or

b) Ci-galkyl substituted by NR¥MIIR? or
4-tetrahydropyran;

R¥M1 ig C,7alkyl substituted by hydroxy, Ci-salkoxy,
aryl**  or heteroaryl;

R¥II°2 35 hydrogen or Ci-7alkyl; or

R¥IIL ang R¥II2 together with the nitrogen to which they
are attached form morpholine which may be optionally

substituted by aryl or Cisalkyl;
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WXIII iS

RXIHOH

BT 15 CR¥™M™® or nitrogen;
C¥III i 5 CR¥I® or nitrogen;
s : XIII XIII
with the provisos that B and C cannot be both
nitrogen;
R¥11I~¢ 5 H, halogen, or Cj-salkyl optionally substituted

by one to three halogens;

RXIII—S is
a) H,
b) halo,
) OR¥III-12
d) SR¥IIIT-12
e) Ci7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥II™12 —gR¥IITZ

NRXIII—lORXIII—ll’ or halo,

f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

- — - T -
ORXIII 12, SRXIII 12 or NRXIII 10RX II-11

4 4

g)  (C=O0)R™7?,
h) g (O) mXIIIRXIII~9,
i) (C=0) ORXIII—2,
) NHsozRXIII—9,
k) nitro, or
1) cyano;
RXIII-6 4 o
a) H,
b) halo,
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c) aryl*Ht,
d) het™, or
c) RXTIT=T
RXIII—7 iS
XITI-12
a) QR¥I-1Z

b) SRXIII—-lZ

c) Ci7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥II712 =~ gR¥HII-1Z
NRXIII'loRXIII_ll, arleIII, halo, Cs-gcycloalkyl

optionally substituted by OR*™™*?, or het**!

r

attached through a carbon atom,
d) NRXIII—lORXIII—ll
14
e) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,

ORXIII—12’ SRXIII-].Z, or NRXIII—lORXIII—11,

£) (C=0) R¥TII-9

g) S (O) mXIIIRXIII—9,

h) (C=0) OR¥*7?%,

i)  NHSO.R*?,

J) nitro, or

k) cyano;

RXIII-8 o

a) H,

b) Ci-salkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥II™12 —gRrXHIZIZ,
NRXIII—lORXIII—ll’ or halo,

c) ORXIII—12, or

d) SRxxn—lz;

RXIII—9 is

a) Ci-7alkyl,

b) NRXIII—lORXIII—H’

c) aryl*®, or
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het* T wherein said het®'" is bound through a

carbon atom;

R¥IIZI0 gand R¥IWH are independently

)

RXIII—].Z

n o o

[oR

each m

is

XIII

H,
ary1¥HT,

Ci-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONR®II2R¥II™2,
CO,R¥III2  hetXT  qryl1**  cyano, or halo,
Cp-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NRXVFIZRXIII-Z - oRXITI-Z - op gR¥HIZZ
Csz_gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
OR¥III-2  gRXIII-2 - NRFHIT2RXITI2 o

REIII-I0 opng R¥IM together with the nitrogen to

which they are attached form a het**;

H,
arleIII ,

hetXIII ,

Cisalkyl optionally substituted by aryl®*

14
het®***, or halogen,
Cy-nalkyl substituted by OR¥11-2  gr¥H™2  op
NRXTII-2RXITI-2 ..
14

Cs-scycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORKXIII-2  gRXIII-2 .. NRXITI-2pXIII-2,

14 14 7

is independently 1 oxr 2;

aryl®™ is a phenyl radical or an ortho-fused bicyclic

carbocyclic radical wherein at least one ring is

aromatic, and aryl®'’ maybe optionally substituted

with one or more substituents selected from halo,
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OH, cyano, NR¥HIIZZR¥IIZ - cO,R¥M™2,  CF3, Ci-salkoxy, and
Ci-¢ alkyl which maybe further substituted by one to
three SRXIII—Z, NRXIII—ZRXIII—ZI ORXIII—2, or COZRXIII—Z
groups;

het¥ is a four- (4), five- (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het* ™ may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
CO,R¥MI2 CF;, Ci-ealkoxy, oxo, oxime, and Ci-¢ alkyl
which may be further substituted by one to three
SRXIII—2’ NRXIII—2RXIII—2, ORXIII_Z, or COgRXIII_z groups;

halo or halogen is F, Cl, Br, I;

I
WX IT

1 represents the point of attachment between and

XIII
G ;

XIITI and

2 represents the point of attachment between W
the carbonyl group of Formula (XIV);
and a pharmaceutically acceptable salt thereof.

W2 is of the

7. The use of Claim 6, wherein
formula W2.1, as set forth on page 10 of the
specification of Application Serial No. 09/887 226 filed
June 22, 2001.

W¥I-2 {5 of the

8. The use of Claim 6, wherein
formula W2.2, as set forth on page 10 of the
specification of Application Serial No. 09/887 226, filed

June 22, 2001.

9. The use of Claim 6, wherein the compound is

selected from the group consisting of
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(1) N- (4-chlorobenzyl)-5-hydroxy-3-(4-

morpholinylmethyl)—6—isoquinolinecarboxamide;

(2) N;(4—chlorobenzyl)—5—hydroxy—3—(tetrahydro—ZHprran—

4—ylmethyl)—6—isoquinolinecarboxamide;

(3) N;(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxy—l—

propynyl)—6—isoquinolinecarboxamide;

(4) N- (4-chlorobenzyl)-5-hydroxy-3-(4-

morpholinylmethyl)—6—quinolinecarboxamide;

or a pharmaceutically acceptable salt thereof.

10. The use of Claim 1, wherein the compound has

the Formula XIV

O
GXN4/}LN
\WX'V‘ZI_| XIV
X
XV

wherein,
x*V is Ccl, Br, ‘F, CN, or NOz;
¥V is

a) Ci-salkyl which is fully saturated or partially
unsaturated and is substituted by hydroxy, or
b) C,_salkyl substituted by NR¥V-IR¥IV=2 or
4-tetrahydropyran;
R¥IV-1 i C,,alkyl substituted by hydroxy, Ci-salkoxy,
heteroaryl, or aryl*V;
R¥TV-2 {5 hydrogen or Ci-7alkyl; or
R¥IV-1 and R¥V? together with the nitrogen to which they
are attached form mqrpholine which may be optionally
substituted by aryl*V or Cisalkyl; or pyrrolidine

substituted by hydroxy;
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lXIV, W2XIV, W3XIV, W4XIV,

WY is a heterocycle of formula W
W5XIV, W6XIV, W7XIV, W9XIV' W].OXIV, WllXIV, WlZXIV,
W13, w14V, wis®v, wie®™’, wi7*, Wwis*y, wi9*,
W20%Y, w21* or w22*Y

W8XIV,

OH R4 OH 0
i A 2 1 2 1. A 2
X _ R BﬁE ﬁ
<F R8 O“N Rg SC SN"Ry ~c N’
6 R7 6 R?
w1 w2 w3 W4
Rt O 0 R OH
A 1
bacdhsedihaey
00" X R8 ~‘c/k\N RE RE \C/K'f
6 6
] W6 w7
OH R4 OH OH
A
11//A 2 1 2 17\}( A 2
c Re RS Y NR7 N R
6 6 \g/ 6
wo W10 w11
R* OH R* (O)y, R OH
1 2 1 E 2 1 2
AN 7 \‘.( - AN
| | &
RS N- LN
6 R7 R7 6
w13 w14 w15
Ré O OH o)
4 2
LN )H/z R l 2 AN
RS NS \N’N 1 s R8 )\s/k
6 6
W17 w18 W19
R* O OH
’
R7 N\Y N R& /k (o)m
R? W '
w21 w22

[It is intended that the R substituents and substituents
A-F, J, K, L, M and Y on the W Formulae above, as well as
the W number under the formulas, be succeeded by the
Roman Numberal XIV.]

A¥V ig CR¥™? or nitrogen;

B*V is CR¥™ or nitrogen;
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XIV
XTI
D v

X
EIV

X
JIV

is C

RXV— 6

PCT/US2003/026963

or nitrogen;

is CR¥"® or nitrogen;
and F are such that one is oxygen and the other is
C(=0);

is NR¥"7 or oxygen;

KXYV and 1L¥V are defined such that

MXIV

XIV
Y

a)

b)

KXV ig CR¥VS and XYV is CR¥®, or

KV is absent and L*Y is sulfur;

is oxygen, sulfur, or S(O)m;

is oxygen or sulfur;

The suffixed numbered “R” groups in the definitions

thereof correspond to the numbered groups of Formulas

W1-W22.

R¥IV"4 js H, halogen, or Ci-salkyl optionally substituted by

RXIV—E

one to three halogens;

0O 0 U W

o

H,

halo,
ORXIV—lZ

SR¥IV-12
Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR
NRxxv—loRxxv—n

XIV-12 , SRXIV-lZ ,

, or halo,
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORLKIV-2  gR¥IV-12  p NR¥IV-10RXIV-11

r r’ 14
(C=0) RXTV-9,
S (0) FIVRKIV-9

4

( C=O) ORXIV—Z ,
NHSO,R*¥V™?,

nitro, or
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1) cyano;
RXIV—G is

a) H,

b) halo,

c) aryl*¥,

d)  het*,

e) OR¥IV-12

£) SRXIV-12

g) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR®V™2, gR¥V1Z,
NREIV-L0RXIV-1L & 5 pry1¥Y, halo, Cs-gcycloalkyl
optionally substituted by OR¥V"12 = 5y het*V
attached through a carbon atom,

h) NR¥LV-10RXIV-11

i) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORKIV-12  gRXIV-12 o NRETV-10RXIV-11

j)  (C=0)R™",

k) g (O) mXIVRXIV-Q ,

1) (C=0) OR*V"Z,

m)  NHSO,R*'™?,

n) nitro, or

o) cyano;

REV-T 4g
a) H,
b) Ci7alkyl which may be partially unsaturated and

optionally substituted by one or more

substituents selected from OR¥V'2  SR¥VZ,

NRXIV—lORXIV—ll’ or halo,
c) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by

one or more substituents selected from halogen,
XIV-12 XIV-12 XIV-10pXIV-11
OR , SR , or NR R r
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RXIV—9

XIV-10
RIVl

and
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XIV
177

ary or

hetXIV;

H,
Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more

substituents selected from OR¥VZ, g2,

NRXIV—lORXIV—11, or halo,

ORXIV-—lZ , or
SRXIV—J.Z .

r

Ci-7alkyl,

NRXIV-10RXIV-11 ,

aryl*V, or

het*V, wherein said het™’ is bound through a
carbon atom;

R¥V-1l are independently

H,
arleIV,

Ci-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONRX“F%quQ,
COR* 2 het*™, aryl®’, cyano, or halo,
Cy-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NRXIVTZR¥IV-2 - OR¥IV2 - op SRMVZ,
Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORMV-2  gRXIV-Z oy NR¥IV-2R¥IV-2 - o

R¥IV-10 and R¥VM together with the nitrogen to

XIV,

which they are attached form a het™’;

H,

aryl*V,
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c) het*",

d) C,.salkyl optionally substituted by aryl®™’, or
halogen,

e)  Cyalkyl substituted by OR™?, SR®™'?, or
NRXIV-—ZRXIV—2, or

f) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXIV—2, SRXIV_Z, or NRXIV—ZRXIV—2;

each m™Y

is independently 1 or 2;

aryl®™ is a phenyl radical or an ortho-fused bicyclic
carbocyclic radical wherein at least one ring is
aromatic, and aryl®*V may be optionally substituted
with one or more substituents selected from halo,
OH, cyano, NRxﬁszXﬁpz, CC&RXUFz, CF3, Ci-ealkoxy, and
Ci¢ alkyl which maybe further substituted by one to
three SR¥IV2, NRFV-ZR¥V-2 - OR¥V2 or COR*™? groups;

het®™ is a four- (4), five- (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het*™¥ may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
CO,R¥V"2  CF3, Ci-g¢alkoxy, oxo, oxime, and Ci-g alkyl
which may be further substituted by one to three
SR¥IV-2  RXIV-2RXIV-Z OR¥V-2  op COR¥Y2 groups;

halo or halogen is F, Cl, Br, 1;

1 represents the point of attachment between W' and Gy,
2 represents the point of attachment between WY and the
carbonyl group of Formula (I);

or a pharmaceutically acceptable salt thereof.

11. The use according to Claim 10, wherein the

compound is:
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(1) N- (4-chlorobenzyl)-5-hydroxy-3- (3-hydroxy-1-

propynyl)—2—oxo—ZH;chromene—6—carboxamide;

(2) N>(4—chlorobenzyl)—5—hydroxy—3—(3-hydroxypropyl)—2—

oxo—-2H-chromene-6-carboxamide;

(3) N;(4—chlorobenzyl)—5—hydroxy—3—(4—morpholinyl—

methyl)—2—oxo—ZH;chromene—6—carboxamide;

(4) N;(4—chlorobenzyl)—5—hydroxy—4—methyl—3,8—bis(4—

morpholinylmethyl)—2—oxo—2H>chromene—6—carboxamide;

(5) N;(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxy—l—
propynyl)—1—methyl—2—oxo—l,2—dihydro—6—

gquinolinecarboxamide;

(6) N>(4—chlorobenzyl)—5—hydroxy—3—(3—hydroxypropyl)—l—

methyl—Z—oxo—l,2—dihydro—6—quinolinecarboxamide;

(7) NF(4—chlorobenzyl)—5—hydroxy—l—methyl—3—(4—
morpholinylmethyl)—2—oxo—1,2—dihydro—6—

gquinolinecarboxamide;

(8) N;(4—chlorobenzyl)—6~(3—hydroxy—1—propynyl)—1—
methyl-4—oxo—l,4-dihydro[1,7]naphthyridine—3—carboxamide;

(9) N;(4—chlorobenzyl)—6—(3—hydroxypropyl)—l—methyl—4—
oxo—l,4—dihydro[l,7]naphthyridine—3—carboxamide;

(10) N>(4-chlorobenzyl)—l—methyl—6,8—bis(morpholin—4—

ylmethyl)—4—oxo—l,4—dihydro—1,7—naphthyridine—3—

carboxamide;
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(11) N- (4-chlorobenzyl)-8-ethoxy—-6- (3-hydroxy-1-
propynyl)—1—methyl—4—oxo—1,4-dihydro[l,7]naphthyridine—B—

carboxamide;

(12) N- (4-chlorobenzyl)-8-ethoxy-6- (3-hydroxypropyl)-1-
methyl—4—oxo—l,4—dihydro[l,7]naphthyridine—3—carboxamide;

(13) N;(4—chlorobenzyl)—1—methyl—6-(4—morpholinylmethyl)—
4—oxo—1,4-dihydro[1,7]naphthyridine—3—carboxamide;

(14) 8—chloro-N- (4-chlorobenzyl)-1l-methyl-6-(4-
morpholinylmethyl)—4—oxo—l,4—dihydrol,7]naphthyridine—3—

carboxamide;

(15) N-(4-chlorobenzyl)-8-ethoxy-l-methyl-6-(4-
morpholinylmethyl)—4—oxo—1,4—dihydro[1,7]naphthyridine—3—

carboxamide;

(16) N- (4-chlorobenzyl)-6- (3-hydroxypropyl)-l-methyl-4-
oxo—l,4—dihydro[l,5]naphthyridine—S—carboxamide;

(17) N- (4-chlorobenzyl)-6- (3-hydroxy-1-propynyl)-1-
methyl—4—oxo—l,4—dihydro[1,5]naphthyridine—3—carboxamide;

(18) N;(4—chlorobenzyl)—l—methyl—6—(4—morpholinylmethyl)—
4—oxo—l,4—dihydro[1,5]naphthyridine—3—carboxamide;

(19) N;(4—chlorobenzyl)—l—methyl—4—oxo-6—(tetrahydro—ZHF

pyran—4—ylmethyl)—1,4—dihydro[1,5]naphthyridine—3—

carboxamide;

(20) N;(4—chlorobenzyl)—8—ethyl—3—(4—morpholinylmethyl)—

5-0x0-5,8-dihydropyrido[2,3-c] pyridazine-6-carboxamide;
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(21) N;(4—chlorobenzyl)—2—(3—hydroxypropyl)—5—methyl—8—
ox0-5,8-dihydropyrido[3,2-d]pyrimidine-7-carboxamide;

(22) N;(4—chlorobenzyl)—2—(3—hydroxy—l—propynyl)-5—
methyl-8-oxo-5, 8-dihydropyrido[3,2-dlpyrimidine-T7-

carboxamide;

(23) N;(4—chlorobenzyl)—5—methyl—2-(4—morpholinylmethyl)—
8-o0x0-5,8-dihydropyrido[3,2~dlpyrimidine-7-carboxamide;

(24) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-1-
methyl—4—oxo—l,4—dihydropyrido[2,3—c]pyridazine—3—

carboxamide;

(25) N-(4-chlorobenzyl)-6-(3-hydroxypropyl)-1l-methyl-4-

oxo—l,4—dihydropyrido[2,3—c]pyridazine—3—carboxamide;

(26) N-(4-chlorobenzyl)-l-methyl-6-(4-morpholinylmethyl) -

4-oxo-1,4-dihydropyrido[2,3-c]lpyridazine-3-carboxamide;
(27) N-(4-chlorobenzyl)-l-methyl-4-oxo-6-(tetrahydro-2H-

pyran—4-ylmethyl)—1,4—dihydropyrido[2,3—c]pyridazine—3—

carboxamide;

(28) N-(4-chlorobenzyl)-6-(3-hydroxypropyl)-4-oxo-1,4-

dihydropyrido[3,4-c]lpyridazine-3-carboxamide;

(29) N-(4-chlorobenzyl)-6-(3-hydroxy-1l-propynyl)-4-oxo-
1,4-dihydropyrido[3,4-clpyridazine-3-carboxamide;

(30) N-(4-chlorobenzyl)-6-(3-hydroxypropyl)-l-methyl-4-

oxo-1,4-dihydropyrido[3,4-c]pyridazine-3-carboxamide;
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(31) N-(4-chlorobenzyl)-6-(3-hydroxy-1l-propynyl)-1-
methyl—4—oxo—1,4—dihydropyrido[3,4—c]pyridazine—3—

carboxamide;

(32) N—(4—chlorobenzyl)—1—methyl—6—(4—morpholinylmethyl)—

4—oxo—l,4—dihydropyrido[3,4—c]pyridazine—S—carboxamide;

(33) N—(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—
1,4-dihydropyrido[3, 4-c]lpyridazine-3-carboxamide;

(34) N- (4—-chlorobenzyl)-7- (3-hydroxy-1l-propynyl)-4-oxo-

4H-pyrido[l,2~alpyrimidine-3-carboxamide;

(35) N- (4-chlorobenzyl) -7~ (3-hydroxypropyl) -4-oxo-4H-

pyrido[1l,2-a]lpyrimidine-3-carboxamide;

(36) N- (4-chlorobenzyl)-7- (4-morpholinylmethyl)-4-oxo—-4H-

pyrido[1l,2-alpyrimidine-3-carboxamide;

(37) N- (4-chlorobenzyl)-4-hydroxy-7- (3-hydroxy-1-
propynyl)—2—oxo—2H—pyrido[l,2—a]pyrimidine—3—carboxamide;

(38) N- (4-chlorobenzyl)-2-hydroxy-7- (3-hydroxypropyl) -4-

oxo—4H;pyrido[l,2—a]pyrimidine—3—carboxamide;

(39) N- (4-chlorobenzyl)-7-(3-hydroxypropyl) -4-oxo-4H-

pyrazino[l,2—a]pyrimidine—B—carboxamide;

(40) N- (4-chlorobenzyl)-7- (3-hydroxy-1l-propynyl)-4-oxo-

4H-pyrazino[l,2-alpyrimidine-3-carboxamide;

(41) N- (4-chlorobenzyl)-7- (4-morpholinylmethyl) -4-oxo-4H-

pyrazino[l,2-alpyrimidine-3-carboxamide;
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(42) N- (4-chlorobenzyl)-7-(3-hydroxy-l-propynyl)-4-oxo-

4H>pyrimido[1,2—b]pyridazine—3—carboxamide;

(43) N;(4—chlorobenzyl)—7—(3-hydroxypropyl)—4—oxo—4H—

pyrimido[1,2—b]pyridazine—3—carboxamide;

(44) N>(4—chlorobenzyl)-4—oxo—7—(tetrahydro—2H;pyran—4—
ylmethyl)—4Hprrimido[l,2—b]pyridazine—3—carboxamide;

(45) N>(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H;

pyrimido[1,2—b]pyridazine—B—carboxamide;

(406) N;(4—chlorobenzyl)—7—(3—hydroxypropyl)—4—oxo—4H;

pyrimido[l,2—a]pyrimidine—3—carboxamide;

(47) N¥(4—chlorobenzyl)—7—(3—hydroxy-l—propynyl)—4—oxo—

4H;pyrimido[l,2—a]pyrimidine—B—carboxamide;

(48) N;(4—Chlorobenzyl)—4—oxo—7—(tetrahydro—2H>pyran—4—
ylmethyl)—4H;pyrimido[l,2—a]pyrimidine—3—carboxamide;

(49) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H;

pyrimido[1,2—a]pyrimidine—3—carboxamide;

(50)~N>(4—chlorobenzyl)—2—(3—hydroxypropyl)—8—oxo—8H¥

pyrimido[l,2—b][1,2,4]triazine—7—carboxamide;

(51) N- (4-chlorobenzyl) -2- (3-hydroxy-1-propynyl)-8-oxo-
8H;pyrimido[1,2—b][1,2,4]triazine—7—carboxamide;

(52) N;(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H;

guinolizine-3-carboxamide;

(53) NL(4—chlorobenzyl)—7—(3—hydroxypropyl)—4~oxo—4ﬂ;

gquinolizine-3-carboxamide;
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(54) N-(4-chlorobenzyl)-7-(3-hydroxy-1l-propynyl)-4-oxo-

4H-quinolizine-3-carboxamide;

(55) NF(4—chlorobenzyl)—7—(3—hydroxy—l—propynyl)—4—oxo—

4H-pyrido[l,2-alpyrazine-3-carboxamide;

(56) N-(4-chlorobenzyl)-7-(3-hydroxypropyl)-4-oxo-4H~-

pyrido[l,2-a]lpyrazine-3-carboxamide;

(57) N-(4-chlorobenzyl)-7-(4-morpholinylmethyl)-4-oxo-4H-

pyrido[l,2-alpyrazine-3-carboxamide;

(58) N- (4-chlorobenzyl)-3- (4-morpholinylmethyl)-6-oxo-6H-

pyrido[l,2-a]pyrimidine-7-carboxamide;

(59) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H—

chromene—3—carboxamide;

(60) N¥(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—4—oxo—

4 H-chromene-3-carboxamide;

(61) N-(4-chlorobenzyl)-6-(((3R)-3-
hydroxypyrrolidinyl)methyl)—4—oxo—4H;chromene—3—

carboxamide;

(62) N- (4-chlorobenzyl)-6,8-bis (4-morpholinylmethyl)-4-

oxo—-4H~-chromene-3-carboxamide;

(63) N>(4—chlorobenzyl)—6—(3—hydroxypropyl)—4—oxo—4H¥

chromene-3-carboxamide;

(64) N>(4—chlorobenzyl)—6—(3—hydroxypropyl)—4—oxo—4H—

pyrano[2,3-b]lpyridine-3-carboxamide;
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(65) NL(4—chlorobenzyl)—6—(3—hydroxy—l-propynyl)—4—oxo—
4H-pyrano[2,3-b]lpyridine-3-carboxamide;

(66) N-(4-chlorobenzyl)-4-oxo-6-(tetrahydro-2H-pyran-4-
ylmethyl)-4H-pyrano[2,3-blpyridine-3-carboxamide;

(67) N-(4-chlorobenzyl)-6-(4-morpholinylmethyl)-4-oxo-4H-

pyrano[2,3-blpyridine-3-carboxamide;

(68) N- (4-chlorobenzyl)—-6- (4-morpholinylmethyl)-4-oxo-4H~

thiochromene-3-carboxamide;

(69) N-(4-chlorobenzyl)-6-(3-hydroxypropyl)-4-oxo-4H-

thiopyrano([2,3-b]pyridine-3-carboxamide;

(70) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)—-4-0xo-
4H-thiopyrano[2,3-b]pyridine-3-carboxamide;

(71) N-(4-chlorobenzyl)-4-oxo-6- (tetrahydro-2H-pyran-4-
ylmethyl)—4H;thiopyrano[2,3—b]pyridine—3—carboxamide;

(72) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4HF

thiopyrano[2,3-b]pyridine-3-carboxamide;

(73) N;(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—4—oxo—

4H-1,2-benzoxazine-3-carboxamide;

(74) N—(4—chlorobenzyl)—6—(3—hydroxypropyl)—4—oxo—4H>1,2~

benzoxazine-3-carboxamide;

(75) N-(4-chlorobenzyl)-6-(4-morpholinylmethyl)-4-oxo-4H-

1,2-benzoxazine-3-carboxamide;

(76) N-(4-chlorobenzyl)-4-oxo-6- (tetrahydro-2H-pyran-4-

ylmethyl)-4H-1, 2-benzoxazine-3-carboxamide;
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(77) N-(4-chlorobenzyl)—-6-(3-hydroxy-l-propynyl)-4-oxo-

4H-1,2-benzthiazine-3-carboxamide;

(78) N-(4-chlorobenzyl)-6-(3-hydroxypropyl)-4-oxo-4H-1,2-

benzthiazine-3-carboxamide;

(79) N-(4-chlorobenzyl)-6-(4-morpholinylmethyl)-4-oxo-4H-

1,2-benzthiazine-3-carboxamide;

(80) N- (4-chlorobenzyl)-4-oxo-6- (tetrahydro-2H-pyran—-4-
ylmethyl)-4H-1,2-benzthiazine-3-carboxamide;

(81) N-(4-chlorobenzyl)-4-hydroxy-6-(3-hydroxy-1-
propynyl)-1l-methyl-1H-2,l-benzothiazine-3-carboxamide

2,2-dioxide;

(82) N-(4-chlorobenzyl)-4-hydroxy-l-methyl-6- (4-
morpholinylmethyl)-1H-2,l-benzothiazine-3-carboxamide

2,2-dioxide;

(83) N-(4-chlorobenzyl)-4-methyl-7-(4-morpholinylmethyl) -

AH-1,4-benzothiazine-2-carboxamide l-oxide;

(84) N-(4-chlorobenzyl)-1-methyl-6- (4-morpholinylmethyl) -

1H-4,1,2-benzothiadiazine-3-carboxamide 4,4-Dioxide;

(85) N-(4-chlorobenzyl)-1l-methyl-6-(4-morpholinylmethyl) -
1H-thieno[2,3-e]l[1,3,4]thiadiazine-3-carboxamide 4,4-

dioxide;
(86) N-(4-chlorobenzyl)-6-(4-morpholinylmethyl)-1H-

thieno[2,3-e][1l,3,4]thiadiazine-3-carboxamide 4,4-

dioxide;
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(87) N-(4-chlorobenzyl)-6-(3-hydroxypropyl)-1H-
thieno[2,3-e][1,3,4]thiadiazine-3-carboxamide 4,4-

dioxide;

(88) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-1H-
thieno[2,3-e][1,3,4]thiadiazine-3-carboxamide 4,4-

dioxide;

(89) N- (4-chlorobenzyl) -6- (3-hydroxypropyl)-1-methyl-1H-
thieno[2,3—e][1,3,4]thiadiazine—3—carboxamide 4,4-

dioxide;

(90) N>(4—chlorobenzyl)—6—(3—hydroxy—1—propynyl)—l—
methyl—lHFthieno[Z,B—e][1,3,4]thiadiazine—3—carboxamide

4,4-dioxide;

(91) N- (4-chlorobenzyl)—-6- (3-hydroxypropyl)-1,8-dimethyl-
4,7-dioxo-1,4,7,8-tetrahydro [1,8] naphthyridine-3-

carboxamide;

(92) N- (4-chlorobenzyl)-6- (3-hydroxy-1l-propynyl)-1,8-
dimethyl—4,7—dioxo—1,4,7,8—tetrahydro[l,8]naphthyridine—

3-carboxamide;
(93) N-(4-chlorobenzyl)-1,8-dimethyl-6-(4-
morpholinylmethyl)-4,7-dioxo-1,4,7,8-

tetrahydro[1l,8]naphthyridine-3-carboxamide;

(94) N- (4-chlorobenzyl)-7-(3-hydroxy-1l-propynyl) -4-oxo-
4H;pyrido[2,l—c][1,2,4]triazine—3—carboxamide;

(95) N-(4-chlorobenzyl)-7-(3-hydroxypropyl)-4-oxo-4H-

pyrido[Z,l—c][1,2,4]triazine—B—carboxamide;
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(96) NF(4—chlorobenzyl)—7—(4—morpholinylmethyl)—4—oxo—4H;

pyrido[Z,l—c][1,2,4]triazine—3—carboxamide;

(97) N-(4-chlorobenzyl)-4-hydroxy-2-(4-

morpholinylmethyl)—1—benzothiophene—S—carboxamide;

(98) N;(4—chlorobenzyl)—4—hydroxy—2—(3-hydroxypropyl)—1—

benzothiophene-5-carboxamide;

(99) N>(4—chlorobenzyl)—2—(4—morpholinylmethyl)—5—oxo—5H—

[l,3]thiazolo[3,2—a]pyrimidine-6—carboxamide;

(100) N- (4-chlorobenzyl)-5-hydroxy-2- (4-
morpholinylmethyl)—7—oxo—7HF[1,3,4]thiadiazolo[3,2—

alpyrimidine-6-carboxamide;

(101) NF(4—chlorobenzyl)—4—methyl—2—(4—
morpholinylmethyl)—7—oxo—4,7—dihydro[l,3] thiazolo[5,4-

blpyridine-6-carboxamide;

{(102) N- (4-chlorobenzyl)-6- (3-hydroxy-l-propynyl)-1-
methyl—4—oxo—l,4—dihydrothieno[2,3—c]pyridazine—3—

carboxamide;

(103) N- (4-chlorobenzyl) -6- (3-hydroxypropyl) -1~
methyl—4—oxo—l,4—dihydrothieno[2,3—c]pyridazine—3—

carboxamide;

(104) N;(4—chlorobenzyl)—1—methyl—6—(4—
morpholinylmethyl)—4—oxo—l,4—dihydrothieno[2,3—

c]pyridazine—3—carboxamide;

(105) N¥(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—
oxo—l—phenyl—l,4—dihydrothieno[2,3—c]pyridazine—3—

carboxamide;
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(1006) N- (4-chlorobenzyl)-1l-methyl-4-ox0-6-
(tetrahydro-2H-pyran-4-ylmethyl)-1,4-dihydrothieno[2, 3~

clpyridazine-3-carboxamide;

(107) N- (4~chlorobenzyl)-4-hydroxy-6- (3-hydroxyprop-
l—ynyl)—l—methyl—1H>thieno[2,3—c][1,2]thiazine—3—

carboxamide 2,2-dioxide; or

a pharmaceutically acceptable salt thereof.

12. The use according to Claim 10, wherein the

compound is:

(1) N-(4-chlorobenzyl)-7-(3-hydroxy-l-propynyl)-4-oxo-

4H-pyrido[l,2-alpyrimidine-3-carboxamide;

(2) N-(4-chlorobenzyl)-5-hydroxy-2-(4-
morpholinylmethyl)—7—oxo—7H—[1,3,4]thiadiazolo[3,2—
alpyrimidine-6-carboxamide;

(3) N-(4-chlorobenzyl)-4-hydroxy-7-(3-hydroxy-1-
propynyl)—2—0xo—2H—pyrido[l,2-a]pyrimidine—B—carboxamide;

(4) N-(4-chlorobenzyl)-2-(4-morpholinylmethyl)-5-oxo-5H-

[1,3]thiazolo[3,2-alpyrimidine-6-carboxamide;

(5) N-(4-chlorobenzyl)-4-hydroxy-2-(4-

morpholinylmethyl)—l—benzothiophene—5—carboxamide;

(6) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-4-0xo-

4H-chromene-3-carboxamide;

(7) N-(4-chlorobenzyl)=-6-(3-hydroxy-l-propynyl)-4-oxo-

4H-1,2-benzoxazine-3-carboxamide;
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(8) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-1-
methyl-4-oxo-1, 4-dihydropyrido[2,3-clpyridazine-3-

carboxamide;

(9) N>(4—chlorobenzyl)—4—methyl—2—(4—morpholinylmethyl)—
7-oxo-4,7-dihydro[1l, 3] thiazolo([5,4-b]lpyridine—-6-

carboxamide;

(10) N-(4-chlorobenzyl)-4-hydroxy-6-(3-hydroxyprop-1-
ynyl)—1—methyl—lﬂ;thieno[2,3—c][1,2]thiazine—3—

carboxamide 2,2-dioxide;

(11) N- (4-chlorobenzyl)-1-methyl-6-(4-morpholinylmethyl) -

1H-4,1,2-benzothiadiazine-3-carboxamide 4,4-Dioxide;

(12) 8-chloro-N-(4-chlorobenzyl)-1-methyl-6-(4-
morpholinylmethyl)—4—oxo-1,4—dihydrol,7]naphthyridine—3—

carboxamide;

(13) N>(4—chlorobenzyl)—l—methyl—6—(4—morpholinylmethyl)—
4—oxo-1,4—dihydro[l,7]naphthyridine—3—carboxamide;

(14) N;(4-chlorobenzyl)—l—methyl—6,8—bis(morpholin—4—
ylmethyl)—4—oxo—l,4—dihydro—l,7—naphthyridine—3—

carboxamide;

(15) N- (4-chlorobenzyl)-4-hydroxy-6- (3-hydroxy-1-
propynyl)—1—methyl—lH;2,1—benzothiazine—3—carboxamide

2,2-dioxide;
(16) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-1-

methyl—1H>thieno[2,3—e][l,3,4]thiadiazine—3—carboxamide

4,4-dioxide;
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(17) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-1-
methyl—4—oxo—1,4—dihydro[1,5}naphthyridine—3—carboxamide;

(18) N;(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—1—
phenyl—l,4—dihydrothieno[2,3—c]pyridazine—B-carboxamide;

(19) NF(4—chlorobenzyl)—6—(4—morpholinylmethyl)—4—oxo—4H>

chromene-3—-carboxamide;

(20) N-(4-chlorobenzyl)-6,8-bis (4-morpholinylmethyl)-4-

oxo-4H-chromene—-3-carboxamide;

(21) N-(4-chlorobenzyl)-6-(((3R)-3-
hydroxypyrrolidinyl)methyl)-4-oxo-4H-chromene-3-
carboxamide; or a pharmaceutically acceptable salt
thereof.

13. The use according to Claim 10, wherein the

compound is:

(1) N-(4-chlorobenzyl)-1l-methyl-6~-(4-morpholinylmethyl)-

1H-4,1,2-benzothiadiazine-3-carboxamide 4,4-Dioxide;

(2) N-(4-chlorobenzyl)-4-hydroxy-6-(3-hydroxy-1-
propynyl)—1—methyl—1H;2,1—benzothiazine—3—carboxamide

2,2-dioxide;

(3) N-(4-chlorobenzyl)-6-(3-hydroxy-1l-propynyl)-1-
methyl—lH;thieno[2,3—e][l,3,4]thiadiazine—3—carboxamide

4,4-dioxide;
(4) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-1-

methyl—4—oxo~l,4—dihydro[l,5]naphthyridine—B—carboxamide;

or a pharmaceutically acceptable salt thereof.
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14. The use according to Claim 10, wherein the

compound is:

(1) N-(4-chlorobenzyl)-4-hydroxy-7-(3-hydroxy-1-
propynyl) -2-oxo-2H-pyrido[l,2-alpyrimidine-3-carboxamide;

(2) N-(4-chlorobenzyl)-6-(3-hydroxy-l-propynyl)-4-oxo-

4H-chromene-3-carboxamide;

(3) 8-chloro—-N- (4-chlorobenzyl)-1l-methyl-6-(4-
morpholinylmethyl)—4—oxo—1,4—dihydrol,7]naphthyridine—3-

carboxamide;

(4) N- (4-chlorobenzyl)-1-methyl-6,8-bis (morpholin-4-
ylmethyl)-4-oxo-1,4-dihydro-1, 7-naphthyridine-3-

carboxamide;

(5) N-(4-chlorobenzyl)-6-(4-morpholinylmethyl)-4-oxo-4H-

chromene—-3-carboxamide;

(6) N-(4-chlorobenzyl)-6,8-bis(4-morpholinylmethyl) -4~

oxo—4H-chromene-3-carboxamide;

(7) N-(4-chlorobenzyl)-6-(((3R)-3-
hydroxypyrrolidinyl)methyl)-4-oxo-4H-chromene-3-
carboxamide; or a pharmaceutically acceptable salt
thereof.

15. A use according to Claim 1, wherein the

compound has the Formula XV

o)
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or a pharmaceutically acceptable salt thereof,
wherein,
x¥¥ is C1l, Br, F, CN or NO;

a) Ci-salkyl which is fully saturated or partially
unsaturated and is substituted by hydroxy, or
b) Cisalkyl substituted by NR¥R*™? or
4~tetrahydropyran;
R*"! is C,-7alkyl substituted by hydroxy, Ci-salkoxy, or
aryl;
R¥™? is hydrogen or Cj;alkyl; or
R¥"! and R¥? together with the nitrogen to which they are
attached form
a) a morpholine which may be optionally

lXV

substituted by ary or Ci-7alkyl; or

b) a pyrrolidine ring substituted by hydroxy;

WY is a heterocycle of formula W1¥, w2*, w3*, w4™, Wws*v,

W6XV, W7XV 8XV

or W

1 2

r% r:ﬁ:{ I\r |

NS
15 15 15 16
R R R R s 1&

1
W5 W6 w7 w8

\>
z
He? X
—_ T

[\¢]

/ \>

(™

[It is intended that the R substituents and substitutents
A, B, D, E, J, K and L on the Wt to W8 Formulae, as
well as the W numbers under the formulas, be succeeded by
the Roman Numeral XV.]

2% is CR*™ or nitrogen;

B¥ is CR™™ or nitrogen;

DY is
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— CRXV-1S = QRXV-IS _

is oxygen,
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(CR¥V-I3RXV-14) XV where 2V is 2 or 3

(Cva—lstv—16)4 -,

v¥ CRXV—lBRXV~14 — CRY¥V-I3gpXv-14 _ ,

CRXV—13RXV—14 _ YXV _ CRXV-—lBRXV-M -,

vEV . oRXV-I3RXV-L4 XV ,

CRXV-13RXV-14 _ CRYV-I3RAV-1L RV ,

v¥V (Cva—lstv-16>nxv -,

yXV _ CR¥V-1S = CRXV-15 ,

vV _ cR¥VLS - N - ,

CRXV-15 = Cva-ls — oYX ,

N = CRXV-1S _ ¥V _ ,

(Cva—lstv—16)bxv - N = CR¥15 _ , where X7 is
or 1

CR¥V-15 = N - (CRXV—:LSRXV—lG)bXV — , where pXV is
or 1

N=N-,

N CRY¥V-15 (Cva—lstv~16) bxv — , where ¥ is
or 1

CRXV-15 = (R¥V-15 ,

N=0N-YY-,

YW - N=N -,

vV _ N = CR¥V-15 , or

CREV-1SRXV-16 _ _ CRXV-ISRXV-16 _ RXV-1SpXV-16 _

4

or nitrogen;

is CR®™® or nitrogen;

(CREV-ISR¥V-16) XV ywhere a*¥ is 2 or 3, or

r

(CR¥V-ISRXV-16) XV where a*¥ is 2 or 3, or
Y - (CRXV-ISREV-16) (CR¥V-15RXV-16) _ .

S(0)Y, or NR¥;

with the provisos that:

when WY is of formula W1%¥; G*Y is Ci-salkyl which is fully
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when

when

XV-
R 4

RXV- 5

XvV-
R 7

saturated and is substituted by hydroxy or
morpholinyl, in which morpholinyl is attached

through nitrogen; AY is CR¥™™; B¥ is CR™™®; and R*™®

Xv-13 , RXV~ 14 RXV—7

is hydrogen then at least one of R , Or
is not hydrogen or C;.yalkyl;

W is of formula Wi1¥Y, AX¥Y is crR®™, B¥ is CrR¥™, DY

is - YXV L CRXV-IIRRV-14 | oRXV-13pXv-14 XV-8

-, and R is
hydrogen then Y is not oxygen;

WY is of formula W1¥Y, A* is CcR¥™*, and B*¥ is CR¥VS
then DV is not — CR¥® = crR®™® - ;

is H, halogen, or Ci—galkyl optionally substituted by

one to three halogens;

is

a) H,

b) halo,

) OR¥V-12

d) SR¥V-12

e) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from OR¥™2, gr*V"*?,
NR¥VIOR¥H - or halo,

£) Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORFV™12, gR¥V-12 op NRXVIOREV-IDL

g)  (C=0)R¥?,

h) S (O) mXVRXV-9,

i) (C=0) OR¥"?,

j)  NHSOR¥?,

k) nitro, or

1) cyano;

is

a) H,

b) Ci7alkyl which may be partially unsaturated and

optionally substituted by one or more

167



WO 2004/019933

RXV—B

RXV— 9

RXV— 10

and

PCT/US2003/026963

substituents selected from OR¥V'2, gR¥V12,

NR¥V-LOR¥V-1 5y halo,

Cs-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORS-12  gR¥V-12  op NREVIOREV-IL

aryl®,

hetxv,

(C=0)R¥"®, or

S(Q)mXVRXV—9;

H,

Ci—salkyl which may be partially unsaturated and
optionally substituted by one or more
substituents selected from ORXV'lZ, SRXV'H,
NR¥V-LOR®V-1IL © 5r halo,

OR¥-12 o

gR¥V-12,

14

Cisalkyl optionally substituted by OR®™*?
or NRXV—zRXV"Z

r
Cs-scycloalkyl optionally substituted by OR¥™*?

or NRXV-—ZRXV—Z ,
NRXV-lORXV-ll

4
aryl®, or

het*, wherein said he is bound through a

carbon atom;
R are independently

H,

aryl*,

Ci-7alkyl which may be partially unsaturated and
is optionally substituted by one or more
substituents selected from CONR¥ZR®™™?,6 CO,R*?,

het*®, aryl*¥, cyano, or halo,
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d) Cy-7alkyl which may be partially unsaturated and
is substituted by one or more substituents
selected from NR¥2R¥-2 OR*™?, or SR*?,

e) Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halcogen,
Ova—zl SRXV-—Z, or NRXV_ZRXV—Z, or

£) R¥19 and R¥ together with the nitrogen to
which they are attached form a het™;

RXV—lZ is

a) H,

b) aryl®,

c) het®,

d) Ci7alkyl optionally substituted by aryl®,
or halogen,

e)  Cyqalkyl substituted by OR™™?, SR®™™?, or
NRXV_ZRXV—Z, or

£) Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORXV—ZI SRXV_Z, or Nva-szv—z;

RXV-I3 - RXVSLA  RXVELS Cognd R®¥™1¢ are independently

a) H

b) Ci-7alkyl which may be partially unsaturated and
optionally substituted by one or more OR¥™*?,
gR¥V-12 NRXVIO0RXVCLL U or halo groups,

c) Ci-gcycloalkyl which may be partially
unsaturated and is optionally substituted by
one or more substituents selected from halogen,
ORNV-12 gREV-12  op NREV-10RRV-1L

d) aryl®™,

e) het®, wherein said het* is bound through a
carbon atom,

£) OR¥V-12,

9) SR¥V-12

169



WO 2004/019933 PCT/US2003/026963

h) NRXV-10RXV-11,
i) (C=0)OR™™?, or
) R¥-13 and R¥ M or R¥™ and R¥7'® together with

the carbon to which they are attached form
(C=0) ;

each m*¥ is independently 0, 1 or 2;

each n*Y is independently 1 or 3;

aryl®¥ is a phenyl radical or an ortho-fused bicyclic
carbocyclic radical wherein at least one ring is
aromatic, and aryl™ may be optionally substituted
with one or more substituents selected from halo,
OH, cyano, NR¥V2R¥V"2  cO,R*"2, CF;, Cigalkoxy, and Ci-g
alkyl which maybe further substituted by one to
three SR¥™2, NR¥2RX¥2, OR*2, or CO,R®? groups;

het® is a four- (4), five— (5), six- (6), or seven- (7)
membered saturated or unsaturated heterocyclic ring
having 1, 2, or 3 heteroatoms selected from oxygen,
sulfur, or nitrogen, which is optionally fused to a
benzene ring, or any bicyclic heterocycle group, and
het® may be optionally substituted with one or more
substituents selected from halo, OH, cyano, phenyl,
COZRWFZ, CF3, Ci-¢alkoxy, oxo, oxime, and Ci.¢ alkyl
which may be further substituted by one to three
SR¥-2 NR¥VZRXV2 . ORX¥V2 or COR®? groups;

halo or halogen is F, Cl, Br, I;

1 represents the point of attachment between W and G¥';

2 represents the point of attachment between W' and the

carbonyl group of Formula (XV),

16. The use of Claim 15, wherein the compound is

selected from the group consisting of

(1) N-(4-chlorobenzyl)-8-(4-morpholinylmethyl)-6-oxo-6H~

imidazo[4,5,1-ij]quinoline-5-carboxamide;
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(2) N-(4-chlorobenzyl)-8-(3-hydroxy-l-propynyl)-6-oxo-

6H-imidazo[4,5,1-ijlquinoline-5-carboxamide;

(3) N-(4-chlorobenzyl)-8-(3-hydroxypropyl)-6-oxo-6H-

imidazo[4,5,1-ij]lquinoline~5~-carboxamide;

(4) 1l-amino-N-(4-chlorobenzyl)-8-(3-hydroxy-l-propynyl)-
6-oxo—-1,2-dihydro-6H-pyrrolo[3,2,1-ijlquinoline-5-

carboxamide;

(5) 1l-amino-N-(4-chlorobenzyl)-8-(3-hydroxypropyl)-6-
oxo-1,2-dihydro-6H-pyrrolo[3,2,1-ijlquinoline-5-

carboxamide;

(6) 1l-amino-N- (4-chlorobenzyl)-8-(4-morpholinylmethyl) -
6-oxo-1,2-dihydro-6H-pyrrolo[3,2,1-1ij]lquinoline-5-

carboxamide;

(7) N-(4-chlorobenzyl)-2- (hydroxymethyl)-8-(3-hydroxy-1-
propynyl)-6-oxo-1,2-dihydro-6H-pyrrolo[3,2,1-

ijlquinoline-5-carboxamide;

(8) N-(4-chlorobenzyl)-8-(3-hydroxyprop-l-ynyl)-2,2-
dimethyl-6-oxo-1,2-dihydro-6H-pyrrolo[3,2,1l-ijlquinoline-

5-carboxamide;

(9) 3-benzyl-N-(4-chlorobenzyl)-9-(3-hydroxy-1-
propynyl)-7-oxo-2,3~dihydro-7H-[1,3,4]oxadiazino[6,5, 4~

ijjquinoline-6-carboxamide;
(10) 3-benzyl-N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-7-

oxo-2,3-dihydro-7H-[1,3,4]oxadiazino[6,5,4-ijlquinoline-

6—carboxamide;
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(11) 3-benzyl-N-(4-chlorobenzyl)-9-(4-morpholinylmethyl) -
7-0x0-2,3-dihydro-7H-[1,3,4]oxadiazino[6,5,4-

ijlquinoline-6-carboxamide;

(12) 3-benzyl-N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-
4-ylmethyl) -7-oxo-2,3-dihydro-7H-[1,3,4]oxadiazino[6,5,4~

ijlguinoline-6-carboxamide;

(13) N-(4-chlorobenzyl)-9-(3-hydroxyprop-l-ynyl)-3-
methyl-7-oxo-2,3-dihydro-7H-[1,3,4]loxadiazino[6,5,4~

ijlquinoline-6-carboxamide;

(14) 3-benzyl-N-(4-chlorobenzyl)-9-(3-hydroxy-1-
propynyl)—7—oxo—2,3—dihydro—7H;[1,3,4]thiadiazino[6,5,4—

ijlquinoline-6-carboxamide;

(15) 3-benzyl-N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-7-
oxo-2,3~-dihydro-7H-[1,3,4]thiadiazino([6,5,4-ij]quinoline-

6-carboxamide;

(16) 3-benzyl-N-(4-chlorobenzyl)-9-(4-morpholinylmethyl) -
7-ox0-2,3-dihydro-7H-[1,3,4]thiadiazino[6,5,4~-

ijlquinoline-6-carboxamide;

(17) 3-benzyl-N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-
4-ylmethyl)-7-oxo-2,3~-dihydro-7H-

[1,3,4]thiadiazino[6,5,4-1ij]lquinoline-6-carboxamide;

(18) N-(4-chlorobenzyl)-3-methyl-9- (morpholin-4-
ylmethyl)—7—oxo—7ﬂ;[1,4]thiazino[2,3,4—ij]quinoline—6—

carboxamide;

(19) N-(4-chlorobenzyl)-3-methyl-7-oxo-9- (tetrahydro-2H-
pyran-4-ylmethyl)-7H-[1,4]thiazino[2,3,4-ijlquinoline-6-

carboxamide;
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(20) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-3-methyl-7-

oxo-T7H-[1,4]thiazino[2,3,4-ijlquinoline-6~-carboxamide;

(21) N-(4-chlorobenzyl)-9-(3-hydroxyprop-l-ynyl)-3-
methyl-7-oxo-7H-[1,4]thiazino [2,3,4-ij] quinoline-6-

carboxamide;

(22) N-(4-chlorobenzyl)-9-(morpholin-4-ylmethyl)-7-oxo-2-
pyridin-3-yl-7H-[1,4]thiazino[2,3,4-ijlquinoline-6-

carboxamide;

(23) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-7-oxo—-3~-
phenyl-1H, 7H-[1,3]oxazino[5,4,3-ij]lquinoline-6-

carboxamide;

(24) N-{(4-chlorobenzyl)-9-(3-hydroxypropyl)-7-0x0o-3-
phenyl-1H,7H-[1,3]oxazino[5,4,3-ijlquinoline-6-

carboxamide;

(25) N-(4-chlorobenzyl)-7-oxo-3-phenyl-9-(tetrahydro-2H-
pyran-4-ylmethyl)-1H, 7H-[1,3]oxazino [5,4,3-ij]lquinoline~-

6—-carboxamide;

(26) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-7-ox0o-3~-
phenyl-1H, 7H-[1,3]oxazino[5,4,3-ij]lquinoline-6-

carboxamide;

(27) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-1-
methyl-7-oxo-3-phenyl-2,3-dihydro-1H, 7H-pyrido[1l, 2,3~

de]guinoxaline-6-carboxamide;

(28) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-l-methyl-7-
oxo-3-phenyl-2,3-dihydro-1H, 7TH-pyrido[l,2,3-

delquinoxaline-6-carboxamide;
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(29) N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-4-
ylmethyl) -1-methyl-7-oxo-3-phenyl-2,3-dihydro-1H, 7H-

pyrido[l,2,3-delquinoxaline-6-carboxamide;

(30) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-1-methyl-
7-oxo-3-phenyl-2,3-dihydro-1H, 7TH-pyrido[l, 2,3~

de]lquinoxaline-6-carboxamide;

(31) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-2,3,7-
trioxo-2,3-dihydro-1H, 7H-pyrido(l,2,3-de]quinoxaline=-6-

carboxamide;

(32) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-2,3,7-trioxo-
2,3-dihydro-1H, 7TH-pyrido[1l,2,3-de]lquinoxaline-6-

carboxamide;

(33) N-(4-chlorobenzyl)-9- (4-morpholinylmethyl)-2,3,7-
trioxo-2,3-dihydro-1H, 7TH-pyrido[l,2,3-delquinoxaline-6-

carboxamide;

(34) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-2,7-
dioxo-2,3-dihydro-1H, 7TH-pyrido[l,2,3-de]lquinoxaline-6-

carboxamide;

(35) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-2,7-dioxo-
2,3-dihydro-1H, 7TH-pyrido[l,2,3-de]lquinoxaline-6-

carboxamide;
(36) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-3,7-

dioxo-2,3-dihydro-1H, 7TH-pyrido[1l,2,3-delquinoxaline-6-

carboxamide;

174



WO 2004/019933 PCT/US2003/026963

(37) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-3,7-dioxo-
2,3-dihydro-1H, TH-pyrido([1l,2, 3-delquinoxaline-6-

carboxamide;

(38) N-(4-chlorobenzyl)=-9-(4-morpholinylmethyl)-3,7-
dioxo-2,3-dihydro-1H, 7TH-pyrido[1l,2,3-de]quinoxaline-6-

carboxamide;

(39) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-2,7-
dioxo—2,3—dihydro—lH}7H>pyrido[1,2,3—de]quinoxaline—6—

carboxamide;

(40) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-1-
methyl—Z,7—dioxo~2,3-dihydro—lH,7Hprrido[1,2,3—

delquinoxaline-6-carboxamide;

(41) 3—benzyl—N¥(4—chlorobenzyl)—9—(3—hydroxy—l—
propynyl) -l-methyl-7-oxo-2,3-dihydro-1H, 7TH-

[1,2,4]triazino[5,6,1-ijlquinoline-6-carboxamide;

(42) 3-benzyl-N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-1-
methyl—7—oxo—2,3—dihydro—lH,7H;[1,2,4]triazino[5,6,l—

ijlquinoline-6-carboxamide;

(43) 3-benzyl-N-(4-chlorobenzyl)-9-(4-morpholinylmethyl) -
1—methyl—7—oxo—2,3—dihydro—1H}7H;[l,2,4]triazino[5,6,l—

ijlquinoline-6-carboxamide;

(44) 3-benzyl-N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-
4-ylmethyl)-1l-methyl-7-oxo-2,3-dihydro-1H, 7TH-

[1,2,4]triazino[5,6,1-ijlquinoline-6-carboxamide;
(45) l—benzyl—NL(4—chlorobenzyl)—5—(3—hydroxy—1—
propynyl)-2,7-dioxo-2,3-dihydro-1H, 7H-pyrido[3,2,1~

ijlcinnoline-8-carboxamide;
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(46) 1l-benzyl-N-(4-chlorobenzyl)-5-(3-hydroxypropyl)-2,7-
dioxo-2,3-dihydro-1H, 7TH-pyrido[3,2,1-ijlcinnoline-8~

carboxamide;

(47) l-benzyl-N-(4-chlorobenzyl)-5-(4-morpholinylmethyl)-
2,7-dioxo-2,3-dihydro-1H, TH-pyrido([3,2,1l-ij]cinnoline-8-

carboxamide;

(48) 1—benzyl—N;(4—chlorobenzyl)—5—(tetrahydro—ZHprran—
4-ylmethyl)-2,7-dioxo-2,3~dihydro-1H, 7TH-pyrido[3,2, 1~

ijlcinnoline-8-carboxamide;

(49) N-(4-Chlorobenzyl)-5-(3-hydroxyprop-l-ynyl)-1-
methyl-7-oxo-2,3-dihydro-1H, 7TH-pyrido[3,2,1-ij]cinnoline-

8—carboxamide;

(50) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-7-o0xo-3-
phenyl-1H,7H-[1,3]thiazino[5,4,3-ijlquinoline-6-

carboxamide;

(51) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-7-0oxo-3-
phenyl-1H,7H-[1,3]thiazino[5,4,3-ijlquinoline-6-

carboxamide;

(52) N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-4-
ylmethyl)-7-oxo-3-phenyl-1H,7H-[1,3]thiazino[5,4,3~

ijlquinoline-6-carboxamide;
(53) N-(4-chlorobenzyl)-9- (4-morpholinylmethyl)-7-0x0-3-

phenyl-1H,7H-[1,3]thiazino[5,4,3-ijlquinoline-6-

carboxamide;
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(54) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-2-methyl-7-
oxo-3-phenyl-2,3-dihydro-1H, TH-pyrido[3,2,1-

ijlquinazoline-6-carboxamide;

(55) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-2-
methyl-7-oxo-3-phenyl-2, 3-dihydro-1H, 7H-pyrido[3,2,1-

ijlquinazoline-6-carboxamide;

(56) N-(4-chlorobenzyl)-9- (4-morpholinylmethyl)-2-methyl-
7-oxo-3-phenyl-2,3-dihydro-1H, 7TH-pyrido[3,2,1~

ijlquinazoline-6-carboxamide;

(57) N-(4-chlorobenzyl)-9-(tetrahydro-2H-pyran-4-
ylmethyl)-2-methyl-7-oxo-3-phenyl-2,3-dihydro-1H, 7H-

pyrido[3,2,1-ijlquinazoline-6-carboxamide;

(58) 2-benzyl-N-(4-chlorobenzyl)-9-(4-morpholinylmethyl) -
7-oxo-2,3-dihydro-1H, 7TH-pyrido[3,2,1-ij]lquinazoline-6-

carboxamide;

(59) 2-benzyl-N-(4-chlorobenzyl)-9-(4-morpholinylmethyl) -
3,7-dioxo-2,3-dihydro-1H, 7TH-pyrido[3,2,1-ij]lquinazoline-

6—carboxamide;

(60) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-2-(4-
morpholinyl)-7-oxo-7H-[1,3,4]thiadiazino([6,5,4~

ijlquinoline-6-carboxamide;

(61) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-2-(4-
morpholinyl)-7-oxo-7H-[1,3,4]thiadiazino([6,5,4~

ijlquinoline-6-carboxamide;
(62) N-(4-chlorobenzyl)-2-(4-morpholinyl)-9-(4-
morpholinylmethyl)-7-oxo-7H-[1,3,4]lthiadiazino[6,5,4-

ijlgquinoline-6-carboxamide;
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(63) N-(4-chlorobenzyl)-2- (4-morpholinyl)-7-oxo-9-
(tetrahydro-2H-pyran-4-ylmethyl) -7H-

[1,3,4]thiadiazino[6,5,4-1ij]quinoline-6-carboxamide;

(64) N- (4-chlorobenzyl)-9-(3-hydroxypropyl)-7-oxo-2,3-
dihydro-1H, 7TH-pyrazino[3,2,1-1ij] [1,7]naphthyridine-6-

carboxamide;

(65) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-7-oxo-
2,3—dihydro—lH}7H>pyrazino[3,2,1—ij][1,7}naphthyridine—6—

carboxamide;

(66) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-7-oxo-
2,3-dihydro-1H, 7TH-pyrazino[3,2,1-ij][1,7]naphthyridine-6-

carboxamide;

(67) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-7-oxo-2,3~-
dihydro-7H-[1,4]thiazino([2,3,4-1ij][1,7]naphthyridine-6-

carboxamide;

(68) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl) -7-oxo-
2,3-dihydro-7H-[1,4]thiazino[2,3,4-1i7] [1,7]naphthyridine-

6-carboxamide;

(69) N-(4-chlorobenzyl)=-9-(3-hydroxy-l-propynyl)-7-0xo-
2,3-dihydro-7H-[1,4]thiazino[2,3,4-1j] [1,7]lnaphthyridine-

o-carboxamide;
(70) N-{(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-7-oxo-

2,3-dihydro-7H-[1,4]oxazino[2,3,4-1ij][1,7]naphthyridine-

6—carboxamide;
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(71) N-(4-chlorobenzyl)-9- (4-morpholinylmethyl)-7-oxo—
2,3-dihydro-7H-[1,4]oxazino[2,3,4-ij]1[1,7]1naphthyridine-

6—carboxamide;

(72) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-7-oxo-2,3-
dihydro-7H-[1,4]oxazino(2,3,4~-ij] [1,7]naphthyridine-6-

carboxamide;

(73) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-3,7-dioxo-

3H,7H-pyrido[1l,2,3-delquinoxaline-6-carboxamide;

(74) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-3,7-

dioxo-3H, 7H-pyrido[l,2,3~de]lquinoxaline-6-carboxamide;

(75) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-3,7-

dioxo-3H, 7TH-pyrido[1l,2,3-delquinoxaline-6-carboxamide;

(76) N-(4-chlorobenzyl)-2-[ (4-chlorobenzyl)amino]-9-(4-
morpholinylmethyl)-7-oxo-3H, 7TH-pyrido([1l,2,3~-

delquinoxaline—-6-carboxamide;

(77) 2—(benzylamino)—N;(4—chlorobenzyl)—9—(4—
morpholinylmethyl)-7-oxo-3H, TH-pyrido[1l,2,3-

delquinoxaline—-6-carboxamide;

(78) N-(4-chlorobenzyl)-10-(3-hydroxypropyl)=-2,4,8-
trioxo-1,2,3,4-tetrahydro-8H-[1,4]diazepino([3,2,1-

ijlguinoline-7-carboxamide;
(79) N-(4-chlorobenzyl)-10-(3-hydroxy-l-propynyl)-2,4,8-

trioxo-1,2,3,4-tetrahydro-8H-[1,4]diazepino(3,2,1-

ijlquinoline-7-carboxamide;
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(80) N-(4-chlorobenzyl)-10-(4-morpholinylmethyl)-2,4,8-
trioxo-1,2,3,4-tetrahydro-8H-[1,4]diazepino(3,2,1~

ijlquinoline-7-carboxamide;

(81) N-(4-chlorobenzyl)-10-(4-morpholinylmethyl)-2,8-
dioxo-1,2,3,4-tetrahydro-8H-[1,4]diazepino[3,2,1~

ijlquinoline-T7-carboxamide;

(82) N-(4-chlorobenzyl)-8-(4-morpholinylmethyl)-2, 6~
dioxo-1,2-dihydro-6H-imidazo[4,5,1-ijlquinoline-5-

carboxamide;

(83) N—(4—chlorobenzyl)—8—(3—hydroxy—l—propynyl)—2,6—
dioxo-1,2-dihydro-6H-imidazo[4,5,1-ijlquinoline-5-

carboxamide;

(84) N-(4-chlorobenzyl)-8-(3-hydroxypropyl)-2,6-dioxo-

1,2—dihydro—6HFimidazo[4,5,l—ij]quinoline—5—carboxamide;

(85) N;(4-chlorobenzyl)—8—(4—morpholinylmethyl)—2,6—
dioxo-1-[2- (l-piperidinyl)ethyl]-1,2-dihydro-6H-

imidazo[4,5,1-ijlquinoline-5-carboxamide;

(86) N-(4-chlorobenzyl)-1-[2-(4-methyl-1-
piperazinyl)ethyl]—S—(4—morpholinylmethyl)—2,6—dioxo"l,2—

dihydro-6H-imidazo[4,5,1-ij]lquinoline-5-carboxamide;

(87) N-(4-chlorobenzyl)-10-(4-morpholinylmethyl)-8-oxo-
3,4-dihydro-2H,8H-[1,4]oxazepino(2,3,4-ijlquinoline-7-

carboxamide;
(88) N-(4-chlorobenzyl)-3-methyl-9- (morpholin-4-

ylmethyl)—7—oxo—7H¥{1,4]oxazino[2,3,4—ij]quinoline—G—

carboxamide;
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(89) N-(4-chlorobenzyl)-3-methyl-7-oxo-9-(tetrahydro-2H-
pyran-4-ylmethyl)-7H-[1,4]oxazino[2,3,4-ij]lquinoline-6-

carboxamide;

(90) N-(4-chlorobenzyl)-9-(3-hydroxypropyl)-3-methyl-7-

oxo-T7TH-[1,4]loxazino[2,3,4-ijlguinoline-6-carboxamide;

(91) N-(4-chlorobenzyl)-9-(3-hydroxyprop-l-ynyl)-3-
methyl-7-oxo-7H-[1,4]oxazino [2,3,4-ij] quinoline-6-

carboxamide;

(92) N-(4-chlorobenzyl)-9- (morpholin-4-ylmethyl)-7-oxo-2-
pyridin-3-yl1-7H-[1,4]oxazino[2,3,4-1ijlquinoline-6-

carboxamide;

(93) 2-benzyl-N-(4-chlorobenzyl)-10-(4-
morpholinylmethyl)-3,8-dioxo-1,2,3,4-tetrahydro-8K-

[1,4]diazepino[6,7,1-ijlquinoline-7-carboxamide;

(94) N-(4-chlorobenzyl)-5-(3-hydroxypropyl)-4,7-dioxo-
1,2-dihydro-4H, 7TH-imidazo[1,2,3-ij] [1,8]naphthyridine-8-

carboxamide;

(95) N-(4-chlorobenzyl)-5-(4-morpholinylmethyl)-4,7-
dioxo-1,2-dihydro-4H, 7TH-imidazo[1, 2, 3~
i7]1[1,8]naphthyridine-8-carboxamide;

(96) N-(4-chlorobenzyl)-5-(3-hydroxy-l-propynyl)-4,7-
dioxo-1,2-dihydro-4H, 7TH-imidazo[1l, 2, 3~
i71[1,8]naphthyridine—-8-carboxamide;

(97) N-(4-chlorobenzyl)-6-(4-morpholinylmethyl)-3-0x0o-

9,10-dihydro-3H, 8H-pyrido [3,2,1-ijlquinoline-2-

carboxamide;
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(98) N-(4-chlorobenzyl)-3-methyl-9-(4-morpholinylmethyl) -
2,7-dioxo-2,3-dihydro-1H, 7TH-pyrido[1l,2,3-delquinoxaline-

6—-carboxamide hydrobromide;

and pharmaceutically acceptable salts thereof.

17. The use of Claim 15, wherein the compound is

selected from the group consisting of

(1) N-(4-chlorobenzyl)-10-(4-morpholinylmethyl)-8-oxo~-
3,4-dihydro-2H,8H-[1,4loxazepino [2,3,4-ijlquinoline-7-

carboxamide;

(2) N—(4—chlorobenzyl)—8—(4—morpholinylmethyl)—2,6—
dioxo-1,2-dihydro-6H-imidazo[4,5,1-ijlquinoline-5-

carboxamide;

(3) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-2,7~
dioxo-2,3-dihydro-1H, 7TH-pyrido[1l,2,3-delquinoxaline-6-

carboxamide;

(4) N>(4—chlorobenzyl)—2—[(4—chlorobenzyl)amino}—9—(4—
morpholinylmethyl)-7-oxo-3H, TH-pyrido[l, 2,3~

de]quinoxaline-6-carboxamide;

(5) N-(4-chlorobenzyl)-2-(hydroxymethyl)-8-(3-hydroxy-1-
propynyl)-6-oxo-1,2-dihydro-6H-pyrrolo[3,2,1-

ijlquinoline-5-carboxamide;
(6) N-(4-chlorobenzyl)-8-(3-hydroxyprop-l-ynyl)-2,2-

dimethyl-6-oxo-1,2-dihydro-6H-pyrrolo[3,2,1-ijlquinoline-

5-carboxamide;
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(7) N-(4-chlorobenzyl)-6-(morpholin-4-ylmethyl)-3-oxo-
9,10—dihydro—3H}8H;pyrido[3,2,1—ij]quinoline—2—

carboxamide;

(8) N-(4-chlorobenzyl)-3-methyl-9-(4-morpholinylmethyl)-
2,7—dioxo—2,3—dihydro—lH,7Hprrido[1,2,3—de]quinoxaline—

6-carboxamide hydrobromide;

(9) N-(4-chlorobenzyl)-10-(4-morpholinylmethyl)-2,8-
dioxo—l,2,3,4—tetrahydro—8ﬂ;[1,4}diazepino[3,2,l~

ijlguinoline-7-carboxamide;

(10) 2—(benzylamino)—N;(4—chlorobenzyl)—9—(4—
morpholinylmethyl)-7—oxo—3H}7H;pyrido[l,2,3—

de]quinoxaline-6-carboxamide;

(11) N-(4-chlorobenzyl)-9-(3-hydroxy-1l-propynyl)-1-
methyl—2,7—dioxo—2,3—dihydro—lH,7H—pyrido[1,2,3—

delquinoxaline-6-carboxamide;

(12) 2—benzyl—N;(4—chlorobenzyl)—9—(4—morpholinylmethyl)—
7-ox0-2,3-dihydro-1H, 7TH-pyrido[3,2,1-ijlquinazoline-6-

carboxamide;

(13) 2—benzyl—N>(4—chlorobenzyl)-9—(4—morpholinylmethyl)—
3,7—dioxo—2,3—dihydro—1H,7Hprrido[3,2,l—ij]quinazoline—

6—-carboxamide;

(14) 2—benzyl—N;(4—chlorobenzyl)—10—(4—
morpholinylmethyl)—3,8—dioxo—1,2,3,4—tetrahydro—8HL

[l,4]diazepino[6,7,1—ij]quinoline—7—carboxamide;
(15) N-(4-chlorobenzyl)-9-(3-hydroxyprop-l-ynyl)-3-
methyl—7—oxo—2,3—dihydro—7H;[l,3,4]oxadiazino[6,5,4~

ijlquinoline-6-carboxamide;
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(16) N-(4-Chlorobenzyl)-5-(3-hydroxyprop-1l-ynyl)-1-
methyl-7-oxo-2, 3-dihydro-1H, 7TH-pyrido[3,2,1-ijlcinnoline-

8-carboxamide;

and pharmaceutically acceptable salts thereof.

18. The use of Claim 15, wherein the compound is

selected from the group consisting of

(1) N-(4-chlorobenzyl)-10-(4-morpholinylmethyl)-8-oxo-
3,4-dihydro-2H,8H-[1,4]oxazepino [2,3,4-ijlquinoline-7-

carboxamide;

(2) N-(4-chlorobenzyl)-9-(4-morpholinylmethyl)-2,7-
dioxo-2,3-dihydro-1H, 7TH-pyrido[1l,2,3-de]quinoxaline-6-

carboxamide;

(3) N-(4-chlorobenzyl)-3-methyl-9-(4-morpholinylmethyl)-
2,7-dioxo-2,3-dihydro-1H, 7TH-pyrido[1,2,3-de]quinoxaline-

6-carboxamide hydrobromide;

(4) N-{(4-chlorobenzyl)-10-(4-morpholinylmethyl)-2,8-
dioxo-1,2,3,4-tetrahydro-8H-[1,4]diazepino[3,2,1-

ijlquinoline-7-carboxamide;
(5) 2-(benzylamino)-N-(4-chlorobenzyl)-9-(4-

morpholinylmethyl)-7-oxo-3H, 7TH-pyrido[l,2, 3~

de]quinoxaline-6-carboxamide;

(6) N-(4-chlorobenzyl)-9-(3-hydroxy-l-propynyl)-1-
methyl-2, 7-dioxo-2, 3-dihydro-1H, 7TH-pyrido[1, 2, 3~
de]lquinoxaline-6~carboxamide;

and pharmaceutically acceptable salts thereof.
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19. The use of Claim 15, wherein the compound is

selected from the group consisting of

(1f N- (4-chlorobenzyl)=-9- (4-morpholinylmethyl)-2,7-
dioxo-2,3-dihydro~1H, 7TH-pyrido[1l,2,3-delquinoxaline-6-

carboxamide;

(2) N-(4-chlorobenzyl)-3-methyl-9-(4-morpholinylmethyl) -
2,7-dioxo-2,3-dihydro-1H, 7TH-pyrido[l,2,3-delquinoxaline-

6-carboxamide hydrobromide;
and pharmaceutically acceptable salts thereof.

20. A use according to any one of Claims 1-19,

wherein said mammal is a human.

21. A use according to any one of Claims 1-19,

wherein said mammal is a livestock or companion animal.

22. A use according to any one of Claims 1-19,
wherein the amount administered is from about 0.1 to

about 300 mg/kg of body weight.

23. A use according to any one of Claims 1-22,
wherein the amount administered is from about 1.0 to
about 30 mg/kg of body weight.

24. A use according to any one of Claims 1-23,

wherein the compound is administered parenterally,

topically, intravaginally, orally, or rectally.

185



INTERNATIONAL SEARCH REPORT

Internat lApplication No

PCT/US 03/26963

A,
IPC

CLASSIFICATION OF SUBJECT MATTER
7 A61K31)%3

According to Intarnational Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

IPC 7

Minimum documentation searched (classification system followed by classification symbals)

A61K

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practical, search terms used)

EPO-Internal, CHEM ABS Data, BIOSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category © | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X EP 1 099 701 A (PFIZER PROD INC) 1,2,
16 May 2001 (2001-05-16) 20~-24
abstract; claims 1-42

P,X WO 03 059912 A (ROMINES KAREN ;UPJOHN CO 1,2,
(US); LARSEN SCOTT D (US); MAY PAUL D (US) 20-24
24 July 2003 (2003-07-24)
page 9, line 21 - Tine 23; claims 1-60

P,X WO 03 059911 A (SHNUTE MARK E ;UPJOHN CO 1,2,
(US); NAIR SAJIV K (US); TANIS STEVEN P () 20~-24
24 July 2003 (2003-07-24)
page 9, line 22 - 1ine 24; claims 1-111

P,X WO 03 053972 A (UPJOHN CO ;MOON MALCOLM W 1,2,
(US); TANIS STEVEN P (US); PERRAULT WILL) 20~-24
3 July 2003 (2003-07-03)
page 15, 1ine 25 - 1ine 28; claims 1-26

- / —

Further documenis are listed in the continuation of box C.

Patent family members are listed in annex.

° Special categories of cited documents :

"A" document defining the general stale of the art which is not
considered to be of particular relevance

"E* earlier document bul published on or after the international
filing date

"L document which may throw doubts on priority claim(s) or
which is cited to establish the publication date of another
citation or other special reason (as specified)

"O" document referring to an oral disclosure, use, exhibition or
other means

*P* document published prior to the international filing date but
later than the priority date claimed

*T* later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the
invention

"X* document of particular relevance; the claimed invention
cannol be considered novel or cannoi be considered to
involve an inventive step when the document is taken alone

*Y* document of particular relevance; the claimed invention
cannot be considered 1o involve an inventive step when the
document is combined with one or more other such docu-—
m?tr]ns, ﬁuch combination being obvious to a person skilled
Inthe art.

"&" document member of the same patent family

Date of the actual complelion of the international search

18 November 2003

Date of mailing of the international search report

02/12/2003

Name and mailing address of the ISA
European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3016

Authorized officer

Stienon, P

Form PCT/ASA/210 {second sheet) (July 1992)




INTERNATIONAL SEARCH REPORT

Interr ’Application No

PCT/US 03/26963

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category °

Citation of document, with indication,where appropriate, of the relevant passages

Relevant to claim No.

P.X

P X

P,X

P,X

WO 03 020729 A (UPJOHN CO ;THORARENSEN
ATLI (US)) 13 March 2003 (2003-03-13)
page 7, line 1 - line 3; claims 1-40

WO 02 070487 A (UPJOHN CO ;HUANG AUDRIS
(US); STROHBACH JOSEPH W (US);
VAILLANCOUR)

12 September 2002 (2002~-09-12)

page 15, Tine 14 - Tine 17; claims 1-27

US 2003/109542 Al (THORARENSEN ATLI)
12 June 2003 (2003-06-12)

abstract

page 3, paragraph 101

claims 1-30

WO 03 053971 A (UPJOHN CO ;MOON MALCOLM W
(US); NIEMAN JAMES A (US); NORTHUIS JILL)
3 July 2003 (2003-07-03)

page 2, line 26 -page 4, line 2; claims
1-58

LAMB D J ET AL: "Infection, immunisation
and atherosclerosis: is there a 1ink?"
VACCINE, BUTTERWORTH SCIENTIFIC.
GUILDFORD, GB,

vol. 17, no. 6, February 1999 (1999-02),
pages 559-564, XP004153813

ISSN: 0264-410X

US 6 121 287 A (BJOERK ANDERS ET AL)
19 September 2000 (2000-09-19)

WO 01 25239 A (UPJOHN CO ;THAISRIVONGS
SUVIT (US); TURNER STEVEN RONALD (US))
12 April 2001 (2001-04-12)

WO 00 40563 A (STROHBACH JOSEPH WALTER
; SCOTT ALLEN (US); UPJOHN Co (US);
SCHNUTE) 13 July 2000 (2000-07-13)

WO 00 40561 A (STROHBACH JOSEPH WALTER
;UPJOHN CO (US); SCHNUTE MARK E (US);
THAI) 13 July 2000 (2000-07-13)

ABRAHAM PRASAD AND ALL.: "Predisposition
to atherosclerosis by infections. Role of
endothelial dysfunction"”

CIRCULATION,

vol. 106, 9 July 2002 (2002-07-09), pages
184-190, XP002261891

Form PCT/ISA/210 (continuation of second sheat) (July 1892)




INTERNATIONAL SEARCH REPORT

Information on patent family members

Intern

Application No

PCT/US 03/26963

Patent document Publication Patent family Publication
cited in search report date member(s) date
EP 1099701 A 16-05~2001 BR 0005322 A 17-07-2001
CA 2325358 Al 10-05-2001
EP 1099701 Al 16-05-2001
JP 2001139555 A 22-05-2001
US 2002132806 Al 19-09-2002
us 6369075 Bl 09-04-2002
WO 03059912 A 24-07-2003 WO 03059912 Al 24-07-2003
WO 03059911 A 24-07-2003 WO 03059911 A2 24-07-2003
WO 03053972 A 03-07-2003 WO 03053972 Al 03-07-2003
US 2003130255 Al 10-07-2003
WO 03020729 A 13-03-2003 WO 03020729 Al 13-03-2003
US 2003109542 Al 12-06-2003
WO 02070487 A 12-09-2002 CA 2433467 Al 12-09-2002
WO 02070487 Al 12-09-2002
US 2002165253 Al 07-11-2002
US 2003149035 Al 07-08-2003
US 2003109542 Al 12-06-2003 WO 03020729 Al 13-03-2003
WO 03053971 A 03-07-2003 WO 03053971 Al 03-07-2003
Us 2003207877 Al 06-11-2003
UsS 6121287 A 19-09-2000 NONE
WO 0125239 A 12-04-2001 AU 7700100 A 10-05-2001
CA 2382691 Al 12-04-2001
EP 1220858 A2 10-07-2002
JP 2003511382 T 25-03-2003
™ 500724 B 01-09-2002
WO 0125239 A2 12-04-2001
us 6340680 B1 22-01-2002
WO 0040563 A 13-07-2000 AU 2158300 A 24-07-2000
BR 9916781 A 04-12-2001
CA 2353634 Al 13-07-2000
CN 1332729 T 23-01-2002
CZ 20012458 A3 12-12-2001
EP 1140851 Al 10-10-2001
HU 0105142 A2 29-04-2002
JP 2002534417 T 15-10-2002
NO 20013379 A 06-07-2001
NZ 512823 A 31-10-2003
PL 348769 Al 17-06-2002
SK 8312001 A3 03-12-2001
TR 200101893 T2 21-11-2001
WO 0040563 Al 13-07-2000
us 6248736 Bl 19-06-2001
ZA 200104710 A 10-06-2002
WO 0040561 A 13-07-2000 AU 760207 B2 08-05-2003
AU 2348600 A 24-07-2000
CA 2353636 Al 13-07-2000
CN 1333753 T 30-01-2002

Form PCT/ISA/210 (patent family annex) (July 1992)




INTERNATIONAL SEARCH REPORT ntemet  Application No
Information on patent family members PCT /US 03 /2 6963

Patent document Publication Patent family Publication

cited In search report date member(s) date

WO 0040561 A cZ 20012454 A3 13-03-2002
EP 1140850 Al 10-10-2001
HU 0200308 A2 29-06-2002
JP 2002534416 T 15-10-2002
NO 20013383 A 07-09-2001
NZ 512824 A 26-09-2003
SK 8302001 A3 04-04~-2002
TR 200101906 T2 21-12-2001
Wo 0040561 Al 13-07-2000
us 6248739 Bl 19-06-2001
ZA 200104711 A 10-06-2002

Fom PCT/ISA/210 (patent family annex) (July 1992)



	Abstract
	Bibliographic
	Description
	Claims
	Search_Report

