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(34) Title: N-HETEROCYCLIC DERIVATIVES AS NOS INHIBITORS
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N-Heterocyclic derivatives of formula (T) are described herein, as well as other N-Heterocycles, as inhibitors of nitric oxide synthase.

Pharmaceutical compositions containing these compounds, methods of using these compounds as inhibitors of nitric oxide synthase and
processes for syrithesizing these compounds are also described herein.
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*(Referred to in PCT Gazette No. 49/1998, Section IT)
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N-HETEROCYCLIC DERIVATIVES AS NOS INHIBITORS

Eleld of the Invention

The invention relates to a series of N-heterocyd'ic compounds and derivatives useful as
§ ' inhibitors of nitric oxide synthase (NOS) and to methods of therapy for various diseases
employing those compounds.

Background ofthe Invention
Nitrogen monoxide (NO) has been implicated in a number of diverse physiological
10  processes, including smooth musdle relaxation, platelet inhibition, nerve fransmission, immune
' regulation and penile erection. Nitric oxide is produced under various conditions by virtually all .
nucleated mammalian cells. A number of pathologies are ascribed to abnon'nal'tles inNO :
production including stroke, insulin dependent diabetes, septic shock-lnduced hypotension,
theumatold arthritis and multiple sclerosis. Nitric oxide is sypthesiied in biological tissues by an
15 * enzyme called nitric oxide synthase (NOS) which uses NADPH and molecular oxygén_to'oxidize
L-argining to citrulline and nitric oxide.
Nitric oxide synthase (NOS) exists In at least three isoforms, which fall into two primary
categories: constitutive and inducible. Two constitutive isoforms, which are calcium and
- calmodulin dependent. have been Identifi ed, and one lndudble isoform has been identified.
20  The constitutive isoforms are (1) a neuronal isoform, NOS-1 or nNOS, which is found in the -
brain and skeletal muscles and (2) an endothelial Isoforrn, NOS-3 or eNOS, which Is expressed
i inthe endothelium of blood vessels, the epithelium of the bronchlal tree and in the brain. These
* . constifutive isoforms are not me-térget of the NOS inhibitors of the present invention.
The inducible Isoform (NOS2 orINOS) Is expressed In virtually all nucleated mammalian

..t 85 . cells following exposure to inflammatory cytokines or lipopolysaccharide. Its presence in

macrophages and lung epithelial cells Is particutarly noteworthy. The Inducible isoform is

. neither stimulated by calcium nor blocked by calmodulin antagonists. It contains several tightly
i bound co-factors, including FMN, FAD and tetrahydroblopterin.

. Nitric oxide gen’érated by the inducible form of NOS has been implicated In the

30  pathogenesis of inflammatory diseases. In experimental animals, hypotension induced by

U lipopolysaccharide or tumor necrosis factor « can be reversed by NOS inhibitors. Conditions
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which lead to cytokine-induced hypotension include septic shock, hemodialysis and interleukin
therapy in cancer patients. It is expected that an iINOS inhibitor would be effecfive in treating
cytokine-induced hypatension. In addition, recent studies have suggested a role for NO in the
pathogenesis of inflammation, and NOS inhibitors would therefore have beneficial effects on
inflammatory bowe! disease, cerebral ischemia and arthritis. Inhibitors of NOS may also be
useful in treating adult respiratory distress syndrome (ARDS) and myocarditis, and they may be
useful as adjuvants to short term immunosuppression in transpiant therapy.

The diversity and ubiquity of NO function in physiology make the specific therapeutic
targeting of NO-related phenomena an important consideration. Since endogenous NO
production is the result of the actions of related but distinct isozymes, the differential inhibition
of NOS isozymes allows more selective therapy with fewer side effects.

SUMMARY OF THE INVENTION

In one aspect, the invention is directed to compounds of formula (1), formula (ll) and
formula (IN):
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(CR™H),
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Q—(C(R“)R"-")n—A
L

lz| X (n; or

u )\
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" wherein:

Ais -R', -OR', -C(O)N(R")R?, -P(O)IN(R")R? J,, -N(R"IC(O)RZ, -NR™)C(0)OR? , -N(R")RZ',
NR®)C(OINRR'®, -S(O)R’, -SO,NHC(O)R', -NHSO,R?, -SO,N(R)H,
-C{O)NHSO,R?, and -CH=NOR!;

each X, Y and Z are independently N or C(R %)
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each U is N or C(R®), provided that U is N only when X is N and Z and Y are CR '

Vis N(R*), S, O or C(R*)H;

each Wis N or CH;

Qs chosen from the group consisting of a direct bond, -C(Q)-, -O-, -C(=N -R"}-, -S(0), and

5 N(R®)-;

m is zero or an integer from 1 to 4;

nis zero or an integer from 1 to 3;

q is zero or one;

r is zero or one, provided that when Q and V are heteroatoms, m, q, and r cannot all be zero;
10 when A is -OR", -N(R"YC{O)R?, -N(R™)C(O)OR?, -NR)R?, -N(R™)C(OIN(R')R™®,

-S(O)R" (where tis zero), or -NHSO,R?, n, q, and r cannot all be zero: and when Q is a

heteroatom and A is -OR', -N(R"YC(O)R?, -N(R"®)C(0)OR? , -N(R"R?',
 NR™®CONRYR', -SO)R' (when tis zero) or -NHSO,R?, m and n cannot both be

2€ero,
15 tis zero, one or two;

(T)—

is an optionally substituted N-heterocyciyl:

S is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

each R" and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C4-Cyq alkyl, optionally substituted cycioalkyl, -{Co-Cs alkyl-R®,

20 -{C~Cs alkenyl]-R®, -[C,-Cq alkynyl]-R®, -[C,-C; alkyll-R™ (optionally substituted by
hydroxy), '[C1'Cg]‘R11 (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

or R" and R? together with the nitrogen atom to which they are atlached is an optionally
substituted N-heterocyclyl;
25  R%is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
- haloalkyl, -[C+-Cs alkyl-C(OIN(R")R?, -[C,-C; alkyl]-N(RR?, -[C,-Cq alkyl]-R®,
-[C2-Cg alkyl]-R"®, -[C4+-Cy alkyl-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);
30 orwhen Qis -N(R%)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfony!, monoalkylaminacarbonyi,
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dialkylaminocarbonyl and -C(=NR'®).NH,;
or -Q-R? taken together represents -C(O)OH, ~C(O)NR")R?, -C(=NH)-N(R")R? or
Q
R1

R2
o]

R* is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when A is -R" or -OR', R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R® is chosen from the group consisting of hydrogen, haio, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR'®, -S(0)-R "¢, N(R™*)R?, -N(R'®)C(O)N(R")R'®,
-NR™)C(Q)OR™, -N(R™)C(O)R™, -[C-Cj alkyl-C(O)OR™,

-{Co-Ca alkyl]-C(H)[C(O)OR™},, and -{Cy-Cj alkyl-C(O)NR')R'®;

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C;-Cg aIkyI]-RB,

-[C2-Cs alkyl]-R "™, -[C1-Cs alkyll-R", acyl, -C(O)RE, -C(O)-C-Cg alkyl]-RE,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally subsituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbenyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, aptionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, aptionally substituted N-heterocyclyl,
-C(=NH)}-N(CN)R', -C(0)}-R®-N(R")R?, -C(O)-R-N(R")C(0)-REN(R')R?,
-C(O)-N(R")-R®-C(O)OR';

each R® and R® are independently chosen from the group consisting of haloalkyl, cycloalky!
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocycly! {optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

eachR" s independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(O)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenyimethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

each R'' is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and diatkylaminocarbonyl;
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each R, R, R, R", R", and R® are independently hydrogen or alkyl;

gach R is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl;

R™ is hydrogen, NO,, or toluenesulfonyl;

each R™ is independently hydrogen, alkyl (optianally substituted with hydroxy), cyclopropyl,
haio or haloalkyt;

each R” is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%,

or R*' taken together with R' and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl,

or R?' taken together with R *® and the nitrogen to which they are attached is an optionaily
substituted N-heterocyclyl;

sachR%is independently alkyl, cycloalkyl, optionally substituted aryt or optionally substituted
aralkyl; and

R® is an amino acid residue;
as a single sterecisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.
In another aspect, the invention is directed to compounds of formula (IV):
R!
!
P
f ~x (v);

wherein:

AA is an amino acid;

X, Y and Z are independently N or C(R"®);

UisNor C(Rs). provided that U is N only when X is Nand Z and Y are CR *%,

-Wis NorCH;

R'and R are independently chosen from the group consisting of hydrogen, optionally
substituted C-Cy alkyl, optionally substituted cycloalkyl, -[C;-Cq aIkyI]-Rs.
-[C-Cy alkenyl)-R®, -[C,-Cg alkynyl]-R®, -[C,-Cy alkyl]-R™® (optionally substituted by
hydroxy), -[C1-Cg-R" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;
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or R" and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR™®, -S(0)-R"®, N(R™)R?', -NR®)CONRIR™,
-NR")C(0)OR™, -N(R™)C(O)R™®, -{C,~C; alky-C(O)OR'®,

-[C-Ca alkyl-C(H)[C(O)OR"®);, and -[C,-Cj alkyl-C(ON(R")R";

each R%is independently chosen fram the group consisting of haloalkyl, cycloalkyl (optionally
substituted with halo, cyano, alky! or alkoxy), carbocycly! (optionally substituted with one
or more substituents selected from the group consisting of halo, alkyl and alkoxy), and
heteracyclyl (optionally substituted with alkyi, aralky! or alkoxy);

each R" is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-RZ,
acylamino, amino, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

eachR"is independently chosen from the group consisting of cyane, di(atkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoaikytaminocarbonyi and diatkylaminocarbonyl;

eachR™ is independently hydrogen, alkyl, optionally substituted aryt, optionally subsituted
aralky! or cycloalkyl;

R'is hydragen, alkyl (optionally substituted with hydroxy), cyclopropyl, halo or haloalkyt;

each R¥ is hydrogen, alkyl, cycloalkyl, optionally substituted aryt, optionally substituted aralkyl,
-C(O)R? or -SO,R%;

or R* taken together with R" and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R¥' taken together with R"® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl; '

eachR%is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralky!; and

tis zero, one or two;

_as a single isomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

in another aspect, the invention is directed to compounds of formula (va), formula (Vb)
or formula (Vce):
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i
(CR"*)H)rm

v - CRIH)G (CR™)HY~C—(CR™RD),—A
R17

€| Nx Va);
SN

V/(C(R‘Z)H)q—(C(R‘3>H),—@(C(R“)R2°)n—A
l Xy OF
AN/\

~wherein B is a fused 5-or 6-membered optionally substituted carbocycly! or heterocyclyl; and

wherein:

Ais R',-0R', -COIN(R")R?, -P(O)IN(R")R? ], -N(R"JC(O)R?, -N(R™)C(O)OR? , N(R')R?",
-NR®)COINR")R'™, -S(O}R", -SO,NHC(O)R', -NHSORZ, -S0,NR')H,
-C(O)NHSO,R?, and -CH=NOR? :

each X and Y are independently N or C(R'®);
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Vis N(R%, S, 0 or CR*)H;

each Wis N or CH;

Q is chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N -R)-, -8(0),, and
NR

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3:

q is zero or one;

ris zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero:
when A is -OR', ;N(R)C(O)R?, -N(R')C(0)OR?, -NRR', NR'E)C(OINR)R'®,
-S(O)R" (where t is zero), or -NHSO,R% n, q,and r cannot all be zero; and when Q is a
heteroatom and A is -OR', -N(R")C(O)R?, -N(R®)C(0)OR? , -N(R")R?",
NR®)COINRY)R', -S(O)R” (when tis zero) or -NHSO,RZ, m and n cannot both be
2ero;

tis zero, one or two;

(T}—

is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;
each R'and R% are independently chosen fram the group consisting of hydrogen, optionally
substituted C,-Cy alkyl, optionally substituted cycloalkyl, -{Cy-Cy alkyl]-R®,
1C-Cs alkenyl]-R®, {C,-Cy alkynyl]-R®, -[C,-C, alkyl]-R ™ (optionally substituted by
hydroxy), -[C+-C¢l-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R®is chosen from the group consisting of hydrogen, akyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -[C4-Cs alkyl]-C(O)N(R")R?, -[C4-Cy alkyl]-N(R")R?, -{C+-Cg alkyl]-R®,
{C2-Cs atkyl]-R", -{C4-Cs alkyl)-R"", and heterocyclyt (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Qs -N(R®)- or a direct bond to R?, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminacarbonyl,
dialkylaminocarbonyt and -C(=NR’°)-NH2;
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or -Q-R’ taken together represents -C(O)JOH, -COIN(R)R?, -C(=NH)}-N(R"R? or

R* is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when Ais -R" or -OR', R? cannot be hydrogen, and when V is CH, R*® may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, alkyl, cycioalkyl, -[C4-Cg alkyl]-R®,
ACx-Cs alkyl]-R™, 4{C-C; alkyl-R™, acyl, -C(O)R®, -C(O)-[C+-Cq alkyl}-R,
alkoxycarbonyi, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted aryisulfonyl,
aminacarbonyl, monoalkytaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosuifonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R', -C(0)-R®*-N(R")R?, -C(0)-RZ-N(R")C(O}-RZ-N(R")R?,
-C(0)-N(R")-R®.C(O)OR;

each R® and R® are independently chosen from the group consisting of haloalkyl, cycloalky!
(optionally substituted with halo, cyane, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of haio,
alkyl and alkoxy), and heterocycly (optionatly substituted with alkyl, aralkyl or alkoxy);

each R'is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R?

acylamino, amino, monoalkylamino, dialkylamino, (triphenyimethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

eachR"'is independently chosen from the group consisting of cyano, di(alkoxy)alky!, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminecarbonyl,

each R, R™, R™ R, R, and R® are independenty hydrogen or alkyl;

eachR"™is independently hydragen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl;

R™ is hydrogen, NO,, or toluenesulfonyl;

each R" is independently hydrogen, alkyl (optionally substituted with hydroxy}), cyclopropyl,
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halo or haloalkyl;

each R?'js independently hydrogen, alkyl, cycloalkyl, optionatly substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%;

or R?' taken together with R and the nitrogen to which they are attached is an oplionally
substituted N-heterocyclyi;

or R*' taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R? is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R is an amino acid residue;

as a single stereoisomer or mixture thereof, or a pharmaceuticaily acceptable salt thereof.

In another aspect, the invention is directed to a compound of formula (Vla), formula
(VIb) or formula (Vic):
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Q.R?
(CR"H)y

v - CR)H)=(CR™)H)—C— (CR™RD),— A

L
Xy

Z'| (Via;

L
O

w

(I CRMR)—a

()

)~

X (VIb) ; or

PCT/USY8/03176

V,(C(R"‘)H)q—(C(R‘a)H)r@(C<R”)R2°)n—A

X {Vic);

/ N,

W

wherein B is a fused 5-or 6-membered optionally substituted carbocyclyl or heterocyclyl; and

wherein:

Ais R',-OR', -C{ONRYR?, -ﬁ(O)[N(R‘)Rz I N(R'C{ORE, -NR™)C(0)OR?, -N(R")R?,
-NR™)C(OIN(RR®, -S(O)R", -SO,NHC(O)R', -NHSO;R?, -SON(R')H,

-C{O)NHSO,R?, and -CH=NOR":
each X and Z are independently N or C(R*®);
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Vis N(R%), S, O or CR*)H;

each Wis N or CH;

Qis chosen from the group consisting of a direct bond, -G(0)-, -O-, -C(=N -R' ) -S(0), and
-NR%-;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

r is zero or one, provided that when Q and V are heteroatoms, m, q. and r cannot all be zero;
when A is -OR", -N(R")C(O)R?, -N(R™)C(O)OR?, -N(R")R?', -N(R'®)C(0)N(R')R™,
-S(0)R" (where t is zero), or -NHSO,R?, n, q, and r cannot all be zero; and when Qs a
heteroatom and A is -OR', -N(R")C(O)R?, -N(R")C(O)OR? , -N(R")R?",
-NR™)C(O)NR")R', -S(O)R" (when t is zero) or -NHSO,R%, mand n cannot bath be
zero,

tis zero, one or two;

(;l}—

is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

each R' and R? are independently chosen from the group consisting of hydrogen, optionally
substituted Cy-Cy alky!, optionally substituted cycloalkyl, -[C,-C; alkyl]-R®,

-[C2-Cs alkenyll-R®, -[C,-Cq alkynyll-R®, -[C,-C; alkyl]-R™ (optionally substituted by
hydroxy), -[C,-Ct,]-R11 (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R¥is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -{C1-Cs alkyl]-C(OIN(R")R?, -[C-Cj alkyl-N(R")R?, -{C,-Cy alkyi]-R®,
-[C4-Cy alkyl]-R™, {C4-Cs alkyil-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Q is -N(R®)- or a direct bond to R%, R® may additionally be
aminocarbony!, alkoxycarbonyl, alkylsuifonyl, monoalkylaminocarbonyl,
dialkytaminocarbonyl and -C{=NR'®)-NH,;
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or -Q-R® taken together represents -C(O)OH, -C(O)N(R')R?, -C(=NH)-N(R")R? or
0]
R
—N
R?
0]

R* is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyt;

provided that when A is -R or -OR", R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydragen, alkyl, cycioalkyl, -[C4-Cg alkyi]-R?,
-[C2-Cq alkyl]-R™, -[C;-Cg alkyl}-R™, acyl, -C(O)R®, -C(O)-[C-Cj alkyil-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminacarbonyi, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R'; -C(O)-R®-N(R")R?, -C(0)-RZ-N(R")C(0)-RZ-N(R"R?,
-C(0)-N(R")-R®-C(O)OR";

each R® and R® are independently chosen from the group consisting of hatoalkyl, cycloalky!
(optionally substituted with halo, cyanc, alky! or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alky! and alkoxy), and heterocyclyi (optionally substituted with alkyl, aralkyl or alkoxy);

each R" is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, menoalkylamino, dialkylamino, (triphenylmethyljamino, hydroxy,
mercapto, alkylsuifonamido;

each R'" is independently chosen from the group consisting of cyano, di(alkoxy)alky!, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminacarbonyi and dialkylaminocarbonyt;

each R'?, R' R R, R", and R¥ are independently hydrogen or alkyl;

each R'is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl;

R is hydrogen, NO,, or toluenesulfonyl;

each R"is independently hydrogen, alky! (optionally substituted with hydroxy), cyclopropyl,
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haio or haloalkyi;

eachR*'is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R% or -SO,R%:

or R*' taken together with R' and the nitragen to which they are attached is an optionally
substituted N-heterocyclyl;

or R taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyi;

each R* is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R® is an amino acid residue:

as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

In another aspect, the invention is directed to compounds of formula (Vlla), formuia
(VItb) or formula (Vilc):
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Q-R3
CR¥ M),
y R (CR™)H)—C—(C(R')R2),—A

)\ R
AN

X (Vlla) ;

C=—=N

ﬁ X (Vlb) ; or
U )\
~y Q_// \\/
=N
V,(C<R1Z)H)q—(c(R”)H)r (CR'R®),—A

/J\X v (Vlic) ;

z
|

u

- wherein;

Ais R',-0R', -CIOIN(R")R?, -P(O)IN(R")R? , -N(R)C(O)R?, -N(R™)C(O)OR? , -N(R")R?",
-NRICONR)RY, -S(O)R', -SO,NHC(O)R', -NHSO,RZ, -SO,N(R')H,
-C(O)NHSO,R?, and -CH=NOR'

each X, Y and Z are independently N or C(R"®);

eachUis Nor C(Rs), provided that U is N only when Xis N and Z and Y are CR '
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Vis N(R*), S, O or C(RYH;

each Wis N or CH;

Q s chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N -R")-, -S(0), and
-NRC);

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero orone;

r is zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;
when A s -OR', -N(R'JC(0)R?, -N(R"™)C(0)OR?, -N(R)R?', -NR™®)C(OINR)R'™®,
-S(O)R" (where tis zero), or -NHSO,R%, n, g, and r cannot all be zero; and when Qis a
heteroatom and A is -OR', -N(R"C(O)R?, -N(R™)C(O)OR? , -N(R"R?',
NR™)COINR)R™, -SO)R' (when tis zero) or -NHSO,R?, m and n cannot both be
zero;

tis zero, one or two;
T

is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;
each R’ and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C-Cy, alkyl, optionally substituted cycloalkyl, -[Cy-Cs alkyl]-R®,
-[C5-Cs alkenyl}-R®, -[C2-Cy alkynyl]-R®, -[C,-Cy alkyl}-R™® (optionally substituted by
hydroxy), -{C+-Cal-R" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

or R" and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R*is chosen from the group consisting of hydrogen, alkyl, cycloalkyi, optionally substituted aryl,
haloalkyl, -[C4-Ca alkyl-C(O)N(R")R?, {[C4-Cy alkyl]-N(R")R?, -[C4-Cg alkyl]-R®,
{C-Cs aIkyI]-R1°, {C+-Cs alkyll-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Qis -N(RG)- or a direct bond to R?, R® may additionally be
aminocarbonyl, alkoxycarbanyl, alkylsulfonyl, monoalkylaminacarbonyl,
dialkylaminocarbonyl and -C(=NR'®)-NH,; ‘
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or -Q-R? taken together represents -C(OJOH, -C(OIN(R')RZ, -C(=NH)-N(R")RZ or
0
R
—N
R2
o]

R*is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalky!;

provided that when A is -R" or -OR", R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted »
aralkyl, optionally substituted aryl, -OR'®, -S(0)}-R'®, -N(R®)R?", -N(R"®)C(OIN(R)R®,
NR™)C(0)OR™, -N(R")C(O)R™, -[C-C5 alkyl-C(O)OR™,

-[Co-Cy alkyl]-C(H)[C(O)OR ]y, and -[Cy-Cg alkyl]-C(OIN(R")R™,;

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C-Cs alkyl}-R®,

-{C,-Cy alkyl]-R", {C4-Cq alkyll-R™, acyl, -C(O)R®, -C(O)-[C,-Cq alkyi]-RE,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, opfionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, opticnally substituted aryisutfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosuifonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionaily substituted N-heterocyciyt,
-C(=NH}-N(CN)R', -C(O}-R®-N(R")R?, -C(Q)-R®-NR")C(OFRZ-NR')R?,
-C(O)-NR")-RE-C(O)OR",;

each R® and R are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with hale, cyang, alky! or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

each R" is independently chosen from the group consisting of halo, atkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monealkylamino, dialkylamino, (triphenyimethyi)amino, hydroxy,
mercapto, alkylsulfonamido;

eachR"is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbony!, monoalkytaminocarbonyl and dialkylaminocarbonyi;

each R, R", R™, R, R", and R? are independently hydrogen or alkyl;
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each R is independently hydrogen, alky!, optionally substituted aryl, optionally subsituted
aralkyl or cycloalky};

R* s hydrogen, NO,, or toluenesulfonyl;

each R"is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl
5 halo or haloalkyf;

'

eachR¥ is independently hydrogen, alkyl, cycloalky!, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%;
or R*' taken together with R ' and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;
10 or R* taken together with R™® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;
each R¥ s independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and
R* is an amino acid residue;
16 as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.
In another aspect, the invention is directed to a compound of formula (vVily:

cl
z' Ny vy ;
cn/Lv/kN/\

N N
wherein two of X, Y and Z are nitrogen and the third is CH.

In another aspect, the invention is directed to compounds of formula (IXa), formula (IXb)
20 or formula (IXc):
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aRr®
CR®H)m
v - (CRH)— (CR™)H)~C—(CR™RY), . @
/

PR S
EN \

T-I X 0 R?
U )\ (1Xa) ;
\Y/ h\'/\N
w=/

A O

T-I X & ) (IXb) ; or
U 2\ ‘
\Y h\l/\N
w/
v ACRDH)—(CR™HH), (CR™R?,
/K /L@
Tl X N
2
U /k (Xe); ° R
v T/\N s
w/
" wherein:

@ is a solid support;

L is a linker residue;
each X, Y and Z are independentiy N or C(R*®);
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each U is N or C(R®), provided that U is N only when X is N and Z and Y are CR ™

Vis N(R%), 8, O or C(R*)H;

each Wis N or CH;

Q is chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N-R")-, -S(0), and
NR%-;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 {o 3;

q is zero or one;

r is Zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;
when As -OR”, -N(R")C(O)R?, -N(R"™)C(O)OR?, -NR)R?", -N(R'®)C(OINRIR'®,
-S(O)R' (where tis zero), or -NHSO,R%, n, g, and r cannot all be zero: and when Qs a
hetercatom and A is -OR’, -N(R")C(O)R?, -N(R®)C(0)OR? , -N(R")R?',
-NR")COINR"R'®, -S(O)R' (when t is zero) or -NHSO,R?, m and n cannot both be
zero;

tis zero, one or two,

Clh—

is an optionally substituted N-heterocyclyl;

C is an optionally substituted carbocycly! or optionally substituted N-heterccyclyl;

eachR2is independently chosen from the group consisting of hydrogen, optionally substituted
C+-Cy alkyl, optionally substituted cycloalkyl, -[Cq-Cq alkyl]—Rg, -[C4-Cs alkenyl)-R®,
-{C2-Cq alkynyl]-R®, -[C~C, alkyl}-R™ (optionally substituted by hydroxy), -[C-Cg}-R""
(optionally substituted by hydroxy), optionally substituted heterocyclyl;

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -[C+-C alkyl]-C(OIN(R')R?, -[C+-Cy alkyl]-N(R")R?, -[C+-Cg alkyl]-R®,
-[C2-Ca alkyl]-R™, -[C,-C4 alkyl-R'", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alky!, alkoxy and
imidazolyl);

orwhen Qis -N(Rs)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyi, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyl and -C(=NR%)-NH,;

or -Q-R® taken together represents -C(O)OH, -C(ONR")R?, -C(=NH)-NR")R? or
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—N
RZ
o]

R*is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when A is -R ' or -OR', R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R%is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR", -8(0)-R™, -N(R™)R?', -N(R")CONR')R™,
-N(R™)C(O)OR'®, N(R'®)C(O)R", -[C-Cs alkyl]-C(O)OR'S,
<[Co-Cy alkyi]-C(H)IC(O)OR"®,, and -[C,-Cs alkyl]-C(O)N(R"R®;

R®is chosen from the group consisting of hydrogen, alkyt, cycloalkyl, -[C;-Cj alkyl]-R®,

-[C2-Cy alkyl]-R"®, -[C1-Cy alkyl-R', acyl, -C(OIR®, -C(O}C+-Cs alkyl-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyi, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbony!, optionatly substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosuifonyl,
arylaminosulfonyl, arylsuffonylaminocarbonyl, optionally substituted N-heterocyciyl,
-C(=NH)}-N(CN)R', -C(0)-R®-N(R")R?, -C(O)}-R®-N(R")C(0)-R®-N(R")R?,
-C(0)-N(R")-RE-C(O)OR’;

each R® and R® are independently chosen from the group consisting of haloalkyt, cycloalky!
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

each R is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenyimethyllamino, hydroxy,
mercapto, alkylsulfonamido;

each R" is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbony! and dialkylaminocarbony!;

each R, R™, R™ R, R, and R® are independently hydrogen or alkyl;

each R is independently hydrogen, alkyl, optionally substituted aryl, cptionally subsituted
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aralkyl or cycloalkyl;

R™ is hydrogen, NO,, or toluenesulfonyl;

eachR"is independently hydrogen, alkyl {optionally substituted with hydroxy), cyclopropyi,
halo or haloalkyl;

each R?' is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%;

or R*' taken together with R'® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R* is independently alkyl, cycloalkyl, optionaily substituted aryl or optionally substituted
aralky!, and

R* is an amino acid residue;

as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.
In another aspect, the invention is directed to a pharmaceutical compasition comprising

a compound of formula (I), formula (1) or formula (M) as described above and a

pharmaceuticaily acceptable carrier,

In another aspect, the invention is directed to a process for synthesizing compounds of
formuia (1), formuta (1) and formula (111):
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QR
(CR®)H),
v - CRH)—(CR"™H)—C—(CR™)RD),—A

L
Ny

zZ

m;
l

pu
y

(,}—(C(R*“)Rz")n—A
A

f X (ny; or

u

VAC(R‘Z)H)q—(C(R”)H)r@—(C(RWR”)n—-A
z/l\

I (ny;
U< »)\ A

wherein:

Ais R, -OR', -COIN(R)R?, -PO)INRR? I, -N(R)C(OIRZ, -NR'®JC(O)OR? , -NRNR?",
-NR)CIOINR')R'®, -S(O)R’, -SO,NHC(O)R', -NHSO,RZ, -SO,N(R')H,
-C(O)NHSQ,R?, and -CH=NOR"';

each X, Y and Z are independently N or C(R™);
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each U is N or C(R), provided that U is N only when Xis N and Zand Y are CR '3,

Vis N(R%, S, or O;

each Wis N or CH;

Q s chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N -R")-, -S(0),, and
-NR);

m is Zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

ris zero or one, provided that when Q and V are heteroatoms, m, 4, and r cannot all be zero;
when Ais -OR’, -N(R)C(O)R?, -N(R™)C(O)OR?, -NR")R, -N(R)C(O)N(R')R"®,
-S(O)R' (where t is zero), or -NHSO,R?, n, q, and r caninot all be zero; and when Q s
heteroatom and A is -OR', -N(R")C(O)R?, -N(R'®)C(0)OR? , -N(R")R?',

- NR™)C(ON(R')R', -S(O)}R” (when tis zero) or -NHSO,R?, m and n cannot both be

zero;

tis zero, one or two;

Clb_

is an optionally substituted N-heteracyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocycliyt;
each R' and R are independently chosen from the group consisting of hydrogen, optionally
substituted C (~C5, alkyl, optionally substituted cycloalkyl, -[C5-Cg alkyl}-RS,
-[C~Cs alkenyi]-R®, -[C,-Cq alkynyl]-R®, {[C,-C; alkyl-R" (optionally substituted by
hydroxy), -[C-Cgl-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR' and R? together with the nitrogen atom to which they are attached is an optionalty
substituted N-heterocyclyl;

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryi,
haloalkyl, -{C;-C alkyl-C(OIN(R")R?, -[C,-Cy alkyl}-N(R")R?, -[C4-Cg alkyl]-R®,
-[C2-Cy alkyl}-R™, -{C+-C4 alkyl]-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Qis -N(R®)- or a direct bond to R?, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkyisulfonyl, monoalkylaminocarbonyl,




10

15

20

25

30

WO 98/37079 PCT/US98/03176
-26-

dialkylaminocarbonyl and -C(=NR"’)—NH2;
or -Q-R” taken together represents -C(O)OH, -C(O)N(R')R?, -C(=NH)-N(R"R? or
0]
R
—N
Rr2
(o]

R* is chosen from the group consisting of hydrogen, alkyl, aryl, aralky! and cycloalkyi;

provided that when A is -R" or -OR’, R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyi, optionally substituted aryl, -OR®, -S(0)-R"®, -N(R'®)R?', -N(R')C(ON(R"R,
-NR™)C(O)JOR’, -N(R™)C(O)R", -[C¢-C; alkyl]-C(OJOR™,

-[Co-Cs alkyl]-C(H)IC(Q)OR ®},, and -[C¢-Cs alkyl-C(O)N(R')R™®: _

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -{C4-Cg alkyl]-R°.

-[C2Cs alkyl]-R™, -[C+-C5 alkyl}-R"", acyl, -C(OIR®, -C(0)-{C+-Cyq alkyi]-RE,
alkoxycarbonyi, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionaily substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, diatkviaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminacarbonyi, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R", -C(0)-R®-N(R")R?, -C(Q)-R®-N(R")C(O)-RZ-N(R)R?,
-C{O)-N(R")-RZ-C(O)OR?,;

each R? and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocycly! (optionaily
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyi, aralkyi or alkoxy);

- each R" is independently chosen from the group consisting of halo, alkoxy, optionally

substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenyimethyamino, hydroxy,
mercapto, alkylsulfonamido;

each R'' is independently chesen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminocarbonyt;
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gachR, R™ R™ R" R" and R? are independently hydrogen or alkyl;
each R'® is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyt;
R'®is hydrogen, NO,, or toluenesulfonyl;
5  each R" is independently hydrogen, alky! (optionally substituted with hydroxy), cyclopropyl,
halo or haloalkyl;
each R is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%,;
or R*' taken together with R" and the nitrogen to whichthey are attached is an optionaly
10 substituted N-heterocyclyl;
or R?' taken together with R'® and the nitrogen to which they are attached is an optionally
substitted N-heterocyclyt;
each R% is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and
15 R® s an amino acid residue;
comprising the sequential steps of:
(a)  reacting one equivalent of a compound of formula (XI):
HN™N
FooN oy

W/
where W is N or CH; with about one equivalent of an chloro-substituted compound of
20 formula (XiI):
Cl

]

| X1 ;
I A

Cl
where X, Y and Z are independently N or C(R'%);
Uis N or G(R®), provided that U is N only when X is N and Z and Y are CR '°,
and provided that X, Y and Z can not all be C(R *°) when U is C(R®);
25 R%is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl,
opticnally substituted araikyl, optionally substituted aryl, -OR®,
-S(0)-R"®, -N(R'™R? .N(R')CIO)N(R")R®, -N(R™®)C(O)OR'®,
-N(R™)C(O)R™, -[C-Cg alkyl]-CIO)OR®, -[C4-Cy alkyl]-C(H)C(O)OR ™),
and -[Cy-Cs alkyll-C(OIN(R)R™,
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each R™ is independently hydrogen, alkyl, optionally substituted aryl, optionally
subsituted aralky! or cycloalkyt;
each R"is independently hydrogen, alkyl (optionally substituted with hydroxy),
cyclopropyl, halo or haloalkyt;
5 each R*' is independently hydrogen, alkyl, cycloalkyl, optionally substituted anyl,
optionally substituted aralkyl, -C(O)R% or -SO,R*?;
or R' taken tagether with R*® and the nitrogen to which they are attached is an
optionally substituted N-heterocyclyl; and
each R* is independently alkyl, cycloalkyl, optionally substituted aryl or
10 optionally substituted aralkyl;
to produce a compound of formula (XII):
]

z
l

X o ;
U )\

Y rlq/\\N
We/
(b) reacting said compound of formula (XIIl) with a compound of formula (XIva),
formula (XIVb), or formula (XIVe):
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QR?
(CR™H),
y - CR™)H)—(CR™)H)~C—(CR™)RZ),—A

! RY
H

(Xlva);

Q—(C(RWR”)”—A

|!| (XIVb) ; or

V,(C(R‘z)H>q-(C(R‘3>H)r@—(C(R“)R”)n—A

H Ve) ;

wherein: )
Ais-R',-OR', -COIN(R')R?, -P(O)INR')R? I, -N(R')C(O)R, -N(R')C(O)OR? , NRHR,
5 NR™)CION(R')R', -S(O)R", -SO,NHC(O)R', -NHSO,RZ, -SO,NR'}H,

-C(O)NHSO,R?, and -CH=NOR';

Vis N(R", S, or O;

Qis chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N -R"}-, -5(0),, and
N(R®)-;

10 mis zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

ris zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;

' when A is -OR", -N(R")C(O)R?, -N(R™)C(O)OR?, -N(R")R?', -N(R™)C(O)N(R)R'™®,

15 -S(O)R' (where t is zero), or -NHSO,R?, n, g, and r cannot all be zero; and when Q is a
heteroatom and A is -OR", -N(R")C(O)R?, -N(R'®)C(O)OR? , -N(R')R?",
NR™)C(OIN(R")R'™®, -S(O)R" (when tis zero) or -NHSO,R?, m and n cannot both be
Zero,

tis zero, one or two;
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( N)
I is an optionally substituted N-heterocyclyl;
C is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

each R' and R? are independently chosen from the group cansisting of hydrogen, optionally
substituted C4-Cy alkyl, optionally substituted cycloalky!, -[Co-Cg alkyi]-R®,

5 -[C2-Cy alkenyl)-R®, -[C,-Cy alkynyl]-R®, -[C,-Cy alkyl-R" (optionally substituted by
hydroxy}, -[C,-CgJ-R" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

or R" and R? together with the nitrogen atom to which they are attached is an optionally

substituted N-heterocyclyl;

10 R%is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, opticnally substituted aryl
haloalkyl, -[C+-Cq alkyl-COIN(R")R?, {C+-Cj alkyll-N(R")R?, -[C,-Cg alkyl]-R®,
-[C2-Cs alkyl-R", {C4-Cs alkyll-R", and heterocyclyl (optionally substituted by one o
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

15 orwhen Qis -N(R%)- or a direct bond to R®, R® may additionally be

aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminacarbonyt and -C(=NR'®)-NH.;
or -Q-R? taken together represents -C(O)OH, -C(O)N(R")R?, -C(=NH)-N(R")R? or

20 R*is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;
provided that when Ais -R" or -OR', R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;
R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C;-Cq alky(]-R®,
-[C2-Cq alkyl}-R™, -[C-C, alkyl]-R", acyl, -C(O)R?, -C(O)-[C1-Cs alkyl]-R®,
25 alkoxycarbenyl, optionally substituted aryloxycarbonyl, opiionally substituted
aralikoxyearbonyl, alkylsulfonyl, optionally substituted aryi, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
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aminocarbonyl, monoalkylaminocarbonyl, dialkytaminocarbonyl, optlenally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R', -C(0)-RZ®-N(R")R?, -C(0)-RZN(R')C(O)-RE-NR')RZ,
-C(0)-N(R")-R¥-C(O)OR";

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalky!
(optionally substituted with Ralo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alky!, aralkyl or alkoxy);

each R is independently chosen from the group cansisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)¢R%
acylamino, amina, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

’

each R'""is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminocarbonyl;

each R, R'®, R™, R", R", and R? are independently hydrogen or alkyl;

each R s independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl;

R is hydrogen, NO,, or toluenesulfonyi;

each R*' is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R?,

or R* taken together with R' and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R*' taken together with R'® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R% is independently alkyl, cyctoalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R* is an amino acid residue;

_ to produce a compound of formula (1}, formula (M) or formula (111).

In another aspect, the invention is directed to synthesizing a compound of formula (1),
formuta (1) and formula (1Il):
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o

(CRH),
y - CRH)=(CR™)H)~C—(CRMRZ),— A

Lo
x

ﬁ X A
U\Y/’\N/\N
W/

14,520y __
Q—(C(R Ry, —A
A

ﬁ X y; or
U\Y/kT/\N
W/

VAC(R‘2)H)q—(C(R‘3)H)r‘@—(C(R“)R2°)n—A
)\

fl )"\ any;
U\Y/ N/\N
W/

" wherein:
Ais -COINR'™R?;
each X, Y and Z are independently N or C(R™);

each Uis N or C(R®), provided that U is N only when X is N and Z and Y are CR ™,
Vis N(RY, S, O or C(R*)H;
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each Wis N or CH;

Q is chosen from the group consisting of a direct bond, -C(O}-, -0-, -C{(=N -R")-, -$(0),, and
-N(R®)-;

m is Zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

1 is zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;
when A is -OR', -N(R")C(O)R?, -N(R'™)C(0)OR?, -N(R")R?', -N(R™)C(O)N(R")R™®,
-S(O)R! (where tis zero), or -NHSO,R?, n, g, and r cannot all be zero; and when Q is a
heteroatom and A is -OR', -N(R")C(O)R?, -N(R™)C(0)OR? , -N(R")R?',
-NR™)CIOINR')R™, -SO)R" (when tis zero) or -NHSO,R?, m and n cannot both be
zero;

tis zero, one or two;

Y

is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

R is hydragen:;

each R' and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C,-Cy alkyl, optionally substituted cycloalkyl, <[Cy~Cg alkyl]-R®,

-[C2-Cy alkenyl]-R®, -[C;-Cq alkynyl}-R®, -[C,-C; alkyl]-R™® (optionally substituted by
hydroxy), -{C+-Cgl-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

or R' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R¥is chosen from the group consisting of hydrogen, alkyl, cycloalky), optionally substituted aryl,
hatoalkyl, -[C-Cj alkyl-C(O)N(R")R?, -[C4-Cs alkyl]-N(RYR?, -[C4-Cg alkyl-R®,
-[C2-Cy alkyl]-R", -[C4-Cy alkyl]-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Q is -N(R%)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyi, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyl and -C(=NR'®}-NH,;




10

15

20

25

30

WO 98/37079 PCT/US98/03176
-34-

or -Q-R’ taken together represents -C(O)JOH, -C(OIN(R')RZ, -C(=NH)}-N(R")R? or

0]
R1
—N :
RZ
0

R*is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when A is -R" or -OR", R* cannot be hydrogen, and when V' is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR'®, -S(0)-R'®, -N(R™)R, -N(R'®)C(OIN(R")R™,
NR™)C(OJOR™, -N(R™)C(O)R™, -[C,-C; alkyl]-C(O)OR ™,

-[Ce-Cs alkyll-C(H)[C(O)OR ™}, and -[Cy-Cj alkyl-C(ON(R")R';

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C4-Cj alkyl]-R®,

-[C2-Cs alkyl]-R", -[C4-Cy alkyll-R*", acyl, -C(O)R?, -C(0)-[C+-Cs alkyil-R®,
alkoxycarbanyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylatkyl, carboxyaiky!, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, diaikylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosuifonyl, dialkylaminosuifonyl,
arylaminasuifonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R", -C(0)-RZ-N(R")R?, -C(0)-R®-N(R")C(O)-RE-N(R")R?,
-C(0)-N(R")-R®-C(O)OR";

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, eyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy),

each R" is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally subsituted aralkoxy, optionally substituted -S(0)-R%,
acylamina, amino, monoalkylamino, dialkylamino, (triphenylmathyl)amino, hydroxy,
mercapto, alkylsulfonamido;

eachR" is independently chosen from the group consisting of cyano, di(atkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyt and dialkylaminocarbenyl;

eachR™ R™ R™, R, R", and R* are independently hydregen or alkyl;
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each R" s independently hydragen, alkyl, optionally substituted aryl, optionally subsituted
aralky! or cycloalkyt;
R' is hydrogen, NO,, or toluenesufonyl;
sachR"is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl,
5 halo or haloalkyl;
each R'is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R* or -SO,R%;
or R*" taken together with R" and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;
10 or R*' taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;
eachR%is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and
R® is an amino acid residue;
15 comprising photolytically cieaving the compound of formula (1Xa), formula (IXb) or
formula (iXc):
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Q-R®
(CR™®H)n

A (CRIH)—(CR™)H)y—C—(CR™R?), . _@
/

\ (IXb) ; or
R

ACRH)—(CR™)H), (CR™R%,

(Ixc),

.
.
)

‘Y
|

L

w
wherein:
U,V,W, X, Y, and Z are as defined above;
R?% R’ R R, R"™ R R", and R? are as defined above:

@ is a solid support;

and L is a linker residue of formula (IX):




10

15

20

25

WO 98/37079 PCT/US98/03176

x)

wherein the unsatisfied valence on the right of the formula represents the point of

attachment to the solid substrate and the unsatisfied valence on the left of the formula

represents the point of attachmant to the ligand;
to form the compound of formula (1), formula (Il) and formula (11l as defined above.

In another aspect, the invention is directed to a method of treating a condition resulting
from an abnormality in nitric oxide production which comprises administering to a mammal
having a condition resulting from an abnormality in nitric oxide production a therapeutically
effective amount of a compound of formula (1), formula {Il), formula (Ith, formula (IV), formula
{Va), formula (Vb), formula (Vc), formula (Via), formula (VIb), formula (Vic), formula (Vila),
formuta (VIib) or formula (Vlic) as defined above.

Detailed Description of the Invention
Definitions

As used in this specification and appended claims, unless specified to the contrary, the
following terms have the meaning indicated:

"Alkyl" refers to a straight or branched hydrocarbon chain radical consisting solely of
carbon and hydrogen atoms, containing no unsaturation, having from one to eight carbon atoms,
and which is attached to the rest of the molecule by a single bond, e.g., methyi, ethyl, n-propyl,
1-methylethyl (iso-propyl), n-butyl, n-pentyl, 1,1-dimethylethyl (-butyl), and the iike. Alky radicals
having more than eight carbon atoms are indicated herein by the notation "[Cx-Cy alkyl]" where x
and y indicate the number of carbons present. Alkyl radicals may be optionally substituted by one

* or more substituents independently selected from the group consisting of halo, hydroxy, alkoxy,

carboxy, cyane, carbonyl, alkoxycarbonyl, cyano, amine, monoalkylamino, dialkylamina, nitro,
alkylthio, amidino, aryl, heterocyclyl, aryloxy, aralkoxy, acylamino, aminocarbonyl,
monoalkylaminocarbonyl, and dialkylaminocarbonyl. '

"Alkenyl" refers to a straight or branched chain monovalent or divalent radical consisting
solely of carbon and hydrogen, containing at least one double bond and having from one to
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eight carbon atoms, 6.9., ethenyl, prop-1-enyl, but-1-enyl, pent-1-enyl, penta-1,4-dienyi, and the
like.

"Alkyny!" refers to a straight or branched chain monovalent or divalent radical consisting
solely of carbon and hydrogen, containing af least one triple bond and having from one to eight
carbon atoms, e.g., ethynyl, prop-1-ynyl, but-1-ynyl, pent-1-ynyl, pent-3-ynyl, and the like.

"Alkoxy" refers to a radical of the farmula -OR, where R is an alkyl radical as defined
above, e.g., methoxy, ethoxy, propoxy, and the like.

"Alkoxycarbony!" refers io a radical of the formula -C(O)OR , where R, is an alky! radical
as defined above, e.g., methoxycarbonyt, ethoxycarbonyl, n-propoxycarbonyl, and the like.

“Alkoxycarbonylalky!" refers to a radical of the formula -R 2~C(O)OR, where each R, is
independently an alkyl radical as defined above, egd., 2-(methoxycarbonyl)ethyl,
3-(ethoxycarbonyl)propyl, 4-(n-propoxycarbonyl)butyl, and the like.

"Alkylsulfonylamino" refers to a radical of the formula -N(H)S(0) »-R, where R, is an alkyl
radical as defined above, e.g., methylsulfonylamino, ethylsulfonylamino, and the like.

"Alkylsulfonyl” refers to a radical of the formula -8(0) ,-R, where R, is an alkyl radical as
defined above, e.g., methylsuifonyl, ethylsulfonyl, and the like.

"Alkylthio" refers to a radical of the formula -S-R, where R, is an alkyl radica! as defined
above, e.g., methylthio, ethylthio, n-propylthio, and the like.

"Amidino" refers to a radical of the formula -C(NH}-NH ,.

"Amino” refers to a radical of the formula -NH ».

"Aminacarbony!” refers to a radical of the formula -C{O)NH .

"Aminosulfonyl" refers to a radical of the formula -S(O) ,NH,.

“Aryl” refers to a phenyl or naphthyl radical. The aryl radical may be optionally
substituted by one or more substituents selected from the group consisting of hydroxy,
mercapto, halo, alkyl, alkenyl, alkynyl, phenyl, phenylalkyl, phenylalkenyl, alkoxy, phenaxy,
phenylalkoxy, haloalkyl, haloalkoxy, formyl, nitro, cyano, cycioalkyl, hydroxyalkyl, alkoxyalkyl,
phenoxyalkyl, phenylalkoxyalkyl, amidino, ureido, alkoxycarbonyamino, amino,
moncalkylamino, dialkylamino, monophenylamino, monophenylalkylamino, sulfonylamino,

_ akylsuifonylamino, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, monophenytaminoalkyl,

monophenylalkylaminoalkyl, acyl, carboxyalkyl, alkoxycarbonyialkyl, aminocarbonyl,
monoalkylaminocarbonyl, diatkylaminocarbonyl, aminocarbonylalkyl,
monoalkylaminocarbonylalkyl, and dialkylaminocarbonylalkyl, as defined herein.
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"Aralky!" refers to a radical of the formula -R,R, where R, is an alkyl radical as defined
above and R, is an aryl radical as defined above, e.g., benzyl, and the like. The aryl radical
may be optionally substituted as described above.

"Aryloxy” refers to a radical of the formula -OR, where R, is an aryl radical as defined
above, e.g., phenoxy and naphthoxy, and the like. The aryl radical may be optionatly
substituted as described above.

"Aryloxycarbonyl” refers to a radical of the formula -C(O)OR, where Ry, is an aryl radical
as defined above, e.g., phenoxycarbony!.

"Aralkoxy" refers to a radical of the formuia -OR ; where R is an aralkyl radical as
defined above, e.g., benzyloxy, and the like. The aralkyl radical may be optionally substituted
as described above. .

"Aralkoxycarbonyl refers to a radical of the formula -C{O)OR . where R, is an aralkyl
radical as defined above, e.g., benzyloxycarbonyl, and the like. The aralkyl radical may be
optionally substituted as described above.

"Arylaminocarbony!” refers to a radical of the formula -C(O)N(R x)H where R, is an aryl
radical as defined above, e.g., phenylaminocarbonyl, and the like. The aryl radical may be
optionally substituted as described above,

“Arylaminosulfonyl" refers to a radical of the formula -S(O) ;N(R,)H where R, is an aryl

‘radical as defined above, e.g., phenylaminosulfonyl, and the like. The aryl radical may be

optionaltly substituted as described above.

"Arylsulfonyl” refers to a radical of the formuta -S(Q) »-Rp, where Ry is an aryi radical as
defined above, e.g., phenylsulfonyl, and the like. The aryl radical may be optionally substituted
as described above.

"Arylsulfonylaminocarbony!” refers to a radical of the formula -C{(O)N(H)S(O) 2Ry, where
Ry is an aryl radical as defined above, e.g., phenylsulfonylaminocarbonyl, and the fike. The aryl
radical may be optionally substituted as described above.

"Acyl" refers to a radical of the formula -C(O )-R, and -C(O)R,, where R, is an alkyl
radical as defined above and R, is an aryl radical as defined above, e.g., acetyl, propionyl,

_ benzoyl, and the like.

"Acylamino” refers to a radical of the formula -N(H)-C(0)-R , and -N(H)-C{O)-R,, where
R, is an alkyl radical as defined above and R,, is an aryl radical as defined above, e.g.,
acetylamino, benzoylamino and the like.

"Alkylene" refers to straight or branched chain divatent radical consisting solely of
carbonl and hydragen, containing no unsaturation and having from one to eight carbon atoms,
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e.g.. methylene, ethylene, propylene, n-butylene, and the like. The alkylene radical may be
optionally substituted by one or more substituents selected from the group consisting of alkyl,
hydroxy, -N(R'®)R¥" or -C(O)N(R")R™® where R', R™® and R?" are as defined above in the
Summary of the Invention.

"Amino acid" refers to a divalent radical of the formula -N(R '}-R™-C(0)- where R' is as
described above in the Summary of the Invention for R' and R% is an amino acid residue.
"Amino acid residue” refers to the alkylene chain between the nitrogen atom and the carboxy
group, which is substituted by the various “"side chains" of the known amino acids. For
example, amino acid residues of a-amino acids include the e¢-carbon (to which the carboxy
group and the nitrogen atom is attached) and the side ¢hain. For example, the amino acid
residue of alanine is -C(CH,)-; the amino acid residue of serine is -C(CH ,OH)-, and so forth.
The term "amino acid" is therefore intended to include a-amino acids, p-amino acids, y-amino
acids, and so forth, and all optical isomers thereof. Examples of such amino acids inciude
alanine, asparagine, N--trityi-asparagine, aspartic acid, aspartic acid- B-t-butyl ester, arginine,
NS-Mtr-argining, cysteine, S-trityl-cysteine, glutamic acid, glutamic acid- y-t-butyl ester,
glutamine, N-y-trityl-glutamine, glycine, histidine, I\f’“—trityl-histidine, isoleucine, leucine, lysine,
N°-Boc-lysine, methionine, phenylalanine, proline, serine, O-t-butyl-serine, threonine,
tryptophan, N“-Boc—tryptophan. tyrosine, valine, sarcosine, L-alanine, chloro-L-alanine, 2-
aminoisobutyric acid, 2-(methylamino)isabutyric acid, D,L-3-aminoisobutyric acid, (R)~(<)-2-
aminoisobutyric acid, (S)-(+)-2-amincisobutyric acid, D-leucine, L-leucine, D-norvaline, L-
norvaline, L-2-amino-4-pentenoic acid, D-isoleucine, L-iscleucine, D-noreucine, 2,3-
diaminopropionic acid, L-norleucine, D,L-2-aminocaprylic acid, B-alanine, D,L-3-aminobutyric
acid, 4-aminobutyric acid, 4-(methylamino)butyric acid, 5-aminovalerie acid, S-aminocaproic
acid, 7-aminoheptanoic acid, 8-aminocaprylic acid, 11-aminodecanoic acid, 12-
aminododecanoic acid, carboxymethoxylamine, D-serine, D-homoserine, L-homoserine, D-
allothreonine, L-allothreonine, D-threonine, L-threonine, D,L-4-amino-3-hydroxybutyric acid, D-
iL-3-hydroxynorvaline, (38,45)-(-)-statine, 5-hydroxy-D,L-lysine, 1-aminc-1-
cyclopropanecarboxylic acid, 1-amino-1-cyclopentanecarboxylic acid, 1-amino-1-

- cyclohexanecarboxylic acid, 5-amino-1,3-cyclohexadiene-1-carboxylic acid, 2-amino-2-

norbornanecarboxylic acid, (8)-(-)-2-azetidinecarboxylic acid, cis-4-hydroxy-D-proline, cis-4-
hydroxy-L-proline, trans-4-hydroxy-L-proline, 3,4-dehydro-D,L-proline, 3,4-dehydro-L-proline, D-
pipecolinic acid, L-pipecolinic acid, nipecotic acid, isonipecotic acid, mimosine, 2,3~
diaminopropionic acid, D,L-2,4-diaminobutyric acid, (S)-(+)-diaminebutyric acid, D-ornithine, L-
ornithine, 2-methylornithine, N-e-methyl-L-lysine, N-methyl-D-aspartic acid, D,L-2-
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methyiglutamic acid, D,L-2-aminoadipic acid, D-2-aminoadipic acid, L-2-aminoadipic acid, (+/-)-
3-aminoadipic acid, D-cysteine, D-penicillamine, L-penicillamine, D,L-homocysteine, S-methyl-L-
cysteine, L-methionine, D-gthionine, L-ethionine, S-carboxymethyl-L-cysteine, (8)-{+)-2-
phenyiglycine, (R)-(-)-2-phenylglycine, N-phenyiglycine, N-(4-hydroxyphenyl)glycine, D-
phenylalanine, thienylalanine, (8)-(-indoline-2-carboxylic acid, a-methyl,D,L-phenylalanine, -
methyl-D,L-phenylalanine, D-homophenylalanine, L-homophenylalanine, D,L-2-
flucrophenylglycine, D,L-2-Rucrophenylalanine, D,L-3-flucrophenylalanine, D,L4-
fucrophenylalanine, D,L-4-chiorophenylalanine, L-4-chiorophenylalanine, 4-bromo-D,L-
phenylalanine, 4-iodo-D-phenylalanine, 3,3'5-trilodo-L-thyronine, (+)-3,3",5-triiodo-L-thyronine,
D-thyronine, L-thyronine, D,L-m-tyrosine, D-4-hydroxyphenylglycine, D-tyrosine, L-tyrosine,
O-methyl-L-tyrosine, 3-fluoro-D,L-tyrasine, 3-icdo-L-tyrosine, 3-nitro-L-tyrosine, 3,5-diiodo-L-
tyrosine, D,L-dopa, L-dopa, 2,4,5-trihydroxyphenyl-D,L-alanine, 3-amino-L-tyrosine, 4-amino-D-
phenylalanine, 4-amino-L-phenylalanine, 4-amino-D,L-phenylalanine, 4-nitro-L-phenylalaning,
4-nitro-D,L-phenylalanine, 3,5-dinitro-L-tyrosine, D,L-e-methyltyrosine, L-a-methyltyrosine,
(-)-3-(3,4-dihydroxyphenyl)-2-methyl-L-alanine, D,L-threo-3-phenylserine, trans-4-
(aminomethyl)cyclohexane carboxylic acid, 4-(aminomethy!)benzoic acid, D,L-3-aminobutyric
acid, 3-aminocyclohexane carboxylic acid, cis-2-aminc-1-cyclohexane carboxylic acid, y-amino-
p-(p-chlorophenyl)butyric acid (Baclofen), D,L-3-aminophenyipropionic acid, 3-amino-3-{4-
chiorophenyl)propionic acid, 3-amino-3-(2-nitrophenyl)propicnic acid, and 3-aminc-4,4,4-
trifluorobutyric acid.

“Carbocyclyl" refers to a stable 3- to 15-membered ring radical consisting solely of
carbon and hydrogen atoms. For purposes of this invention, the carbocyclyl radical may be a
monaoeyclic, bicyclic or tricyclic ring system, and may include fused or bridged ring systems, and
the ring system may be partially or fully saturated or aromatic, and the carbon atoms in the ring
system may be optionally oxidized. Examples of such carbecyclyl radicals include, but are not
limited to, cycloalkyl radicals (as defined herein), norbornane, norbomene, adamantyl,
bicyclo[2.2 2]octane, phenyl, naphthalenyl, indanyl, indenyl, azulenyl, fluorenyl, anthracenyl,
and the like. The carbocyclyl ring may be substiuted by R ® as described above in the Summary

- of the Invention, or by one or more substituents selected from the group consisting of hydroxy,

mercapto, halo, alkyl, alkenyl, alkynyl, phenyl, phenylalkyl, phenylalkeny!, alkoxy, phenoxy,
phenylalkoxy, haloalkyl, haloalkoxy, formyl, nitro, cyano, cycloalkyl, hydroxyalkyl, alkoxyalkyl,
phenoxyalkyl, phenylalkoxyalkyl, amidino, ureida, alkoxycarbonyamino, amino,
monoalkylamino, dialkylamino, monophenylamino, menophenylalkylamine, sulfonylamino,
akylsulfonylamino, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl, monophenylaminoalkyl,
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moncphenylalkylaminoalkyl, acyl, carboxyalkyl, alkoxycarbonylaikyl, aminocarbonyl,
monoalkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonylalkyl,
monoalkylaminocarbonylalkyl, and dialkylaminocarbonylaliyl, as defined herein.

"Cycloalkyl" refers to a stable 3- to 10-membered moanccyclic or bicyclic radical which is
saturated, and which consist solely of carbon and hydrogen atoms, e.g., cyclopropyl, cyclobutyl,
cyclobutyl, cyclohexyl, decalinyl and the like. Unless otherwise stated specifically in the
specification, the term "cycloalky!" is meant to include cycloalkyl radicals which are optionally
substituted by one or more substituents independently selected from the group consisting of
alkyl, halo, hydroxy, amino, cyano, nitro, alkoxy, carboxy and alkoxycarbonyl,

"Carboxy" refers to the radical of the formula -C(O)OH.

"Carboxyalkyl" refers to a radical of the formula -R a-C(O)OH where R, is an alkyl radical
as defined above, 6.g., carboxymethyl, 2-carboxyethyl, 3-carboxypropyl, and the like.

“Di(alkoxy)alky!" refers to a radical of the formula -R o(-OR,); where each R, is
independently an alkyl radical as defined above and where the -OR, groups may be attached to
any carbon in the R, group, e.g., 3,3-dimethoxypropyl, 2,3-dimethoxypropy!, and the like.

"Dialkylamino” refers to a radical of the formula -N(Rg)R, where each R, is
independently an alkyl radical as defined above, e.g., dimethylamino, diethylamino,
(methyl)(ethyl)amino, and the like.

"Dialkylaminoccarbony!” refers to a radical of the formula -C{O)N(R,)R, where each R, is
independently an aikyl radical as defined above, e.g., dmethylaminccarbonyl,
methylethylaminocarbonyl, diethylaminocarbonyl, diprapylaminocarbonyl,
ethylpropylaminocarbonyl, and the like.

“Dialkylaminosuifonyl” refers to a radical of the formula -5(0)N(R,)R, where each R, is
independently an alkyl radical as defined above, e.g., imethylaminosulfonyl,

methylethylaminosulfonyl, diethylaminosulfonyl, dipropylaminsulfonyl, ethylpropylaminosulfonyl,
and the like.

“"Halo" refers to bromo, chioro, iodo or flucro.

"Haloalkyl" refers to an alky! radical, as defined above, that is substituted by one or
more halo radicals, as defined above, e.g., trifluoromethyl, difiuoromethyl, frichloromethyl,
2,2 2-triflucroethyl, 1-fluoromethyl-2-fluoroethyl, 3-bromo-2-fluoropropyl,
1-bromomethyl-2-bromoethyl, and the like.

"Haloalkoxy" refers to a radical of the formula -OR4 where Ry is an haloalky! radical as
defined above, e.g., trifluoromethoxy, difluoramethoxy, trichloromethoxy, 2,2, 2-trifluoroethoxy,
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1-ﬂuoromethyl-2-ﬂuoroethoxy, 3-bromo-2-ﬂuoropropoxy, 1-bromomethyl-2-bromoethoxy, and
the like.

"Heterocyclyl” refers to a stable 3- to 15-membered ring radical which consists of carbon
atoms and from one to five heteroatoms selected from the group consisting of nitrogen, oxygen
and sulfur. For purposes of this invention, the heteracyclyl radical may be a monocyclic,
bicyclic or fricyclic ring system, which may include fused or bridged ring systems; and the
nitrogen, carbon or sulfur atoms in the heterocyclyl radical may be optionally oxidized:; the
nitrogen atom may be optionally quaternized; and the heteracycly! radical may be partially or
fully saturated or aromatic. The heterocyclyl radical may be attached to the main structure at
any heteroatom or carbon atom which results in the creation of a stable compound. Examples
of such heteracyclyl radicais include, but are not limited tc, azepinyl, azetidinyl, acridinyl,
benzimidazolyl, benzodioxolyi, benzodioxanyl, benzothiazolyl, benzoxazolyl, benzopyranyt,
benzofuranyl, benzothienyl, carbazolyl, cinnolinyl, decahydroisoquinoly!, dioxolany, furyl,
isothiazolyl, quinuclidinyl, imidazolyl, imidazolinyl, imidazolidinyl, isothiazolidinyl, indolyl,
isoindolyl, indalinyl, isoindolinyl, indolizinyl, isoxazolyl, isoxazolidinyl, morphoiinyl,
naphthyridinyl, oxadiazolyl, octahydroindolyl, octahydroisoindolyl, 2-oxopiperazinyl,
2-oxopiperidinyl, 2-oxopyrrolidinyl, 2-oxoazepinyl, oxazolyl, oxazalidinyl, perhydroazepinyl,
piperidinyl, piperazinyl, 4-piperidony!, phenazinyl, phenothiazinyl, phenoxazinyl, phthalazinyl,
pteridinyl, purinyl, pyrrolyl, pyrrolidinyl, pyrazoly, pyrazolidinyl, pyridinyl, pyrazinyl, pyrimidinyl,
pyridazinyl, quinazolinyl, quinoxalinyl, quinoiinyl, quinuclidinyl, isoquinolinyl, thiazolyl,
thiazelidinyl, thiadiazolyl, triazolyl, tetrazolyl, tetrahydrofuryl, tetrahydropyranyl,
tetrahydroisoquinolyl, thienyl, thiomorpholinyl, thiomorpholinyl sutfoxide, and thismorpholiny
sulfone. The heterocyclyl radical may be optionally substituted by R as defined above in the
Summary of the invention or may be optionally substituted by one ar more substituents
selected from the group consisting of hydroxy, mercapto, halo, alkyl, alkenyl, alkynyl, phenyl,
phenylalkyl, phenylaikenyl, alkoxy, phenoxy, phenylalkoxy, haloalkyl, haloalkoxy, formyl, nitra,
cyano, amidino, cycloalkyl, hydroxyaikyl, alkoxyalkyl, phenoxyalkyl, phenylalkoxyalkyl, amiding,
ureido, alkoxycarbonyamino, amino, monoalkylamino, dialkylamino, monophenylamino,

. monophenylalkylamino, aminoalkyl, monoalkylaminoalkyl, dialkylaminoalkyl,

monophenylaminoalkyl, monophenylalkylaminoalkyl, akylcarbonyl, carboxyalkyl,
alkoxycarbonylalkyl, aminocarbonyi, monoalkylaminocarbonyl, diatkylaminocarbonyl,

aminocarbonytalkyl, monoalkylaminocarbenylalky!, diakylaminocarbonylalkyl, and imidazolyl, as
defined herein.
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“Linker residue” refers to any companent capable of being selectively cleaved to release
the residue of the compound of the invention from the solid support. See, e.g., Greene and
Wuts, Protective Groups in Organic Synthesis, 2nd ed., Wiley (1691). Specific linker residues
and cleavage reagents for them are depicted in Table 7 below.

"Monoalkylamino" refers to a radical of the formula -N(H)R, where R, is an alkyl radical
as defined above, e.g., methylamino, ethylamino, propylamine, and the like.

"Monoalkylaminocarbonyl” refers to a radical of the formula -C(ON(H)R, where R, is an
alkyl radical as defined above, e.g., methylaminocarbonyl, ethylaminocarbonyl,
propylaminocarbonyl, and the like.

"Monoalkylaminosuifonyl” refers to a radical of the formula -8(0).N(H)R, where R, is an
alky! radical as defined above, e.g., methylaminosulfonyl, ethylaminosuifonyl,
propylaminosulfonyl, and the like.

"N-heterocyclyl" refers to a heterocyclyl radical as defined above which contains at least
one nitrogen atom and which is attached to the main structure through the nitrogen atom. The
N-heterocyclyl radical may contain up to three additional hetero atoms. Examples include
piperidinyl, piperazinyl, pyrrolidinyl, morpholinyl, thiomorpholinyl, azetidinyl, indolyl, pyrrolyl,
imidazolyl, tetrahydroisoquinolyl, perhydroazepinyi, tetrazolyl, triazolyi, oxazinyl, and the like,
and may be optionally substituted as described above for heteracyclyl radicals. In addition to
being optionally substituted by the substituents Iistedlabove for a heterocyclyt radical, the
N-heterocyclyl radicat may also be optionally substituted by R® as defined above in the
Summary of the Invention.

"Phenylalkyl" refers to an alkyl radical as defined above substituted by a phenyi radical,
e.g., benzyl, and the like.

"Opticnal" or “optionally” means that the subsequently described event of circumstances
may or may not occur, and that the description includes instances where said event or
circumstance occurs and instances in which it does not. For example, “optionally substituted aryl"
means that the aryl radical may or may not be substituted and that the description includes both
substituted aryl radicals and aryl radicals having no substitution. The term "f{C»-Cg alkyl]-R“’
(optionally substituted by hydroxy)" means that the alkyl has the optional substitution. The same
goes for the term ".[C,-Cj alkyl]-R"! {optionally substituted by hydroxy)". The term "optionally
substituted -S(0)R**" means that the R% substituents all have the optional substitution.

"Phenylalkenyl" refers to an alkenyl radical as defined above substituted by a phenyl
radical.

The term "pharmaceutically acceptable salt” refers o salts prepared from
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pharmaceutically acceptable non-toxic acids or bases including inorganic acids and bases and
organic acids and bases. When the compounds of the present invention are basic, salts may
be prepared from pharmaceutically acceptable non-toxic acids including inorganic and organic
acids. Suitable pharmaceutically acceptable acid addition salts for the compounds of the
presentinvention include acetic, benzenesulfonic (besylate), benzoic, camphorsulfonic, citrie,
ethenesulfonic, fumaric, gluconic, glutamic, hydrobromic, hydrochloric, isethionic, lactic, maleic,
malic, mandelic, methanesulfonic, mucic, nitric, pamoic, pantothenic, phosphoric, succinic,
sulfuric, tartaric acid, p-toluenesulfonic, and the ke, When the compounds contain an acidic
side chain, suitable pharmaceutically acceptable base addition salts for the compounds of the
present invention include metaliic salts made from atuminum, calcium, lithium, magnesium,
potassium, sodium and zinc or organic salts made from lysine, N,N-dibenzylethylenediamine,
chioroprocaine, choline, diethanolamine, ethylenediamine, meglumine ( N-methylglucamine) and
procaine.

"Solid support” refers to the material upon which synthesis of the compounds of the
invention may be performed, and may be also referred to herein as beads or resins. The term
"solid support” is intended to include beads, pellets, disks, fibers, gels, or particles such as
celluslose beads, pore-glass beads, silica gels, polysteyrene beads optionally cross-linked with
divinytbenzene and optionally grafted with polyethylene glycol and optionally functionalized with
aming, hydroxy, carboxy, or halo groups, grafted co-poly beads, poly-acrylamide beads, latex
beads, dimethylacrylamide beads optionally cross-linked with N,N-bis-acryloyl ethylene
diamine, glass particles coated with hydrophobic polymer, stc., i.e., material having a rigid or
semi-rigid surface; and soluble supports such as low molecular weight non-cross-linked
polystyrene.

"Therapeutically effective amount" refers to that amount of a compound of the invention
which, when administered to a human in need thereof, is sufficient to effect treatment, as
defined below, for conditions resulting from an abnormality in nitric oxide preduction. The
amount of a compound of the invention which constitutes a "therapeutically effective amount®
will vary depending on the compound, the condition and its severity, and the age of the human

_ to be treated, but can be determined routinely by one of ordinary skill in the art having regard to

his own knowledge and to this disclosure. .

“Treating"” or “treatment" as used herein covers the treatment of a condition in a human,
which condition results from an abnormality in nitric oxide production, and includes:

0] preventing the condition from occurring in a human, in particular, when such
human is predisposed to the condition but has not yetbeen diagnosed as having it;
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(ii) inhibiting the condition, i.e., arresting its development; or

iii) relievirig the condition, i.e., causing regression of the condition.

The yield of each of the reactions described herein is expressed as a percentage of the
theoretical yield.

Most of the compounds described herein contain one or more asymmetric centers and
may thus give rise to enantiomers, diastereomers, and other sterecisomeric forms that may be
defined, in terms of absolute stereochemistry, as (R)- or (S)- or, as (D)- or (L)- for amino acids.
The present invention is meant to include all such possible isomers, as well as, their racemic
and optically pure forms. Optically active (R)- and (S)-, or (D)- and (L)- isomers may be
prepared using chiral synthons or chiral reagents, or resolved using conventional techniques.
When the compounds described herein contain olefinic double bonds or other centers of
geometric asymmetry, and unless specified otherwise, it is intended that the compounds
include both E and Z geometric isomers. Likewise, all tautomeric forms are also intended to be
included.

The nomenclature used herein is a modified form of the |.U.P.A.C. nomenclature system
wherein the compounds of the invention are named herein as amide derivatives. For example,
the following compound of the invention:

0
T 2 NWG
cHy0 H NYN
o)

NH; Cz

is named herein as 2-[[6-6h|oro-2-(1 H-imidazol-1-yl)pyrimidin-4-ylJamino]-N-[(4-
methoxyphenyl)methyljpentanediamide. Unless otherwise indicated, compound names are
intended to include any singte stereoisomer, enantiomer, racemate or mixtures thereof.

Utility of the Compounds of the Invention:

Nitric oxide generated by the inducible form of nitric oxide synthase (i-NOS) has been
implicated in the pathogenesis of numerous inflammatory and auteimmune diseases and also in
diseases which are generally not regarded as inflamatory, but nevertheless may invoIlvé
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Cytokines which locally up-regulate i-NOS. The compounds of the invention, alone or in
combination with other pharmaceutical agents, are therefore useful In treating mammals,
preferably humans, having a condition resulting from an abnormality in nitric oxide production.
Such conditions include, but are not limited to, the following:

Multiple sclerosis (Parkinson, J.F. et al., J. Mol. Med. (1987), Vol. 75, pp. 174-186);
stroke or cerebral ischemia (ladecola, C. etal., J. Neurosci. (1997), Vol. 17, pp. 9157-9164);
Alzheimer's disease (Smith, M.A. et al., J, Neurosci, (1997), Vol. 17, pp.2653-2657; Wallace,
M.N. et al., Exp. Neurol. (1997), Vol. 144, Pp. 266-272); HIV dementia (Adamson D.C. et al,
Science (19986), Vol. 274, pp. 1917-1621); Parkinson's disease (Hunot, S. et al, Neuroscience
(1996), Vol. 72, pp. 355-363); meningitis (Koedel, U. et al., Ann. Neurol. (1995), Vol. 37, pp.
313-323), dilated cardiomyopathy and congestive heart failure (Satoh M et al,, J. Am. Coll,
Cardiol. (1997), Vol. 29, pp. 716-724); atheroscierosis (Wilcox, J.N. et al., Arterioscler. Thromb.
Vasc. Biol. (1997), Vol. 17, pp. 2479-2488); restenasis or graft stenosis, septic shock and
hypotension (Petros, A. et al., Cardiovasc. Res. (1994), Vol. 28, pp. 34-39); hemorrhagic shock
{Thiemermann, C. et al., Proc. Nat!. Acad. Sci. (1993), Vol. 90, pp. 267-271); asthma (Bamnes,
P.J., Ann. Med. (1995), Vol. 27, pp. 389-393; Fiak, TA. et al., Am. J. Respir. Crit. Care Med.
(19986), Vol. 154, pp. $202-S208); adult respiratory distress syndrome, smoke or particulate-
mediated lung injury (Ischiropéulos. H. et al, Am. J. Respir. Crit. Care Med. (1994), Vol. 150,
pp. 337-341; Van Dyke, K., Agents Actions (1994), Vol. 41', pp. 44-49); pathogen-mediated
pneumonias (Adler, H. et al., J. Exp. Med. (1997), Vol. 185, pp. 1533-1540); trauma of various
etiologies (Thomae, K.R. et al., Surgery (1996), Vaol. 119, pp. 61-66), rheumatoid arthritis and
ostecarthritis (Grabowski, P.S. et al., Br. J. Rheumatol. (1997), Vol. 36, pp. 651-655);
glomerulonephritis (Weinberg, J.B. et al., J. Exp. Med. (1994), Vol. 179, pp. 651-660); systemic
lupus erythematosus (Belmont, H.M. et al,, Arthritis Rheum. (1997), Vol. 40, pp. 1810-1816);
inflammatory bowel diseases such as ulcerative colitis and Crohn's disease (Godkin, AJ. etal.,
Eur. J. Clin. Invest. (1996), Vol. 26, pp. 867-872; Singer, LI. et al,, Gastrosnterology (1996), Vol.
111, pp. 871-885); insuiin dependent diabetes maliitus (McDaniel, M.L., et al., Proc. Soc. Exp.
Biol. Med. (1996), Vol. 211, pp. 24-32); diabetic neurcpathy or nephropathy (Sugimoto, K. and

~ Yagihashi, S., Microvasc. Res. (1997), Vol. 53, pp. 105-112; Amore, A. et al., Kidney Int.

(1997), Vol. 51, pp. 27-35); acute and chronic organ transplant rejection (Worrall, N.K. etal.,
Transplantation (1997), Vol. 63, pp. 1095-1101); transplant vasculopathies (Russell, M.E. et al.,
(1985), Vol. 92, pp. 457-464); graft-versus-host disease (Kichian, K. et al, J. Immunol., (1998),
Vol. 157, pp. 2851-2856); psoriasis and other inflammatory skin diseases (Bruch-Gerharz, D. et
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al,, J. Exp. Med. (19986), Vol. 184, Pp. 2007-2012); and cancer (Thomsen, L.L. et al., Cancer
Res. (1997), Vol. 57, pp. 3300-3304),

The compounds of the current invention may also be useful for the management of male
and female reproductive functions when used alone or combined with other drugs commenly
used for these indications. Examples, without implied fimitation, include: inhibition of
fertilization, endometrial receptivity and implantation (alone or in combination with a
progesterone antagonist); post-coital contraception (alone or in combination with a
progesterone antagonist); induction of abortion (in combination with an antiprogestin and in
further combination with a prostaglandin); control and management of labor and delivery;
treatment of cervical incompetence (alone or in combination with progesterone or a progestin);
treatment of endometriosis (alone or in combination with other drugs, including LHRH-
agonists/antagonists, antiprogestins orprogestins by either sequential application or by
concomitant administration). See, for example, the following references: Chwalisz, K. et al., J.
Soc. Gynecol. Invest. (1897), Vol. 4, No. 1 (Supplement), page 104a, which discusses the
inhibition of fertilization, endomestrial receptivity and implantation, or post-coital contraception,
alone or in combination with a progesterone antagonist; Chwalisz, K. ef al., Prenat. Neonat.
Med. (1896), Vol. 1, pp. 292-329, which discusses the induction of abortion, in combination with
an antiprogestin and in further combination with a prostaglandin, and the control and
management of labor and delivery; and Chwalisz, K. ot al., Hum. Reprod. (1997), vol. 12, pp.
101-109, which discusses the treatment of cervial incompetence, alone ar in combination with
progesterone or a progestin.

Those skilled in the art will also recognize that the compounds of the present invention
include 1-substituted imidazoles. This class of compounds has previously been described as
mechanism-based, heme-binding inhibitors of the cytochrome P450 family of enzymes
(Maurice, M. et al.,, FASEB J. (1992), Vol. 6, pp. 752-8) in addition fo nitric oxide synthesis
(Chabin, R.NM. et al., Biochemistry (1996), Vol. 35, pp. 9567-8575). The compounds of the
present invention may thus be useful as inhibitors of selected cytochrome P450 family »
members of therapeutic interast including, but not fimited to, P450 enzymes involved in steroid

. and retinoid biosynthesis (Masamura et al.,, Breast Cancer Res. Treat, (1995), Vol. 33, pp.

19-26; Swart, P. et al., J. Clin. Endocrinol. Metab., Vol. 77, pp. 98-102; Docks, P. et al, Br. J.
Dermatol. (1995), Vol. 133, pp. 426-32) and cholestero! biosynthesis (Burton, P.M. etal.,
Biochem. Pharmacol. (1995), Vol. 50, pp. 529-544; and Swinney, D.C. et al,, Biochemistry
(1994), Vol. 33, pp. 4702-4713). Imidazole-based compounds may also have antifungal activity
(Aoyama, Y. et al., Biochem. Pharmacol. (1992), Vol. 44, pp. 1701-1705). The P450 inhibitary
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activity of the compounds of the present invention can be assessed using appropriate assay
systems specific for the P450 isoform of interest. Such assays are included in the references
cited above. One additional example of mammalian cytochrome P450 isoform that may be
inhibited by the compounds of the present invention is cytochrome P450 3A4 which can be
assayed in a manner simifar to the method described in Yamazaki et al,, Carcinogenesis
(1985), Vol. 18, pp. 2167-2170.

Testing of the Compounds of the Invention

Nitric oxide synthases are complex enzymes that catalyze the conversion of L-arginine
to nitric oxide (NO) and citrulline. Catalysis proceeds through two successive oxidations of the
guanidinium group of L-arginine.

A cell-based nitric oxide synthase assay employing the measurement of nitric oxide
oxidation product, nitrite, in the conditioned medium of cultured cells was empioyed for the
evaluation of the compounds of the invention. The murine monocytic cell lines RAW 264.7 and
J774 are well documented as capable of producing >10 uM nitrite in response to
immunostimulation;

Induction of iNOS in RAW 264.7 Mouse Monocytes

RAW 264.7 murine macrophage cells were obtained from American Type Culture
Collection (Rockville, Maryland) and were maintained in RPMI 1640 containing 10% fetal bovine
serum (FBS), 5000 units/mL of penicillin and streptomycin, and 2mM glutamine (maintenance
medium). NOS activity was measured by a fluorescent assay of the nitric oxide oxidation
product, nitrite, (Diamani et al., Talanta (1986), Vol. 33, pp. 649-652). Induction of NOS
(inducible nitric oxide synthase) is stimulated by treatment of the cells with lipopolysaccharide
and y-interferon. The method of the assay is described below.

Cells are harvested, diluted to 500,000 cells/mL with maintenance medium, and seeded
into 96-well plates at 100 pliwell. The plates are incubated overnight at 37°C, undera 5% CO,
atmosphere. The medium is then replaced with 90 ! of BME medium contéining 10% FBS,
100 units/mL of penicillin, 100 p! streptomycin, 2 mM glutamine, 100 units/mL of interferon- v

- and 2 pg/mL of lipopoly-saccharide. N-guanidino-methyl-L-arginine is added to four wells

(negative control) at a final concentration of 200 M using 10 I of 2 mM stock solution in

100 mM Hepes, pH 7.3 + 0.1% DMSO and four wells receive oniy the 100 mM Hepes/0.1%
DMSO buffer (positive controf). Compounds for evaluation are dissolved at 10-fold the desired
final coneentration in Hepes/DMSO and 10 pL of these solutions is transfarred to the 96-well
plate. The plates are incubated for 17 hrs at 37°C, under a5% CO, atmosphere. Nitrite
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accumulated in the culture medium is determined as follows: add 15 pl. of
2,3-diaminonaphthalene (10 ug/mL in 0.75 M HCI) to each well and incubate for 10 minutes at
room temperature. Add 15 pl of 1 N NaOH and measure the fluorescence emission at 405 nm,
using an excitation wavelength of 365 nm. Enzyme activity in experimental wells is normalized
to percent control using the positive and negative control values. The signal to noise ratio is
>10 for the assay.

The compounds of the invention, when tested in this assay, demonstrated the ability to
inhibit nitric oxide production.

Various in vivo assays may be employed to determine the efficacy of the compounds of
the invention in treating a condition resulting from an abnormality in nitric oxide production, such
as arthritis. The following is a description of such an assay utilizing rats:

Effects of Compounds of the invention on Adjuvant-induced Arthritis in Rats

Male Lewis rats were injected intradermally (proximal quarter of the tail) with 0.1 mL of
Mycobacterium butyricum in Incomplete Freund's Adjuvant (10 mg/mL). Either vehicle
(acidified saline, 1 mL/kg) or a compound of the invention (3. 10, or 30 mg/kg) were
administered subcutaneously (b.i.d.), starting on the day following adjuvant immunization, and
continued until the end of the experiment (N= 10 rats per treaiment group). Clinical scores (see
below) were measured in all limbs 3 times per week throughout the study. Rats were
euthanized 34-35 days after immunization. At the time of euthanasia, a radiologic evaluation
(see below) of the hind paws was performed, a blood sample was collected for clinical blood
chemistry and drug levels (high dose group only; 6 or 12 hours post final dose), a section of
liver was obtained for measurement of potential toxicity, and the hind limbs were preserved for
histopathological determination.

Clinical scoring - each limb was graded according to the following scale:

0 no signs of inflammation

1 moderate redness, first indication of swelling, joint fiexible

2 moderate redness, moderate swelling, joint flexible

3 redness, significant swelling and distortion of the paw, joint
beginning to fuse

4 redness, gross swelling and distortion of the paw, joint completely

fused
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Radiological scoring - each hind limb was graded on a scale of 0-3 for each of the
following parameters:
soft tissue swelling
cartilage loss
erosion
heterotropic ossification
The compaunds of the invention, when tested in this assay, demonstrated the ability to
treat the arthritis present in the rats.
Those skilled in the art will also recognize that numerous assays for the activity of the
NOS isoforms (iNOS, nNOS and eNOS) exist which can be used to evaluate the biological
activity of the compounds of the current invention. These include assays for native NOS
isoforms in tissues studied ex vivo (Mitchel et al., Br. J. Pharmacol, (1991), Vol. 104, pp. 289-
291; Szabo et al,, Br. J. Pharmacol. (1993), Vol. 108, pp. 786-792; Joly et al, Br. J. Pharmacol.
(1995), Vol. 115, pp. 491-497) as weil as primary cell cultures and cell lines (Forstermann et al.,
Eur. J. Pharmacol, (1992), Vol. 225, pp. 161-165; Radmoski et al., Cardiovasc. Res. (1893),
Vol. 27, pp. 1380-1382; Wang et al., J. Pharmacol, Exp. Ther. (1994), Vol. 268, pp. 552-557).
Those skilled in the art will also recognize that recombinant NOS enzymes can be expressed in
heterologous cells by either transient transfection (Karisen et al., Diabetes, (1995), Vol. 44, pp.
753-758), stable transfection (McMillan et al., Proc. Natl. Acad. Sci. (1992), Vol. 89, pp. 11141-
11145; Sessa ef al., J. Biol. Chem. (1995), Vol. 270, pp. 17641-17644) or via the use of Iytic
virus transfection (Busconi & Michel, Mol. Pharmacol, (1995}, Vol. 47, pp. 655-659; List et al,,
Biochem. J. (1996), Vol. 315, pp. 57-63) using NOS ¢DNAs. Heterologous expression can be
achieved in mammalian cells (McMillan et al., Proc. Natl. Acad. Sci. (1992), Vol. 89, pp. 11141-
11145), insect cells (Busconi & Michel, Mol. Pharmacol. (1995), Vol. 47, pp. 655-659; List et al,,
Biochem. J. (1996), Vol. 315, pp. 57-63), yeast (Sari et al., Biochemistry (1996), Vol. 35, pp.
7204-7213) or bacteria (Roman et al., Proc. Natl, Acad. Sci. (1995), Vol. 92, pp. 8428-8432,
Martasek ef al., Biochem. Biophys. Res. Commun. (1996}, Vol. 219, pp. 359-365). Any of these
heterologous expression systems can be used to establish INOS, nNOS and eNOS assay
systems to evaluate the biological activity of the compounds of the present invention.

Administration of the Compounds of the Invention

Any suitable route of administration may be employed for providing a patient with an
effective dosage of compounds of the invention. For example, oral, rectal, parenteral
{subcutaneous, inframuscular, intravenous), transdermal, and like forms of administration may
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be employed. Dosage forms inciude tablets, troches, dispersions, suspensions, solutions,
capsules, patches, and the like.

The pharmaceutical compositions of the present invention comprise the compounds of
the invention as the active ingredient, and may aiso contain a pharmaceutically acceptable
carrier, and optionally, other therapeutic ingredients. Carriers such as starches, sugars, and
microcrystalline cellulose, diluents, granulating agents, lubricants, binders, disintegrating
agents, and the like are suitable in the case of oral solid preparations (such as powders,
capsules, and tablets), and oral solid preparations are preferred over the oral liquid
preparations. Methods for their preparation are well known in the art,

Because of their ease of administration, tablets and capsules represent the most
advantageous oral dosage unit forms, in which case solid pharmaceuticat carriers are
employed. If desired, tablets may be coated by standard aqueous or nonagqueous techniques.
In addition to the common dosage forms set out above, the compounds of the present invention
may also be administered by controlled or sustained release means and delivery devices.

Pharmaceutical compositions of the present invention suitabte for oral administration
may be presented as discrete units such as capsules, cachets, or tablets, each containing a
predetermined amount of the active ingredient, as a powder or granules, or as a solution or a
suspension in an aqueous liquid, a non-aqueous liquid, an cil-in-water emulsion, or a water-in-
oil liquid emulsion. Such compositions may be prepared by any of the methods of pharmacy,
but all methods include the step of bringing into assaciation the active ingredient with the carrier
which constitutes one or more necessary ingredients. in general, the compositions are '
prepared by uniformly and intimately admixing the active ingredient with fiquid carriers or finely
divided solid carriers or both, and then, if necessary, shaping the product into the desired
presentation.

Preferred Embodiments:
In the various aspects of the invention, certain embodiments are preferred. A preferred
group of compounds of formula (1), formula (II) and formula (1ll) are those compounds of

_formula 1) having the formula (la), formula (Ib) or formula (lc):
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Q-R®
(C(R®)H)y,

- CRPH)G=(CR™)H)~C—(CR™RD),—A
\4

)\ R17
XN

Nl (la) ;
Rs/k/Kh\l/\N
W/
a-R®
{CR")H)m

v - (CRH) = (CR'HH),-C—(CR™)R®),— A

R17
N| A (Ib) ; or
R5/LN/ N/\N
W/
QR?
(CR)H)

_ACRP)H)~(CR'HH)—C— (CR™)RD),— A
M R17

(ic).

A preferred subgroup of this group of compounds are thase compounds wherein
Ais -OR’, -CLOINRR?, -NR™)COIN(R')R', -NR'C(O)R? or -N(R")RZ'; V is N(R*); and W is
CH.

A preferred class of compounds of this subgroup are those compounds wherein Ais -
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-C(OIN(R")R?; q, rand n are zero; R is hydragen; R2is lower alkyl or -[C4-CglR%: R is
hydrogen or lower alkyl; and R® is hydrogen, halo, alkyl, or alkoxy.

A preferred subclass of compounds of this class of compounds are those compounds
wherein RY is phenyl, tolyl, anisyl, 1,4-benzodioxan-6-yl, 1,3-benzodioxol-5-yl, chlorophenyl,
carboxyphenyl, dimethoxyphenyt, 2-thieny! or morpholinyl.

Another preferred subgroup of compounds of this group of compounds are those
compounds where Ais -COIN(R")R?, mis zero; Q is a direct bond to R*; and R is hydrogen.

A preferred compound of this subgroup is N-[(1 +3-benzodioxol-5-yl)ethyl]-2-[[2-(1H-
imidazol-1-yI)-6-methylpyrimidin-4-yl](methyl)amino]acetamide.

Another preferred group of compounds of formula (1), formula () and formula (iIl) are
those compounds of formula (1) having the formula (lla), formula (lib) or formula (lic):

Q—(G(R’“)RZ"),,—A

/KN (Va) ;

N

CR14R20n__A
Q—~(< JR20)

N AN (llb) ; or

Q—(C(R“)Rz%n—A

= N (llc) .
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A preferred subgroup of compounds of this group of compounds are those compounds
wherein the N-heterocyclyl is selected from the group consisting of piperidinyl, piperazinyl,
pyrrofidinyl, morpholinyl, thiomorpholinyl, azetidinyl, indolyt, pyrrolyl, imidazoly!,
tetrahydroisoquinalyl, and perhydroazepinyl.

A preferred class of compounds of this subgroup of compounds are those compounds
wherein the N-heterocyclyl is piperazinyi substituted by R®, ie., the compound of formula (1id),
formuia (lle) or formula (1If):
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I
™
[ /_(C(RM)RzO) —A
N
N)\N (Iid) ;
I
Rs)\)\N‘/\N
R W§/
R
l
™
[ )—(C(R“‘)Rz")n—A
N
N AN (lle) ; or
Py
RS N/ r\\I/\N
W§./
RG
)—(C(R"‘)R”)H—A
N
| \N () .
RS N)\rf/\N
W§/

A preferred subclass of compounds of this ¢lass of compounds are those compounds
where A is -OR", -C(OIN(R")R?, -N(R™)C(O)N(R)R'®, -NR'C(O)R? or -N(R")R®": W is; CH: and
R®is chosen from the group consisting of hydrogen, alky!, cycloalkyl, -{C,-C5 alkyl-R®,
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-[C2-Cq alkyl-R™, -{C-Cy alkyl}-R", acyl, -C(O)R?, -C(0)-[C-Cs alkyil-RE, alkoxycarbony!,
optionally substituted aryloxycarbonyl, optionally substituted aralkoxycarbonyl, alkylsulfonyl,
optionally substituted aryt, optionally substituted heteracyclyl, alkoxycarbonylatkyl, carboxyalkyl,
optionally substituted arylsulfonyt, aminocarbonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyl, optionally substituted arylaminocarbonyl, aminosulfonyl,
monoalkylaminosulfonyl, dialiylaminosulfenyl, arylaminosulfonyl, arylsulfonylaminocarbonyl,
optionally substituted N-heteracyclyl, -C(=NH)-N(CN)R’, -C(0)-R®-N(R")R?,
-C(O}-RP-N(R')C(0)-RZ-N(R')R?, and -C(O)}-N(R')-R?-C(O)OR".

Of this subclass of compounds, preferred compounds are these compounds wherein
Ais -C(O)N(R")R®; R is hydrogen; R? is lower alkyl, -[C;-Cg alkyll-R®, or 4C,-Cg}-R™:
R%is hydrogen, acetyl, t-butoxycarbonyl, 4-methoxyphenylaminocarbonyl, 4-methoxyphenyl-
methyl, methoxycarbonyl, methyl or benzyl; R® is hydrogen, halo, alkyl, or alkoxy; and
nis 0 or 1. Of this group of preferred compounds, more preferred compounds are those
compounds wherein R? is -CH,-R? or -[C;-Cgl-R™; R%is aryl or substituted aryl; and R is
methylthio. Of this group of more preferred compounds, most preferred compounds are those
compounds wherein R? is -CH,-R®; R® is hydrogen, acetyl or t-butoxycarbonyl; and R® is phenyl,
tolyl, anisyl, 1.4-benzodioxan-6-y1, 1,3-benzodioxol-5-yl, methyithiophenyl, chiorophenyl,
carboxyphenyt, dimethoxyphenyl, or 2-thienyl. Of this group of most preferred compounds,
preferred compounds are those compounds wherein R® is chioro, R® is acetyl and R? is p-tolyl,
or those compounds wherein R® is chloro, R® is hydrogen and R is p-tolyl, or those compounds
wherein R® is chloro, R%is hydrogen and R? is 1,4-benzodioxan-6-yl or 1,3-benzodioxol-5-yl, or
those compounds wherein R is chioro, R® is t-butoxycarbonyl and R® is 1,4-benzodioxan-6-yl
or 1,3-benzodioxol-5-yl.

Preferred compounds of this subgroup of compounds may be selected fro m the
following list:

N-{(1,3-benzodioxol-5-yl)athyl]-4-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-1-(2-
methyl-1-oxopropyl)piperazine-2-acetamide;

N-{(1,3-benzadioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-ylypyrimidin-4-yl}-4-
(methoxycarbonyl)piperazine-2-acetamide; ’

N-[(1,4-benzodioxan-6-yl)methyl}-1-[2-(1 H-triazol-1 -yhpyrimidin-4-yi}-4-
[(dimethylethoxy)carbonyl]piperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1-yi)-6-methoxypyrimidin-4-y]-1-
(methoxycarbonyl)piperazine-2-acetamide;
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1-(acetyl)-N-[(1 .3-benzodioxol-5-yl)methyl)-4-[6-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-
yllpiperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N-[(4-methoxy-3-chlorophenyl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide; and

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{( pyridin-3-yi)methyl}-4-(tetrahydro-3-
furanoyl)piperazine-2-carboxamide.

Ancther preferred class of compounds of this subgroup of compounds are those

compounds wherein the N-heterocyclyl is piperidinyl, i.e., the compound of formula (lig),
formuia (Ih) or formuta (lli):
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Ej—w(R”)R”)n—A
N

A o

Nl \N (lig)

W/

[}(rs(R“)R”)n—A
N

N AN (#h) ; or

-—(CR™R%%),—A

Ny (i) .

A preferred subclass of compounds of this class of compounds are those compounds
* wherein A is -OR’, -C(OIN(RVR?, NR™®)CONRR™, -NR'CIO)R? or -NRR?; and W is
CH.

Preferred compounds of this subclass of compounds are those compounds wherein A is
-C(OINR')R?; R is hydragen; R? is lower alkyl or -[C,-Cs alkyl}-R®; R is hydrogen, halo, alkyl,
or alkoxy; and n is zero or one. More preferred compounds of these preferred compounds are
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those compounds where R? is lower alkyl or -CH,-R® and R® is 4-methoxyphenyl,
1,4-benzodioxan-6-yl, 1,3-benzodioxol-5-yl or 3,4-dimethoxyphenyl.

Preferred compounds of this subgroup of compourids may be selected from the
following list:

NA(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-y))pyrimidin-4-yljpiperidine-2-
ethanamine;

1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(3-methoxyphenyl)methyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl}-6-methylethylpyrimidin-4-yl]- N-[2-(marpholin-4-yl)ethyi]piperidine-
2-acetamide;

1-[2-(1H-imidazal-1-y})-6-methylpyrimidin-4-yl]-N-(1 -methylhexyl)piperidine-2-acetamide;

N-{(4-chloropheny)methy]-1-{2,6-bis(1H-imidazol-1 -yhpyrimidin-4-yi]piperidine-2-
acetamide;

1~[2-(1H-imidazol~1-yI)pyrimidin-4-yl]-N-[2-(4-methoxypheny|)ethyl] piperidine-2-
acetamide; and

N-{(1,3-benzodioxol-5-yl)methyl}-4-[2-(1 H-imidazol-1-y1)-6-methoxypyrimidin-4-
yllpiperidine-2-acetamide.

Another preferred class of compounds of this subgroup of compounds are those

‘compounds wherein the N-heterocyclyl is pyrrolidinyl, i.e., the compound of formula (11j),

formula (llk) or formula (lim):
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N
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L

=
L

(lim) .
SN

PN
R® 7

N

L)

A preferred subclass of compotnds of this class of compounds are those compounds
- wherein As -OR", -C(O)N(R")R?, -N(R®)C(O)N(R")R™®, -NR'C(O)R? or -N(R")R?"; and W is
CH.

Preferred compounds of this subclass of compounds are those compounds wherein
Ais -C(OIN(R")R? R’ is hydrogen; R? is iower alkyl or -[C-Cq alkyl|-R®; R® is hydrogen, halo,
alkyl, or alkoxy; and n is zero or one. More preferred compounds of the preferred compounds
are those compounds having the R-configuration at C-2 of the pyrrolidinyl ring.
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Preferred compounds of this subgroup of compounds may be selected from the
following list:

N-{1,3-benzodioxol-5-yl)ethyl]-1-{2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]pyrrolidine-
2-carboxamide;

N-[(1,3-benzodioxal-5-yl)ethyl]-1-{2-(1 H-imidazol-1 -yt)-6-ethylpyrimidin-4-yl}pyrrolidine-2-
carboxamide;

N-[(3.4-dimethoxyphenyl)methyl]-1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]pyrrolidine-z-
acetamide;

N-[{4-methoxyphenyl)ethyl)-1-[2-(1 H-imidazol-1-y1)-6-methylpyrimidin-4-yljpyrrolidine-2-
carboxamide; and

N-{1,3-benzodioxol-5-yl)methyl}-1-[2-( 1H-imidazol-1-yl)-6-ethylpyrimidin-4-yllpyrralidine-
2-acetamide.

Additional preferred compounds of the group of compounds as defined above may be
selected from the following list:

4-{2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyijmorpholine-2-
carboxamide;

4-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yl]-N-{(4-methoxyphenyi)ethyl}-
thiomorpholine-2-acetamide;

N-[(1,3-dioxolan-5-yl)methyl]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-yllperhydroazepine-2-
acetamide;

N-[(3,4-dimethoxyphenyl)ethyl]-1-[2-(1H—imidazol-1-yl)-6-methy|pyrimidin—4-yl]azetidine-
2-carboxamide; and

4-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yhethyljmorpholine-2-
carboxamide.
_ Another preferred group of compounds of formula (1), formula (i) and formula (i) are
those compounds of formula (Il) having the formula (llla), formula (litb) or formula (llic):
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V/(C(R”)H)q—(cm“)m,(C(R“‘)R”)n—A ‘
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'\i N (llla) ;
Rs)\/l\'\{/\rq
w=/
V,(C(R’Z)H)q-(C(R’3)H),—@~(C<R“‘)RZ°)n—A
/N“\ N (lb) ; or
RS N/ ,\{/'\\\N
W/
V/(C(R”)H)q—(C(R“)H)r—@-(C(R“)R”)n—A
x
I /"L () .
RS N/ I\{/\N
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A preferred subgroup of compounds of this group of compounds are those compounds

- wherein 3 is optionally substituted phenyl or optionally substituted naphthyl.

Another preferred group of compounds of formula (1), formula (i) or formuta (111} are
those compounds wherein each X, Y or Zis C(R '), and each U is C(R®).

Another preferred group of compounds of formula (1), formula (1l) or formuta (l1l) are
those compounds wherein each X, Y or Z is N, and each U is C(R 5).

Another preferred group of compounds of formula (1), formula (1) or formula (3l) are
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those compounds wherein each X is N, each Z or Y is C(R '%), and each U is N.
Another preferred group of compounds of formula (1), formula (Il) or formula (Ill) are

those compounds wherein in each formula, one of X, Y, and Z is N and the others are C(R *9),
and U is C(RY).

A preferred group of compounds of formula (IV) are those compounds of formula {IVa),
formula (IVb) or formula (Ve):

Y (IVc).

a4 h\l/\N
w=/

A preferred subgroup of compounds of this group of compounds are those compo unds
wherein said amino acid is an a-aminoacid of the L configuration at the carbon « to the acid.

Another preferred subgroup of compounds of this group of compounds are those
compounds wherein said amino acid is an «-aminoacid of the D configuration af the carbon « io
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the acid.

Another preferred subgroup of compounds of this group of compounds are thase
compounds wherein R is hydrogen; R is lower alkyl or -[C1-Cg alkyl]-R®; and R® is hydrogen,
halo, alkyl, or alkoxy.

A preferred class of compounds of this subgroup of compounds are those compounds
wherein RY is phenyl, tolyl, anisyl, 1,4 -benzodioxan-6-yl, 1 ,3-benzodioxol-5-yl, chlorophenyl,
carboxyphenyl, 2-thienyl, dimethoxyphenyt or marpholinyl.

A preferred group of compounds of formula (Va), formula (Vb) or formula (Vc) are those
compounds wherein each X and each Y is N; each W is CH; and B is a fused optionally
substituted heterocyclyl.

A preferred subgroup of compounds of this group of compounds are those compounds

having the formula (Vba):
(R —a

</ /k (Vba)

where Ais -OR’, -C(O)N(R")R?, -N(R"®)C(O)N(R")R ™, -NR'C(O)R? or -N(R")R?"; and

(o

’ is an N-heterocyclyl selected from group consisting of piperidinyl, piperazinyl,
pyrrolidinyl or morpholinyl.
A preferred compound of this subgroup of compounds is N-[(1,3-benzodioxol-5-
yhmethyl]-1-{2-(1H-imidazol-1-yl)purin-6-yl]piperidine-2-acetarnide.
Of the compounds of formula (Vlla), formula (VIb) or formula (Viic), a preferred

* compound is N-{(1,3-benzodioxol-5-yl)methyl]-1-[6-chloro-2-(pyridin-3-yl)pyrimidin-4-

yllpiperidine-2-acetamide.

Of the compounds of formula (VIIl), preferred are 4,6-dichloro-2-(1 H-imidazol-1-
yl)pyrimidine and 2,4-dichloro-6-(1 H-imidazol-1-yl)pyrimidine.

Of the linker residues used in this invention, most preferred is the photolytically
cleavabie linkage of the formula (X):
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NO,

0
X :
wherein the unsatisfied valence on the right of the formula represents the point of attachment to

the solid substrate and the unsatisfied valence on the left of the formula represents the paint of
attachment to the ligand.

Preparation of the Compounds of the Invention

The compounds of the invention may be synthesized by two general apprcaches, one of
which (solid phase) could be thought of as a variant of the other (solution phase). The solution
phase generic synthesis is shown in the following Reaction Scheme 1 which, for illustration
purposes only, illustrates the synthesis of a compound of formula () where A is -C{O)N(R")RZ
Itis understood that other compounds of the invention may be prepared in a similar manner. In
the following Reaction Scheme 1, PG is a suitable protecting group; m, n, g, r, Q, U, W, X, Y
and Z are as described above in the Summary of the Invention; VisN(R %), S or O (where R* is
as described in the Summary of the Invention); and R ', R?, R®, R™%, R"™® R™ R'®, R, and R®
are as described above in the Summary of the Invention;
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In general, the compounds of formula (1) are prepared by first adding one equivalent of a
compound of formula (XI) in one portion to a solution of one equivalent of a compound of
formuta (XII) having at least two substituents displaceable by a nucleophile and 1.1 equivalents
of a trialkyt amine base (such as triethylamine) in a polar, nonprotic solvent such as THF or
methylene chloride to provide the compound of formula (X111). Upon completion of the reaction,
the mixture is purified by conventional methods.

The compounds of formula (XIVce) are synthesized by methods well known in the amino
acid and peptide synthetic art from the appropriate compound of formula (XIVaa), wherein PG
is a standard protecting group for the V subsituent. Compounds of formula (XIVaa) are
commercially available, usually in protected form, or are readily synthesized by procedures
well-known in the art. Preferred protecting groups are Boc ( t-butoxycarbonyl) and Fmoc
(fluorenylmethoxy-carbonyl), although others, such as CBZ (benzyloxycarbonyl), and Troc
(trichloroethoxycarbonyl), could be used for particular circumstances. Side chain functionalities
may be protected, as is well known in the peptide art, by Trt (triphenylmethyl), tBu (t-butyl), Acm
(acetamidomethyt) etc. The protected compounds of formula (XIVaa) are reacted with the
appropriate amine to proeduce the compounds of formula (XIVbb) and deprotected to produce
the compound of formula {(XWVcc), once again by methods well known in the peptide art.

One equivalent of the compound of formula (XIVce) is added to a solution of one
equivalent of the compound of formula (XIIl) and one equi\./alent of base in a potar, aprotic
solvent such as THF. The reaction is heated to a temperature at which the reaction proceeds
cleanly to completion in less than 16 hours. Upcn completion of the reaction, the compound of
formula (1) is purified and characterized by conventional methods.

Corﬁpounds of formula (1) having the so-called "reverse amide", i.e., where A is
-N(R")C(O)R? can be made from the appropriate acid of formuta (X!Vaa) by Hofmann
rearrangement of the acid to an amine, followed by acylation with an appropriate acid under the
conditions described above. In many cases, the desired diamine can be obtained
commercially.

The compounds of formuia (1) in which A is a urea may be prepared by reacting a

. compound of formula (1) where A is -N(R")R?" (where R is hydrogen and R*' is hydrogen, aikyl,

aryl or aralkyl) with an isocyanate. Similarly, the compounds of formula (1) in which A is a
carbamate may be prepared by reacting a compound of formula (1) (where A is -N(R ")R?* where
R'is hydrogen and R*is hydrogen, alkyl, aryl or aralkyl) with an alkyl chioroformate or by
Curtius rearrangement of the carboxylic acid azide of the compound of formula (XIVaa) in the
presence of the appropriate alcohol.
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A specific embodimant of the generic synthesis of a compound of the invention is shown

below in Reaction Scheme 2 as applied to a 6-chloro-2-(1-imidazolyl)}-4-pyrimidinamine that
incorporates the residue of D-p-thienylalanine piperonylamide:
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One equivalent of isobutyl chioroformate is added to a solution of N-Boc-D-p-
thienylalanine and one equivalent of a base such as N-methyl morpholine in THF. After two
minutes, one equivalent of piperonylamine is added and the mixture allowed to warm to room
temperature. After thirty minutes, the reaction mixture is passed through a bed of Celite and all
volatiles are removed under reduced pressure to yield N-Boc-D-p-thienylalanine
piperonylamide. ‘

The N-Boc-D-B-thienylalanine piperonylamide in methano! is treated with acety! chioride.
After 45 minutes, all volatiles are remaved under reduced pressure to yield D-f-thienylalanine
piperonylamide hydrachloride.

One equivalent of imidazole is added in one partion to a solution of one equivatent of
trichloropyrimidine and 1.5 equivs of triethylamine in THF. After reaction is complete, the
reaction mixture is poured into saturated, aqueous ammonium chloride and extracted three
times with ethyl acetate. The combined organic layers are washed with brine and dried. The
reaction mixture is filtered and all volatiles removed under reduced pressure. The product,
2-imidazolyl-4,8-dichloropyrimidine {the compound of formua (VlIlla)) is isolated by flash
chromatography (20% ethyl acetate in hexane) as an off-white solid.

Two equivalents of D-B-thienylalanine piperonylamide hydrochioride are added to a
solution of one equivalent of 2-imidazelyl-4,6-dichloropyrimidine (the compound of formula
{Viltz)) and three equivalents of Hunig's base (diisopropylethylamine) in THF, After reaction is
complete, all volatiles are removed and the product (the compound of formula (laa)) is isolated.

A specific example of the synthesis as applied to sarcosine piperonylamide
hydrochloride is provided:

Isobutyl chloroformate (226 L., 1.73 mmol) was added to a solution of N-Boc sarcosine
(1.73 mmol) and N-methyimorpholine (192 uL, 1.73 mmol) in THF. After two minutes,
piperonylamine (216 mL, 1.73 mmol) was added and the mixture allowed to warm to room
temperature. After thirty minutes, the reaction mixture was passed through a bed of Celite and
all volatiles were removed under reduced pressure to yield N-Boc sarcosine piperonyl amide
(531 mg, 95%) as a white solid. 'HNMR: (CDCI3) & 241 (s,3H), 3.28 (s,2H), 4.39 (d,2H), 5.95

* (s.2H), 6.80 (m,3H), 7.43 (bs,1H), 9.04 (bs,1H).

N-Boc sarcosine piperonylamide (500 mg, 1.54 mmol) in methanol (10 mL) was treated
with acetyl chloride (1 mL). After 45 minutes, all volatiles were removed under reduced
pressure to yield sarcosine piperonyl amide hydrochlaride (395 mg, quant.) as a sticky solid.

Imidazole (9.5 g, 140 mmol) was added in one portion to a solution of trichloropyrimidine
(24.7 g, 135 mmol) and triethylamine (30 mL, 216 h-\mol) in THF (500 mL). After 16 hrs, the
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reaction mixture was poured into saturated, aqueous ammonium chioride and extracted three
times with ethyl acetate. The combined organic layers were washed with brine and dried over
MgSO,. The reaction mixture was filtered and all volatiles were removed under reduced
pressure. 2-Imidazolyl-4,6-dichloropyrimidine (the compound of formula (Villa)) (9.61 g, 33%)
was isolated by flash chromatography (20% ethyl acetate in hexane) as an off-white solid.
'H NMR: (CDCly) 6 7.13 (s,1H), 7.25 (s,1H), 7.76 (s,1H), 8.50 (s, 1H).

Sarcosine piperonyl amide hydrochloride (50 mg, 0.19 mmol) was added to a solution of
2-imidazolyl-4,6-dichioropyrimidine (Vlila) (20 mg, 0.093 mmol) and Hinig's base (50 kL,
0.29 mmol) in THF {1 mL). After 16 hrs, all volatiles were removed and the product was
isolated as a waxy solid (29 mg, 78%). '"H NMR (CDCl;) & 3.2 (s,3H), 4.25 (s,2H), 4.38(s,2H),
5.88 (s,2H), 6.30 (bs, 1H), 6.42 (bs,2H), 6.65 (m,3H), 7.05 (s,1H), 8.40 (s,1H).

Another specific example of the synthesis of a compound of (Xlc) is provided:

Boc-pyrrelidine (3.0 g, 17.5 mmol) was dissolved in ether (35ml) and
tetramethylethylenediamine (TMEDA) (2.03 g, 17.5 mmol), cooled to -78 °C and s-butyllithium
{1.3 M, 13.5 mL, 18 mmol) was added. After stirring for 1 hour, allyl bromide was added in
ether (5 mL). After warming to room temperature, the reaction was quenched with water and
the organic layer was separated. The organic layer was washed with 1 M solution of NaH PO,
and water, then dried over MgSQ,. The solvent was removed in vacuo and the residue was
purified by chromatography on silica gel (hexanes/ethyl acetate (9:1) to give the clefin (0.50 g,
14%, "H NMR (CDCl,) § 5.65-5.85 {m, 1H), 5.00-5.20 {m, 2H), 3.70-3.90 (m, 1H). 3.20-3.45 (m,
2H). 2.35-2.60 (M, 1H). 2.00-2.20 (m, 1H), 1.60-2.00 (m, 4H), 1.45 (s, 8H)). The olefin (500
mg, 2.37 mmoal), 5-bromo-1,3-benzodioxolane (476 mg, 2.37 mmol), triethylamine (478 mg,
4.74 mmol), tri-o-tolylphosphine (96 mg. 0.31 mmol) and Pd(OAc), (26 mg, 0.12 mmol) was
dissolved in CH,CN and refluxed overnight under argon. An additionai 1 equivalent (476 mg) of
the bromide and Pd(OAC), (52 mg, 0.24 mmol) was added and refluxing continued for 4.5
hours. The reaction was filtered and the solvent was evaporated. The residue was taken up in
ether and washed successively with water, 1 M NaH ,PO,, water, and brine. After drying, the
solvent was removed and the product was purified by chromatography (silica gel. hexane:ethyl

- acetate, 4:1) to yield 152 mg (19%) of the Boc-protected {(1 ,3-benzodiox-5-yl)prop-2-

enyllpyrroliding (*H NMR (CDCl,) 5 6.90 (s, 1H), 6.70-6.80 (m, 2H), 6.35 (d, 1H). 3.80-3.95 (m,
1H), 3.25-3.50 (m. 2H), 2.45-2.70 (m, 1H), 2.20-2.35 (M, 1H), 1.70-2.00 (M, 4H), 1.45 (s, 9H)).
The Boc group was removed under standard conditions.

Ancther specific embodiment of the generic syntheis as applied to a compound of the
invention follows:
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To butyl alchoho! (3 ml) was added 2-fluoro-4-chloropurine (41 mg, 0.24 mmol),
N-[(1,3-benzodioxol-5-yl)methyl]piperidine-2-acetamide (66 mg, 0.24 mmol}, and Hiinig's's base
{diisopropylethylamine) (0.042 mL, 0.24 mmol). After stirring at 90 °C for 6 hours, the reaction
was diluted with ethyl acetate. The organic material was washed with saturated NH «Cland
brine, dried (MgS0,), and the solvent was removed in vacuo. Chromatography of the residue
{CH2Clo/MeOH, 10/1) gave 42 mg of the fluoropurine. The fluoropurine (18.8 mg, 0.046 mmol)
was dissolved in DMSO and reacted with TMS-imidazole (0.10 g, 0.66 mmol) and CsF (61 mg,
0.40 mmol). After stirring at 130 °C for 72 hours, the reaction was diluted with ethy! acetate and
washed with saturated NH,Cl and brine. The organic fayer was dried {MgS0,), the solvent
removed in vacuo, and the residue chromatographed (CH ,Cl/MgOH, 19M) to give 12 mg of
N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-yl)purin-6-yllpiperidine-2-acetamide.

Another specific example of the synthesis is provided:

To THF (10 mL) was added cyanuric chloride (158 mg, 0.85 mmol), N-[(1,3-
benzodioxol-5-yl)methyl|piperidine-2-acetamide (47 mg, 0.17 mmol), and imidazole (58 mg,
0.85 mmol). After stirring for 12 hours, the reaction was diluted with ethyl acetate. The organic
material was washed with saturated NH,Cl and brine, dried (MgSO,), and the solvent was
removed in vacuo. Chromatagraphy of the residue (hexaneslethyl acetate, 4/1) gave 60 mg of
the dichlorotriazine. The dichlorotriazine (20 mg, 0.047 mmol) was dissolved in THF and
reacted with TMS-imidazole (0.009 mL, 0.06 mmol)and CsF (11 mg, 0.07 mmol) at 0 °C . After
warming to room temperature and stirring for 4 hours, the reaction was diluted with ethyl
acetate and washed with saturated NH ,Cl, water, and brine. The organic layer was dried
(MgSQ,), the soivent removed in vacuo, and the residue chromatographed (ethy!
acetate/hexanes/MeOH, 4/4/1) to give 6.5 mg of N-{(1,3-benzodioxol-5-yi)methyl]-1-[3-chloro-5-
(1H-imidazol-1-yl)triazin-2-yl)piperidine-2-acetamide.

Another specific example of the synthesis is provided:

To a solution of indole-5-carboxyiic acid (0.50 g, 3.1 mmol) in MeOH (25 mL) was added
trimethylsilyldiazomethane until no gas evolution was observed. The solution was
concantrated, dissolved in CH,Cl,, and washed with saturated NaHCO 3 and brine. The organic

- layer was dried (MgSQ,) and the solvent was removed in vacuo to give 0.54 g of the ester ('H

NMR (CDCl3) & 3.95 (s, 3H), 6.63 (s, 1H), 7.25 (m, 1H), 7.40 (d, 1H), 7.95 (d, 1H), 8.25-8.4 (br
s, 1H), 8.45 (s, 1H)). The ester (100 mg, 0.58 mmol) was dissolved in DMF (10 mL) and
4-chloro-2-imidazol-1-ylpyrimidine (113 mg, 0.63 mmol) was added. After heating at 60 °C for
18 hours, the solvent was removed in vacuo, the residue was dissolved in CH,Cl,, and washed
with saturated NaHCO; and brine. The organic layer was dried (MgSO 4), the solvent was
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removed in vacuo and the residue was chromatographed (CH 2Cly/MeOH, 19/1) to give 68 mg
(37%) of the pyrimidine ("H NMR (CDCl,) § 3.95 (s.3H), 6.90 (s, 1H), 7.25 (m, 2H), 7.80 (m,
1H), 7.95 (s, 1H), 8.10 (d, 1H), 8.4 (s, 1H), 8.50 (d, 1H), 8.70 (m, 2H)). The pyrimidine was
dissolved in THF/water (1/1) and LiOH (6 mg, 0.21 mmol) was added. After heating at 60 °C for
3 hours, the solvent was removed in vacuo and acidified with methanalic HCl. The solvent was
removed in vacuo, dissolved in DMF and treated with HATU (42 mg, 0.11 mmol), DIEA (37 mg,
0.21 mmol), and piperonytamine (26 mL, 0.21 mmol). After stiming for 18 hours, the solvent
was removed in vacuo, the residue was dissolved in CH,Cl,, and washed with saturated
NaHCO; and brine. The organic layer was dried (MgSO 4), the solvent was removed in vacuo,
and the residue was chromatographed (CH,Cl/MeCH, 19/1) to give 2 mg (4%) of N-[(1,3-
benzodioxol-5-yl)methyl]-1-{2-(1 H-imidazol-1-yl)pyrimidin-4-yllindole-6-carboxamide; 'H NMR
(CDCly) 53.75 (s, 2H), 5.95 (s, 2H), 6.80-6.90 (m,2H), 7.05-7.15 (m, 2H), 7.25 (M, 2H), 7.75-
7.85 (m, 2H), 8.00 (s, 2H), 8.50-8.60 (m, 2H), 8.70-8.80 (m, 1H), MS: (438.2 M+H) *.

Another specific embodiment cf the generic synthesis as applied to a compound of the
invention is N-[(1,3-benzodioxol-5-yl)ethyl)-1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-ylpyrrole-2-
carboxamide [MS: (403.2 M+H) "], which was prepared in a similar manner described above for
N-{(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-y| )pyrimidin-4-yllindole-6-carboxamide.

The following Reaction Scheme 3 depicts a method of preparing the compounds of the
invention where U is CR® (where R? is hydrogen) and X, Y and Z are CR™® (where R'® is
hydrogen):
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The above synthesis may be carried out as follows: To benzene (20 mL) was added
1-(3-aminophenyl)imidazole (755 mg, 4.7 mmol), 7-chloro-3-oxcheptanoic acid ethyl ester
(982 mg, 4.7 mmol), Na,HPO, (667 mg, 4.7 mmol), 12 (60 mg, 0.23 mmol), and 4A molecular
sieves (500 mg). After refluxing for 6 hours, more | » {60 mg) was added. After stirring for 16
hours, the reaction was filtered, the solvent was removed in vacuo, and the residues
chromatographed (CH,Cl,/MeOH, 98/2) to give 120 mg (8%) of 1-[3-(1 H-imidazol-1-
yhphenyllpiperidine-2-acryiic acid ethyl ester ('"H NMR (CDCl3) 87.85 (s, 1H), 7.05-7.50 (m,
6H), 4.80 (s, 1H), 4.15 (q, 2H), 3.45 (t, 2H), 2.4 (t, 2H0, 1.5-1.8 (m, 6H, 1.30 (t, 3H)). This ester
{120 mg, 0.38 mmol) was dissolved in MeOH (20 mL) and reacted with 10% Pd/C (60 mg) and
1 atm of H,. After reacting for 60 hours, the reaction was filtered, the solvent removed in
vacuo, and the residue chromatographed (ethyl acetate/hexanes, 111) to give 24 mg of 1-[3-
(1H-imidazol-1-yl)phenyilpiperidine-2-acatic acid ethyl ester {compound of formula (XV)). This
ester (24 mg, 0.076 mmol) was dissolved in 5% methanolic NaOH. After stirring for 16 hours,
the reaction was acidified with methanolic HC|, the solvent removed in vacuo, and the residue
dissolved in DMF. Piperonylamine (1 eq), Hinig's base (2 eq) and HATU (1 eq) were added.
After reaction completion the reaction mixture was partitioned with water and ethyl acetate. The
organic layer was separated, washed with water, and dried. The solvent was removed in vacuo
and the residue was chromatographed (ethyl acetate/MeOH, 98/2) to give 6 mg of the
compound of formula (Ibb), N-[(1,3-benzodioxol-5-yljmethy(]-1-[3-(1H-imidazol-1-
yl)phenyl]piperidine-2-acetamide: 'H NMR (CDCl5) §7.80 (s, 1H), 7.10-7.30 (m, 4H), 6.50-
6.70 {m, 5H), 5.90 (s, 2H), 4.20-4.35 (m, 2H), 3.85 (brs, 1H), 3.50 {t, 2H), 2.95 (d, 1H), 2.35-
2.55 (m, 2H), 1.4-1.9 (m, 6H); MS: (419 M+H)*.

The following Reaction Scheme 4 depicts a method of prepafing compounds of the
invention where A is -OR":



WO 98/37079

-77-

Reaction Scheme 4

PCT/US98/03176




10

15

WO 9837079 PCT/US98/03176
-78-

The above synthesis may be carried out as follows: To DMF (100 ml) was added
4-chlora-2-imidazal-1-yipyrimidine (0.50 g, 2.77 mmol), 2-piperidinesthanol (0.359 g,
2.77 mmol), and Hinig's base (0.536 g, 4.15 mmol). After heating at 80 °C for 5 hours, the
solvent was removed in vacuo and the residue was chromatographed (CH,Cl,/MeOH, 19/1) to
give 349 mg (4€ % ) of 1-[(1 H-imidazol-1-yl)pyrimidin-4-yljpiperidine-2-ethanol {the compound
of formula (XV1)), ("H NMR (CDCl3) &8.54 (s, 2H), 8.11 (d, 1H), 7.82 (t, 1H), 7.11 (d, 1H), 6.44
(d, iH), 3.60 (m, 2H), 3.03 (m, 1H), 1.77 (m); MS: 274 (M+H) ). To a solution of 14(1 H-
imidazol-1-yhpyrimidin-4-yl]piperidine-2-ethanol (25 mg, 0.092 mmol) dissolved in DMF (5 ml)
was added NaH (60% dispersion in ail, 5,5 mg, 0.14 mmol) followed by piperonyl chloride (17
mg, 0.10 mmol) and t-butyl ammonium chioride. After stirring for 16 hours at 80 =C, the solvent
was removed in vacuo and the residue was partitioned with saturated NH,C! and CH,Cl,. The
organic layer was separated, dried (MgSO,), the solvent removed in vacuo, and the residue
chromatographed (CH,Cl,/MeOH, 19/1) to give 13 mg (35%) of 4-[2-[[(1,3-benzodioxol-5-
yhmethoxylethylpiperidin-1-yij-2-(1 H-imidazol-1-yl)pyrimidine (the compound of formuia (lcc));
'HNMR (CDCly) § 8.52 (s, 1H). 8.05 (d, 1H), 7.80 (s, 1H), 7.09 (s, 1H), 6.73 (m,3H), 6.45 (d,
1H), 5.93 (s, 2H), 4.30 (s, 2H), 3.45 (m, 2H), 2.95 (m, 1H), 1.55 (m); MS: 408.7 (M+H) ™,

Compounds of formula (XVI) may be used to prepare other compounds of the invention

as depicted below in Reaction Scheme 5 where R ™ is hydrogen or -CH3, Ms is mesyl and Ac is
acetyl:
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The above synthesis may be carried out as follows: To a solution of 1-[(1 H-imidazol-1-
y)pyrimidin-4-ylpiperidine-2-ethanol {the compound of formula (XV1)) (236 mg, 0.86 mmol) and
methanesuifonyl chloride (99 mg, 0.87 mmol) dissoived in CH,Cl, (20 mL) was added TEA
(87.5mg, 0.87 mmol). After stirring for 16 hours at 0 °C, methanesulfonyi chloride (99 mg,

0.87 mmat) and TEA (87.5 mg, 0.87 mmol) were added and the solution was warmed to
ambient temperature. After stirring for 1 hour, the solution was washed with saturated NH 4Cl
and brine, dried (MgS0,), and the solvent removed in vacuo to give 276 mg (91%) of the
compound of formula (XVII) ("H NMR (CDCl3) 58.72 (s, 1H), 8.15(d, 1H), 7.89 (s, 1H), 7.18 (s,
1H). 6.46 (d, 1H), 4.24 (m, 3H), 2.95 (5, 3H), 2.18 (m, 6H), 1.76 (m). MS: 352.5 (M+H) *). A
solution of the compound of formulta (XVII) (100 mg, 028 mmol) and a compound of formula
(XVIN) (429 mg, 2.84 mmol) dissolved in CH 2Clz (7.5 ml) was stirred for 16 hours, and then
DMF (7.5 ml) was added. After stirring for 2 hours, the solvent was removed in vacuo and the
residue was partitioned with saturated NH ,Cl and CH,Cl,. The organic layer was separated,
washed with brine, dried (MgS0Q,), the solvent removed in vacuo, and the residue
chromatographed (CH,Cl,/MeOH, 19/1) to give 6.6 mg (21%) of N-[{1,3-benzodioxol-5-
yhmethyi]-1-{2-(1 H-imidazol-1-yl)pyrimidin-4-yi]piperidine-2-ethanamine {the compound of
formula (lee)): 'H NMR (CDCl3) 5 8.50 (s, 1H), 8.08 (d, 1H), 7.7 (s, 1H), 7.08 (s, 1H), 6.66 (m,
3H), 6.43 (d, 1H), 5.91 (s, 2H), 3.60 (d, 2H), 3.00 (m, 1H), 2.57 (m, 2H), 2.02 (m, 1H), 1.65 (m).
MS: 407.8 (M+H)".

To THF (3 mL) was added N-[(1,3-benzodioxol-5-yl)methyl}-1-[2-(1 H-imidazol-1-
yhpyrimidin-4-yl]piperidine-2-ethanamine (8 mg, 0.03 mmol), Hinig's base (8 mg, 0.06 mmol),
and acetic anhydride (4 mg, 0.04 mmol). After stirring for 16 hours, the solvent was removed in
vacuo and the residue was chromatographed (CH,Cl/MeOH. 19/1) to give 8 mg (60%) of
N-acetyl-N-[(1,3-benzodioxol-5-ymethy]-1 -[2-(1H-imidazol-1-yl)pyrimidin-4-yl]piperidine-2-
ethanamine (the compound of formula (Igg)): 'H NMR (CDCl;) 58.48 (s, 1H), 8.08 (d, 1H),
7.76 (s, 1H), 7.09 (s, 1H), 6.66 (m, 3H), 6.33 (m, 1H), 5.94 (s, 1H), 5.91 (5, 1H), 4.43 {m,3H),
3.40 {m, 2H), 2.11 (d, 3H), 1.14 (m); MS: 450.0 (M+H) *. .

Alternatively, to THF (3 mL) was added N-[(1 3-benzodioxal-5-yl)methyl]-1-[2-(1H-

- imidazol-1-yl)pyrimidin-4-ylpiperidine-2-ethanamine (8 mg, 0.03 mmol), Hiinig's base (8 mg,

0.06 mmal), and methanesulfony! chicride (4.5 mg, 0.04 mmol). After stirring for 16 hours, the
solvent was removed in vacuo and the residue was chromatographed (CH,Cl,/MeQOH. 19/1) to
give 7 mg (51%) of N-[(1 ,3-benzodioxol-S-yI)methyI]-1-[2-(1H-imidazol-1-yl)pyrimidin—4-yl]-N—
(methylsulfonyl)piperidine-2-ethanamine (the compound of formula (M) 'HNMR (CDCLy) &
8.10 (s, 1H), 7.78 (d, 1H), 7.13 (s, 1H), 6.82 (s, 1H), 6.72 (s, 2H), 6.30 (d, 1H), 5.94 (s, 2H),
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4.23 (m, 3H), 3.20 (m, 2H), 2.80 (s, 3H), 1.14 (m); MS: 485.7 (M+H) *.

To DMF (5 mi) was added the compound of formula (XVII) (50 mg, 0.14 mmol), Hinig's
base (28 mg, 0.21 mmal), and N-methylpiperonylamine (28 mg, 0.17 mmol). After stirring at
80°C for 16 hours, the solvent was removed in vacuo and the residus was partitioned with
saturated NH,Cl and CH,Cl,. The organic layer was separated, washed with brine, dried
(MgS0y,), the solvent removed in vacuo, and the residue was partitioned with ethyl acetate and
water. The organic layer was separated, washed with brine, dried (MgS0,), the solvent was
removed in vacuo, and the residue was chromatographed (ethyl acetate/MeOH, 19/1) to give 7
mg (12%) of N-{(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1 -yhpyrimidin-4-y{}-N-
methyipiperidine-2-ethanamine (the compound of formula (1dd)); 'H NMR (CDCl3) 58.53 (s,
1H), 8.07 (d, 1H), 7.80 (s, 1H), 7.10 (s, 1H), 6.78 (s, 1H), 6.69 (m, 2H), 6.43 (d, 1H), 5.92 (s,
2H), 3.40 (m, 2H), 2.97 (m, 1H), 1.80 (m); MS: 422.0 (M+H) *.

" Reaction Scheme 6 depicts another method of preparing compounds of the invention
where V is C(R*)H:
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The above synthesis may be carried out as follows: To a solution of LDA (1.28 g,
12 mmel) in THF (30 mL) at -78°C was added 2 4-dichloro-6-methylpyrimidine (1.96 g,
12 mmol) in THF (15 mL). After stirring for 15 minutes, 3,3-dimethyiallyl bromide (1.79 g,
12 mmol) in THF (5 mL) was added dropwise. After the reaction warmed to ambient
temperature, water and sthyl acetate was added. The organic layer was separated, the solvent
was removed in vacuo, and the residue was chromatographed {ethyl acetate/hexane, 1/19) to
give 2.06 g (74%) of 2,4-dichloro-6-(4-methyl-3-pentenyl)pyrimidine ('H NMR (CDCly) 37.15
(s, 1H), 5.10 (t, 1H), 2.80 (t, 2H), 2.45 (m, 2H), 1.70 (s, 3H), 1.55 (s, 3H)). To a solution of
NalO, (17 g, 81 mmol} and KMnO 4 (251 mg, 1.59 mmol) in water was added K,C0O;(1.29 g,
9.38 mmol) and 2,4-dichloro-6-(4-methyl-3-pentenylpyrimidine (2.06 g, 8.9 mmol) in t-butanol.
After stirring for 16 hours, the reaction was acidified to pH 3 and extracted with ethy! acetate.
The organic layer was extracted with aqueous NaHCO,. The aqueous layer was acidified to pH
3 and extracted with ethyl acetate. The organic layer was dried and the solvent removed in
vacuo to give 980 mg of 3-(2,4-dichioropyrimidin-6-yl)propionic acid {the compound of formula
(XIX)), "H NMR (CDCly) §7.30 (s, 1H), 3.05 (t, 2H), 2.90 {t, 2H). Tha acid was coupled to
piperonylamine under standard conditions with isobutyl chioroformate and N-methyimorpholine
to give the compound of formuta (XX). Imidazole was added under standard conditions
(1-trimethylsilylimidazole and CsF in DMF at 60 *C) to give N-{(1,3-benzodioxol-5-yl)ethyl}-6-
chloro-2-(1H-imidazol-1-yl)pyrimidine-4-propionamide (the compound of formula (Ihh}); M$:
386 (M+H)".

The solid phase generic synthesis may be conceptualized as the generic synthesis of
Reaction Scheme 1 in which R' has been replaced by a cleavable attachment to a derivatized
polymer resin. At the end of the synthetic scheme, the resin is cleaved and R * becomes
hydrogen. The solid phase synthetic scheme is illustrated in Reaction Scheme 7 as applied to
the specific example, as before, of a piperonylamide, but in this case the amino acid is
piperazine-2-acetic acid:
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In the solid phase synthesis, the group which is to become R ! is attached to the resin
through a cleavable linkage, such as the 2-nitrobenzy! residue, which can be photolytically
cleaved. In the example shown, the piperonylamine (see above) has been protected with Boc
and reacted with 4-(bromomethyl)-3-nitrobenzoic acid to produce the Boc-protected compound
of formufa (XXI), which is then attached to a free amine of the lysine-derivatized, amino-
functionalized synthetic support. In this case, a polyethyleneglycol-grafted crossliked
polystyrene, 1% DVB crosslinked polystyrene or crosslinked polydimethylacrylamide is
suspended in a polar aprotic solvent such as methylene chicride, DMF or THF. An excess of
the suitably protected linker-synthon is added to the suspended support followed by a coupling
reagent such as diisopropylcarbodiimide (DIC), dicyclohexylcarbodiimide (DCC), bis(2-ox0-3-
oxazclidinyl)phosphinic chloride (BOP), or O-(7-azabenzotriazo!l-1-yl}-1,1,3,3-
tetramethyluronium-hexaflucrophosphate (HATU) and opticnally an acylation catalyst such as
dimethylaminopyridine (DMAP) or hydroxybenzotriazols (HOBT). The mixture is agitated at
ambient temperature for 1 to 24 hours or until the reaction is complete as judged by a ninhydrin
test. The resin is washed with an appropriate solvent or solvents multiple times to remove
excess reagents and by-products to give the resin-compound of formula (XX1I).

The resin-compound of formuta (XXIl) is deprotected to liberate the compo und of
formula (XXII), which is then suspended in a polar aprotic solvent such as methylene chloride
or DMF. An excess of an appropriately protected oofnpound of formula (XXIV) is added
foliowed by a coupling agent such as HATU, BOP or DIC with the optional addition of an
acylation catalyst such as DMAP or HOBT. Alternatively an excess of an activated form of the
compound of formula (XXIV), such as the symmetrical anhydride or acyl fluoride may be added
to the resin. The mixture is shaken for 1 to 24 hours at ambient temperature and then washed
multiple times with an appropriate solvent or solvents to remove excess reagents and by-
products to give the resin-compound of formula (XXV).

Resin-compound of formula (XXV) is deprotected to liberate the campound of formula
{XXV1), which is then suspended in a polar aprotic solvent such as DMF or THF. An excess of
the appropriate compound of formula (Villb} is added followed by an excess of a base such as
triethylamine or diisopropylethylamine. The mixture is agitated and heated to 50-100°C for 1 to
24 hours, then cocled and washed multiple times with an appropriate solvent to remove excess
reagents and by products to give resin-compound of formula (IXaa). The resin-compound of
formula (IXaa) is optionally treated to liberate protected functionality incorporated as part of a
synthon fo produce the compound of formula (lii).

For those compounds in which the substitution pattern of the piperazine is reversed
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(e.g., examples 95-102 below), the procedure of the preceding paragraph may be slightly
modified. Resin-compound of formula (XXV) is deprotected with piperidine fo liberate an amine
and then dissolved or suspended in an inert solvent, such as methylene dichloride. An excess
of an appropriately protected acid that will furnish R® is added followed by a coupling agent
such as HATU, BOP or DIC with the optional addition of an acylation catalyst such as DMAP or
HOBT. Alternatively an excess of an activated form of the acid, such as the symmefrical
anhydride or acyl fluoride may be added to the resin. The mixture is shaken for 1 to 24 hours at
ambient temperature and then washed muitiple times with an appropriate soivent or solvents to
remove excess reagents. The product is suspended in a polar aprotic solvent, such as DMF ar
THF. An excess of the appropriate compound of formula (VIIib) is added followed by an excess
of a base such as triethylamine or diisopropylethyl-amine. The mixture is agitated and heated
to 50-100°C for 1 to 24 hours, then cooled and washed multiple times with an appropriate
solvent to remove excess reagents and by products to give resin compounds analogous to the
resin-compound of formula (IXaa), but having the pyrimidine attached to the piperazineacetic
acid at the 4-position.

This resin compound analogus to the resin-compound of formula (IXaa) is then
suspended in a protic solvent such as methanol or acetonitrile-water and stirred and photolyzed
to cleave the product from the resin. Filtration, and evaporation of the filtrate gives the crude
product, which is then purified and characterized by siandard techniques.

In a specific example, 1.57 g of an amino-functionalized TentaGel resin (0.80 mmole)
was suspended in 20 mL of methylene chioride and treated with 1.05 g of linker acid
{2.4 mmole), 0.50 mL of DIC (3.2 mmole), and 20 mg of DMAP (0.16 mmoie). The mixture was
shaken at room temperature for 20 hours and then washed with methylene chioride ten times to
give a resin-compound of formula (XXI1). The resin-compound of formula (XXII) was treated
with 50% triflucroacetic acid (TFA) in methylene chloride at room temperature for 2 hours and
then washed with methyiene chioride ten times, 15% triethylamine in methylene chloride for 10
minutes, and again methylene chloride for 5 times. The deprotected resin-compound of formula
(XXII) was then suspended in 12 mL of methylene chloride and treated with 1.444 g of the

compound of of formula (XXIV) (3.2 mmole), 1.216 g of HATU (3.2 mmole}), and 1.3 mL of

diisopropylethylamine (7.2 mmole). The mixture was shaken for 16 hours at ambient
temperature and then washed 5 times to give resin-compound of formula {(XXV). The Fmoc
was removed by treatment with 30% piperidine in DIMF and 777 mg of the resulting resin-bound
compound of formula (XXVI) (0.35 mmole) was then reacted with 320 mg of 2-imidazolyl-4-
chioropyrimidine {the compound of formula (VIIb)), in the presence of 0.61 mL of
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diisopropylethylamine (3.5 mmole) in 12 mL of DMF at 80°C for 15 hours and then cooled to
room temperature and washed with DMF and methylene chloride to give the resin-compound of
formuia (IXaa). The final product was cleaved from the resin by photolysis in methanol (MeQH)
for 17 hours to give 54.6 mg of product, a compound of formula (lii) (31%). The crude product
was purified by flash chromatography (eluted with 4:4:1 ethyl acetate:hexanes:MeQH). The
Boc-protected amine product was treated with 3 mL. of 30% TFA-methylene chloride for 1 hour
and was dried in vacuo to give quantitative amount of product.

The piperazineacetic acid compound of formula (XXIV) employed in the synthesis above
and many others in this application was synthesized as follows: Twelve milliliters (50 mmol) of
N,N-dibenzylethylene-diamine, 14 mL (100 mmol) of Et ;N and 250 mL toluene were combined
at0°C, and 7 mL (50 mmol) of methyl 4-bromocrotonate (7 mL, 50 mmol) was édded. The
reaction was slowly warmed to room temperature, stirred for 24 hours, filtered, concentrated in
vacuo to a residue and treated with 10% aqueous HCI (300 mL). The mixture was filtered again
and the filtrate washed with ethyl acetate (2x100 mL). The filtrate was made basic with K 2C04
and extracted with ethyl acetate (3x150 mL). The combined extracts were washed with brine,
dried over MgSO,4 and concentrated in vacuo to give 13.7 g of methyl 1,4-dibenzylpiperazine-2-
acetate. 'H NMR (CDCl3) & 2.28-2.50 (m,4H), 2.5-2.75 (m4H), 3.1 (bs, 1H), 3.42 (d,2H), 3.52
(d,1H), 3.6 (5,3H), 3.75 (d,1H), 7.15-7.35 (m,1H).

The 13.7 g (40 mmol) of methy! 1,4-dibenzylpiperazine-2-acetate, 150 mL of MeOH,

50 mL of 1 N HCI (aqueous) and 3 g of 10% Pd/C were combined and hydrogenated with H ,
(50 psi) for 24 hours. The reaction was filtered, the filtrate was concentrated in vacuo to
remove most of the MeOH, and the residue was made basic with K ,CO; to pH = 9-10, and
8.8 g (40 mmol) of BOC-ON was added slowly at 0° C. The reaction was stirred at 0° for 1
hour, allowed to warm up to room temperature, stirred for 2 hours, and extracted with ethyl
acetate (2x200 mL). The combined extracts were treated with 50 mL of 10% HCI (aqueous).
The aqueous layer was washed with ethyl acetate, basified with K 2CO; and extracted three
times with ethyl acetate. The combined organic layers were washed with brine, dried over
MgSQ, and concentrated in vacuo to give 7.89 g of methy! 4-Boc-piperazine-2-acetate; '

) 'H NMR (CDCl3) 5 1.4 (s,9H), 2.31 (dd,1H), 2.37 (dd, 1H), 2.56 (b, 1H), 2.69-3.02 (m,4H), 3.75

(s.3H), 3.88 (b,2H).

A portion (5.2 g; 20 mmol) of the methyl 4-Boc-piperazine-2-acetate product from the
previous step was combined with 60 mL of THF and 60 mL of 1 N NaOH (aqueous) and stirred
at room temperature for 6 hours to saponify the methyl ester. The reaction was cooled to 0°C,
adjusted to pH 8-10 with 10% HCl(aqueous), and 5.2 g (20 mmol) of FMOC-CI was added.
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The reaction was stirred at room temperature for 6 hours, (adding 1 N NaOH (agueous) to
maintain pH = 9-10) 1 hour, then acidified with 10% HCI to pH = 1. The reaction was extracted
twice, the combined organic layers were washed with brine, dried over MgSO , and
concentrated in vacuo to give 8.56 g of the desired 4-Boc-1-Fmoc-piperazine-2-acetic acid (the
compound of formula (XXIV)); 'H NMR (CDCl,) 5 1.4 {s,9H), 2.5-3.0 {(m,5H), 3.9-4.2 {m,6H),
4.5 (m,1H), 7-25 (t.4H), 7.32 (t,4H), 7.48 (d,4H), 7.75 (d,4H).

in the cases in which 4-Boc-1-Fmoc-piperazine-2-acetic acid (the compound of formula
(XXIV)) was replaced by 4-Boc¢-1-Fmoc-piperazine-2-carboxylic acid, the starting material was
prepared by dissolving 5.25 g (25.85 mmol) of 2-piperazine carboxylic acid-2HCI in 160 mL of
1:1 dioxane/H,0, and adjusting the pH to 11 with 50% NaOH (aq.). A solution of 7.21 g (29.28
mmoal) of BOC-ON in 40 mL of dioxane was slowly added (in portions) while maintaining the pH
at 11 with 50% NaOH (aq.) during the addition. The reaction was stirred at room temperature
for 5 hours, then cooled to 0°C and adjusted to pH 9.5 with 50% NaOH (ag.). A solution of 7.34
g (28.37 mmol) of FMOC-Cl in 40 mL of dioxane was slowly added (in portions) , maintaining a
pH of 8.5 during the addition with 50% NaOH (aq.). The mixture was warmed to room
temperature, stirred for 20 hours, washed with ethyl ether (3x150 mL), adjusted to pH = 2-3
with 6N HCI (ag.), and extracted with toluene (3x150 mL). The combined extracts were dried
over Na,S0Q,, concentrated ir; vacuo to a volume of 150 mL and chilled at -20° C overnight.

The resulting solids were filtered off, washed with hexane and dried in vacuo to give 5.4 gof the
desired 4-Boc-1-Fmac-piperazine-2-carboxylic acid.

Alternatively, 4-Boc-morpholiine-3-carboxylic acid, which can be substituted for the
compound of formula (XXIV) in Reaction Scheme 7 above to prepare other compounds of the
invention, can be prepared in the following manner: To a solution of 4-phenyimethyimorpholin-
5-one-3-carboxylic acid methyl ester (5.1 g. 20.5 mmol) in 100 mL of THF was added
borane/DMS (10M, 2.6 mL) slowly while cooling at 0°C. The solution was allowed to warm to
ambient temperature and stirred for 18 hours. Water (100 mL) was then added and the mixture
extracted with ethyl acetate. The organic layers were dried over Mg80 , and concentrated.
The resuiting oil was purified on a silica gel column eluted with 3:7 ethyl:hexanes to yield the
morpholing (3.0 g, 64%). The morpholine (3.0 g. 12.75 mmol) was dissolved in 50 mL MeOH
and 10% Pd/C (10 mg) was added. The mixture was stirred at ambient temperature undera H ,
atmosphere for 16 hours. The mixture was then filtered through celite and concentrated. The
resulting oil was dissolved in CH,Cl; (25 mL) and di-t-butyldicarbonate (2.8 g, 12.75 mmol) was
added. After stirring for 4 hours, the mixture was concentrated and taken up in CH ,Cl, and
washed with water, saturated NaHCO ;, and brine. The organic layer was dried over MgSO , and




10

15

20

25

30

W0 98/37079 PCT/US98/03176
-90-

concentrated to yield 2.8 g (89%) of the ester. The ester was dissolved in MeOH (30 mL) and
NaOH (1.4 g, 35 mmol) was added. After stirring for 4 hours at reflu, the solution was
concentrated, acidified with 1 N HCI and extracted with CH ,Cl,. The organic iayer was dried
{MgS0,) and concentrated to yield 4-Boc-morpholine-3-carboxyiic acid as a white solid (244,
80 %). "HNMR (CDCI3) 5 1.40 (m, GH). 3.20-350(m. 2H), 3.70(m, 2H), 3.90 (m, 1H). 4.30-4.65
(m, 2H). '

1-Boc-perhydroazepine-2-acefic acid can also be substituted for the compound of
formula (XXIV) in Reaction Scheme 7 and can be prepared in the following manner: N-Boc-
perhydroazepine (1.06 g, 6.16 mmol) in ether is treated with TMEDA (715 mg, 6.16 mmol)
followed by sec-butyliithium (1.3 M. 4.74 ml, 6.16 mmol) at -78 °C. The reaction was slowly
warmed to -40°C, stirred for 1 hour, cooled to -78°C and treated with a solution of 3,3-
dimethylally! bromide (318 mg. 6.16 mmol) in ether. After warming to room temperature and
quenching with water, the organic layer is washed with water, 1 M NaH ,PO,, water, and brine.
After drying (MgS0Oy,), the solvent is removed and the product is purified by chromatography
(silica gel, hexane:ethyl acetate 95:5), to yield the olefin (300 mg, 21%, TH NMR (CDCls)
8 5.05-5.20 (m, 1H), 3.55-3.80 (m, 2H), 2.60-2.75 (m, 1H). 1.90-2.20 (M, 3H), 1.10-1.80 (m,
22H). To a solution of NalO 4 (2.17 g, 10.2 mmol) and KMnO , (32 mg, 0.2 mmal) in 45 mL of
water was added K,COj; (162 mg, 1.18 mmol) and the olefin (300 mg, 1.12 mmol) dissolved in
tbutanol (11 mi). After stirring for three days, the reaction was acidified to pH 3 and extracted
with ethyl acetate. The organic layer was washed with water and brine, dried (MgSO ,), and the
solvent was removed in vacuo to give 1-Boc-perhydroazepine-2-acetic acid (250 mg, 87%): 'H
NMR (CDCl3) 8 4.20-4.45 (m, 1H), 3.55-3.80 (m, 1H), 2.00-2.80 (m, 4H), 1.10-1.80 (m, 16H).

4-Boc-morpholine-3-acetic acid can also be substituted for the compound of formula
(XXIV) in Reaction Scheme 7, and can be prepared in the following manner from
4-benzylmorpholine-3-acetic acid ethyl ester (Brown, G. R; Foubister. A. J.; Stribling. D. J.
Chem. Soc. Perkin Trans. 1 (1987), p. 547). After hydrogenolysis (Pd(OH),, Hy) of the benzyl
group, the N-Boc derivative is prepared by treatment with di- t-butyldicarbonate and the ethyl
aster is hydrolyzed by agueous base to provide 4-Boc-morpholine-3-acetic acid.

1-Boc-pyrrolidine-2-propionic acid can also be substituted for the compound of formula
{XX1V) in Reaction Scheme 7 and can be prepared in the following manner; Boc-pyrrolidine
(5.0 g, 29.2 mmol) was dissolved in ether (35 mi) and TMEDA (3.0 g, 20 mmol), cooled to
-78°C and s-butyllithium (1.3 M, 17 ml, 22 mmol) was added. After stirring for 1 hour, allyl
bromide (5.1 mL, 57 mmol) was added. After warming to room temperature, the reaction was
quenched with water and the organic layer was separated. The organic layer was dried
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(MgS0,) and the soivent was removed in vacuo to give the olefin (2.9 g, 47%, 'H NMR (CDCl3)
8 5.65-5.85 (m. 1H), 5,.00-5.20 (m, 2H), 3.70-3.90 (m 1H). 3.20-3.45 (m, 2H). 2.35-2.50 (M,

1H). 2.00-2.20 (m, 1H), 1.60-2.00 (m, 4H), 1.45 (s, 9H)). To the olefin (1.09, 4.7 mmol) in THF
(20 mL) at 0 °C was added borane/THF. After warming to room temperature and stirring for 41
hour, Hz0, (30%, 14 mL) and 3N NaOH (3.2 mL) were added, The reaction was partitioned
with ethyl acetate and separated. The organic layer was dried and concentrated in vacuo. The
residue was added to NalO, (1.2 g, 5.4 mmol) and Ru0, (10 mg, 0.08 mmol) in water (100 mL)

and acetone (10 mL). After stirring for 1 hour, the reaction was concentrated and extracted with

CH;Cl,. The organic layer was extracted with 1 N NaOH. The aqueous layer was washed with
CH;Clz, made acidic with 1 N HC, and extracted with CH 2Cl,. The organic layer was dried
{MgS0,) and concentrated to give 0.14 g (26%) of 1-Boc-pyrrolidine-2-propionic acid: 'H NMR
(CDCly) & 1.40 (m, 8H), 1.60-2.00 (m, 6H), 2.20 (m, 2H). 2.40 (M, 2H), 3.30 (m. 2H), 3.80 (m,
1H)..,

4-Boc-thiomorpholine—3~carboxylic acid can also be substituted for the compound of
formula (XXIV) in Reaction Scheme 7 and can be prepared in the foliowing manner: To THF
was added cysteine ethyl ester hydrochloride (1.15 g, 6.18 mmol), triethylamine (4.17 mL,
30 mmol) and dibromoethane (2.51 mL, 6.2 mmol). Atfter stirring for 1 hour and refluxing for 16
haurs, the solids were removed by filtration. The solvent was removed in vacuo and the
residue was chromatographed on silica to give thiomorpholinecarboxylic acid ethyl ester
{0.94 g, 87%). The ester (15.3 g, 95 mmol) was dissolved in dioxane/water (1/1) and di- t-
butyldicarbonate (24 g, 110 mmol) and LIOH were added. After stirring for 3 hours, the solvent
was removed in vacuo and the pH was adjusted to 3 with KHSO ; and extracted with ethyl
acetate. The organic layer was separated, washed with brine, dried (MgSO0 ,4), and the solvent
was removed in vacuo to give 17.4 g (78%) 4-Boc-thiomorpholine-3-carboxylic acid: "H NMR
{CDCl3) & 1.45 (m, OH), 2.45 (m, 1H), 2.71 (m, 1H). 2.93 (m, 1H), 3.10 (M. 1H), 3.29 (m, 1H),
4.11 (m, 1H), 4.19 (m, 1H), 5.20 (m, 1H).

4-Boc-thiomorpholine-3-acetic acid can also be substituted for the compound of formula
{XXIV} in Reaction Scheme 7 and can be prepared in the following manner: To THF (50 mL)

. was added methyl bromocrotonate (1.0 mL, 8.6 mmol), Hunig's base (1.5 mL, 8.6 mmol), and

N-Boc-2-aminoethanethiol (1.5 g, 8.6 mmol). After stirring for 3 hours, the reaction was poured
into saturated NH,C! and extracted with ethyl acetate. The organic layer was washed with
bring, dried (MgSQy,), and the solvent was removed in vacuo. Chromatography (hexane/ethyl
acetate, 6/1) gave N-Boc-2-aminoethanethiocrotonic acid methyl ester. The ester was
dissolved in CH,Cl, (80 mL) and TFA (20 mL) was added. After stirring for 1 hour, the solvent
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was removed in vacuo. The residue was added to a solution of toluene and TEA (2.5 ml). After
stirring for 16 hours, the solvent was removed in vacuo and the residue was chromatographed
to give the thiomorpholine. The ester (18.0 9. 85 mmol) was dissolved in dioxane/water (1711)
and di-t-butyldicarbonate (19.6 g, 90 mmoli) and LiOH were added. After stirring for 12 hours,
the solvent was removed in vacuo and the pH was adjusted to 3 with KHSO ; and extracted with
ethyl acetate. The organic layer was separated, washed with brine, dried (MgS0 ,), and the
solvent was removed in vacuo to give 20.3 g (86%) 4-Boc-thiomerpholine-3-acatic acid; 'H
NMR (CDCl3) 8 1.45 (m, SH), 2.45 (m, 1H), 2.51 (m, 1H). 2.68 (m, 1H), 2.82 (m, 1H), 3.05 (m.
4H), 4.24 (s, 1H), 4.93 (s, 1H).

4-Boc-thiomorpholine-2-acetic acid can also be substituted for the compound of formula
(XXIV) in Reaction Scheme 7 and can be prepared in the fallowing manner: To THF (100 mL)
was added diethyl fumarate (3.27 mL, 820 mmol), DBU (7.22 mL, 50 mmol), and
aminoethanethiol hydrochleride (2.26 g, 20 mmol). After refluxing for 16 hours, the reaction
was poured into saturated NaHCO;, and extracted with ethyl acetate. The organic layer was
washed with brine, dried (MgS0,), and the solvent was removed in vacuo. Chromatography
(ethy! acetate) gave thiomorpholinone (2.61 g, 70%). The ester was dissolved in THF (50 mL)
and borane/DMS (3 ml., 30 mmol) was added. After stirring for 16 hours, ethanol was added to
quench the reaction. HCI gas was bubbled into the reaction and the mixture was refluxed for
2 hours. The solvent was removed in vacuo and the residue was suspended in 0.5 M NaOH
and CHoCl,. The organic layer was separated, dried (Na,S0,), and the solvent was removed in
vacuo. Chromatography on silica (MeOH/ethyl acetate) afforded starting material (0.71 g,
29%) and the thiomorpholine (1.26 g, 56%). The ester (3.0 g, 11.4 mmol) was dissolved in
dioxane/water (1/1) and di-t-butyldicarbonate (2.29 g, 10.5 mmol) and LiOH were added. After
stirring for 12 hours, the solvent was removed in vacuo and the pH was adjusted to 3 with
KHSO, and partitioned with ethyl acetate. The organic layer was separated, washed with brine,
dried (MgS0y,), and the solvent was removed in vacuo to give 2.20 g (81%) 4-Boc-
thiomorpholine-2-acetic acid: 'H NMR (CDCly) 8 1.44 (m, 9H), 2,58 (m, 4H), 3.17 (m, 1H). 3.2-
4.0 (m, 4H).

Reaction Scheme 7 depicts a synthesis in which a preformed, protected compound of
formula (XX} is coupled to the resin and deprotected to allow reaction with the protected
compound of formula (XXIV). It will be apparent to the artisan that the sequence of this
reaction series could be altered to provide the same deprotected piperonylamino-methyl
benzoyl resin. An example of such a sequence follows. This example also illustrates how one
would reverse the substitution pattern in the piperazineacetic acid ring.
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4-Bromomethy!-3-nitrobenzoic acid (819 mg, 3.15 mmol) and HOBt (426 mg,
3.15 mmol) were taken up in 15 mL of DMF, DIC (795 mg, 6.30 mmol) was added and the
contents were stirred for 30 min at ambient temperature. The mixture was then added to the
tesin and shaken overnight, The resin was filtered, washed and dried as before. The resin
showed negative ninhydrin stain. The resin was taken in 15 mL of THF containing piperonyl
amine (1.51 g, 10 mmol), and shaken over the weekend. The resin was filtered, washed and
dried (1.507 g). N'-Fmac-N*-Boc-piperazine-2-acetic acid (978 mg, 2.1 mmol), HATU (798 mg,
2.1 mmol) and DIEA (542 mg, 4.2 mmol) were mixed in 15 mL of DMF; and then added to the
resin. After shaking for 24 hours, the resin was filtered, washed and dried as usual; the resin
weighed 1.693 g. The resin was taken in 15 mL of 30% v/v piperidine in DMF, and shaken for
2 hours to cleave the Fmoc protecting group. After filtration, the resin was subjected fo the
usual wash and dry cycle; the resin weighed 1.588 g. The resin, acstic anhydride (591 mg,
5.8 mmol) and DIEA (748 mg, 5.8 mmol) were taken in 15 mL of meth ylene chleride and
shaken ovemight to acetylate at N'. After filtration, the resin was washed with methylene
chloride and dried in a vacuum desiceator for 5 hours. The resin was shaken with 15 mL of 1:1
TFA:methylene chloride for 1 hour to cleave the tBoc protecting group at N*. After filtration, the
resin was washed with methylene chloride (5x15 mL), followed by 20% triethyl amine in
methylene chioride (5x15 mL) and then again with methylene chloride (5x15 mL). After drying,
the resin weighed 1.294 g. 669 Mg of the resin from fhe previous step, DIEA (116 mg.,
0.9 mmoal} and 4-chloro-2-(1-imidazolyl)-6-isopropylpyrimidine (200 mg, 0.9 mmol) were taken
up in 6 mL of DMF and heated to 80°C for 24 hours. After filtration the resin was washed
(DMF, methanol and methylene chloride) and dried. A portion (377 mg) of the resin from the
previous step was suspended in methanol and photolyzed at 50°C for 6 hours. The solution
was filtered, the solvent was removed and the residue was purified by chromatography (silica,
methylene chioride:methanol, 95.5), yield 14 mg. 'H NMR and MS were cansistent with the
proposed structure.

The following compounds, shown in Table 1 through Table 7 are representative of the
compounds of the inventions and were synthesized by the foregoing methods. All exhibited

_iNOS inhibitory activity at concentrations less than 25 yM.
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TABLE 1
(—CH, H
N /
W—N
N2
Ny O R
|
)\
R N N/\N
Ex.# . R®
1 -CH,R® X H H
]
N
|
2 -CH,R® RS ¢l Ac
|
N
(L
|
3 -CH,R® RS H Boc
|
N
(X
|
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R®

4 -CH,R®

Cl

Boc

5 -CH,R®

Boc

6 -CH,R?

&

7 -CH,R?

Cl

CH,

8 -CH.R®

Cl
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RB

9 -CH,R® RS cl H

X °'

10 ~-(CHp)p-R® RS cl H

11 -CH, - RS cl H

12 -(CHy)3-R® R® cl H

|

13 -CH,4 O\ cl
N
|
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Ex. #

29

-CH,R®

: “CHy

30

-CH,R®

OCH,

34

-CH,R?

Cl

L&

35

-{CH)-R®

Cl

36

-CH,R®

Cl
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52

-CH,R®

O\/O

58

-CH.R®

Cl

Boc

59

-CH,

Cl

Boc

60

-CH,R®

Cl

Boc

76

-(CH)-R®

cl

-C(O)CH,OCH,
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77

-(CH,)R®

-C(O)O(CH;3):CH,

78

~(CHp)-R®

iPr

79

~{(CHp)R®

80

«(CHp)-R®

cl

Boc

\@0(}43
OCH;

81

~(CH,)-R?

CH;

erm
OCH,
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82 | -(CHpR® TG cl Ac OCH,
N I
T
83 | -(CH)R® Tﬁ Cl | -C(O)CH,CH(CH3), OCH,
N A G
[ j\ OCH,3
|
84 | -(CHpR’ R cl H OCH,
|
N.
E j\ OCH;4
|
85 | -(CH)R’ rlzﬁ CH, H OCH,
X \C[
E j\ oo,
|
86 -(CHz),-R® RO (o] Ac OCH;

e

OCH;3
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-(CHz)-R°

Ci

-C(O)CH,CH(CH),

~ : :OCHa
OCH,

88

-(CHz)-R?

CH,

Ac

UOCH 3
OCHj,4

89

-(CH,)-R®

CH,

-C(O)CH,CH(CH,),

UOCH:,
OCH3;

90

-CH,R®

Cl

-C(O)OCH;,

o1

“CH,R?

Cl
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92 -CH,R* RS cl OCH,
|
N
[ j\ i
I
93 -CHR® Ts cl -8(0),;NH(CH) \@o
N
E l ’
|
94 -CHR® RS cl cl o
J
N ZZ N
| o)
E ]\ \N)\N/\
N /!
I ——
95 -CH,R® Ts iPr -C(0)OCH; \©:o
N
|
96 -CH,R® ?6 CH; -C(O)OCH;
N \@
|
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97 -CH,R®? }'15 o] -C(O)OCH, 0
N [ T
|
98 -CH,R’ TS H -C({O)OCH, o
N [ 1
|
99 -CH,R® Te cl -C(O)OCH,
N
(j o
|
100 -CH,R® ,.-rs H -C{O)OCH,
N
N
101 -CH,R® Ts CF, Ac o
N )
|
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102 -CH,R? TG iPr Ac ~ :
[Nj/
|
103 -CH,R? Te CHy; | -C(O)OC(CHy), ~ :
[N
Tj\
104 -CH,R® Te iPr -C(O)OC(CHa)q ~ :
ENk
|
105 -CH,R® Ts CF, Ac ~ :
[N
Tj\
106 -CH,R® ;Iqs iPr Ac ~ :
[NL
|
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107 -CH,R® RS Et Ac
| O
(A
108 -CH,R® o:( cl ~ :
ET
109 -CH,R® o]/ CH,
[T
10 -CH,R® 0 iPr
ETT Tr
11 -CH,R® s cl
ol T
112 -CH,R® s CHy
ol ot
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113 -CH,R® (sj\ iPr ~ :
|

114 | -(CHp)»R® [sj\ cl ~ :
|

115 | -(CHp)p-R® |:s]\ CH, ~ :
|

116 -(CH)-R’ [Sj\ iPr ~ :
|

117 -CH,R® [Sj/ o
N Tr
I

118 -CH,R® Esj/ CH,
N r
I
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119 -CH,R® [Sj/ iPr
N
l

120 | -(CH,)»-R® [Sj/ cl
N’ TC
I

121 | +(CHy)-R Esj/ CH,
N L
|

122 | -(CHp»R® [Sj/ iPr ~ :
N
I
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R1
N
@Y \R2 :
o]
)
Pz
R N N/\N
\/
Ex# R RS R
19 | -CHR® Ho, cl \O\
N
I
H
42 | -(CHy)R® O\,\A cl OCH,4
N
| OCH,
H
123 | -(CHp),-R® RS C! | -C(O)CH,CH(CHy),
|

\@OCH:,
OCH3
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124 | -(CH,)-R® P ci Boc OCH;4
|
N
|
125 | -(CHp)-R® Re cl H OCH,
!
N
[ j\ OCH;|.
I
126 | -(CH,)-R® RE cl Ac OCH,
|
N \@:
[ j\ ocH,
|
127 | -(CHp)R’ R cl Ac OCH;
|
N
[ j/ OCH;4
|
128 | -(CH,),-R® o cl \C[OCH;,
[Tj\ OCH,3
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129 | -(CH.)»-R® [oj\ iPr OCH,
T OCHj3

130 | -(CHp)-R® [oj\ cl o
T C :o

131 | <(CH,)-R® |:o iPr o

132 -(CHz)z-REl on/ o] \E:[OCH;,
T OCH;,

133 | -(CHy)-R® | [oj/ iPr \©:00H3

134 | -(CH,)-R® [oj/ cl o
| \CQ
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135 | -(CHy),-R® oj/ iPr o
[T [ )
136 | -CH,R°®
3 z Hac\[rf‘jH CH3 O>
0 U : o
|
137 | -CH,R® i
Tl | o
0 U\ o
|
138 | -CHR® H
z Hac\n/f‘j ° \@:o>
© b\ o
|
139 | -CHp-R® O\ CH, o
. [ T
[ o
H
140 | -CH,-R® O\ Et o
" %
| (o]
H
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- - | g .

141 CHzR O\ iPr 0
| o}
H

(]

142 | -CHyR & cl o
N [ :I
] o]
H

9

143 | -(CH,)»-R & CH, o
N [ I
| (¢]
H

144 | -(CH,),-R® O\ Et 0
N
| 0
H

145 | -(CH,)»R? O\ iPr o
N
| 0
H

146 | «(CH,),-R® O\ cl o
N
| o]
H
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TABLE3
Amino Acids (AA) Derived Compounds of the Invention
e
(CH2)m
R4\N /(CHz)p—clz—(CHz)n H
H N
| A 0 R?
)\
R N N/\N
</
Ex. |R? R R oR® RParR® |min|p|AA
# 2k (from R?)
14 | -CH,R® H |cl -SCH, \©:o> 2|0} 0| D-Met
Q
15 | -CH;R® H |cl -SCH, \@\ 2|0|0} D-Met
OCHy
16 | (CHLR® |H [ CI & \@owm 00| 1[D]
S OCH3
17 | -(CH)sCHs [H | CI U\ 110{0|mMD
S
18 | -CHR® H |a H \@3 012]|2]| Acp
o]
20 |-CHLR® |H |l H \O:ocm o{ololaly
OCH;,
21 | -CHR® H |c -OH o |1]|0]0|DL-
o Ser
o]
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22 | -CH,R® CH, | CI H \©:0> 0]0]|0]|Sar
Q

23 | -CH.R® H o -CONH, \©:0> 2|0|0{L-Gin
o]

24 | -(CH.)R® |H cl H \E:[om, 110|0|DL-
Ala

25 | -CHR® H o -CONH, \©:0> 2|0|0|DGIn
o]

26 | -CH.R® H cl N=NO, o |3{0]0]LArmg
—wn= \©:> (NO,)
NH> g

27 | -(CH)R® |H cl -CONH, \@ocna 2|0|0|D-GIn
OCH;

28 |-CHR® |H |c -NH, o |3|0|o|DL-
\©:> Orn
o

31 |-CH)R* |H [H & /\ {1]|ofo]m
—N 0

32 | -CHR® H H -CONH, \©:°> 2(0]/0]|L-GIn
[o]

37 -CH.R? H 0]] -SCH;, UOCHS 2|0| 0| D-Met
OCH;

38 | -CH, H |c -SCH, 210/|0] D-Met
39 | -(CHR™ | H cl -StBu -SCH, 1]0|0]|LCys
40 | H{CHR® |H |l -StBu phenyl 1|/0|0|D-Cys
41 | -CH,R® H 11010

Ci & \©:0> D]
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43 | -CHR? H }cl -CONH, ﬁocw 2|0(0|D-Gin
OCHj3
44 | -CHR® H |a -CONH, \@ma 2{0/0/| LG
QCH3
45 | -CH,R® H |cl N—NO, 3(0|0]|L-Arg
_NH_</ @\ (NO,)
NH; OCH;
46 | -CH,R® H |cl NH 3|0|0]|D-Arg
- | L
NHa Ok,
48 | -(CH)CHy |H | NH, 3{oj0|DL-
Orn
49 | -CH)R™ |H | -COOH -COOH 1(0{0|DL-
Asp
50 |[-(CH)R® [H |cCI phenyl -S(O)CH; {1|0]|0]|DL-
Phe
51 | -CHR® CH, | Cl H = ofo|ofsar
N
N
53 | -CH.R® H |H -OH o [1]0|0|DL-
o Ser
Q
54 | -CHR® H |H N—NO, o |3|0|0|LArmg
—-NH—</ \©:> (NO,)
. NH; o]
56 | -(CHR® |H cl & \@wa 1{0]0| L)
s OCH;
57 | -CH.R® H |c U\ \C[o> 110]0| M
S o
61 | «(CH.,R® | CH, | Cl H \©:0> o|o|o;sar
o]
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62 |-(CH)R® |[H | oc3| 11 0] 0] D-Ala

64 |<CHLR® |H |al

65 |[-(CH)R® |H |cl ocs[ 1100 | [D]

86 | -(CH)R® |H [H ocl 1100 | (D]

X
U:: 1[0]0|m]
X
| O

87 | -CH)R* [H H

= == = =
w w w [,
= Y = o s

\@0‘:’“: 11010][D]
OCH;,
68 | -CH.R® H |a -SCH, \O:o> 210|0/}LMet
Q

89 |-CH.R® H cl -NHTH o [2]|o|o]|Nw-
\©:> trityl L-
o] Gin

70 | -CH,R® H cl NHTrt o |2|ofo|N-
\©:> trityl D-
[+ Gln
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TABLE 4

Amino Acids (AA) Derived Compounds of the invention

e
(CHa)m
R4\N /(CHz)a——?—(CHz)n H
H N\
2
0] R
Ex. Rg.gg::.Bm' mi{nfp [Aa
# : 4 " (from R?)
71 [-CH)R? | H | H \©:ocﬂs 1 (oo |Daa
OCH3
72 | -(CHYR® [H | ClI @\ C[ocua 11010 1[0
) OCH3
73 |-CHR® |H | CI @\ \Q:ocua 110 (0 |[O]
S OCH3
74 | -CH,R® | CH; | Cl H \O:o> 0o|o|o |sar
o]
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TABLE 5

Amino Acids (AA) Derived Compounds of the Invention
e
(CH2)m
R“\N /(CHg)rCIJ—(CHz)n H
LAY
Ny o R

|
RS )\/I\N\:\\/N

Ex# R IR|R

QR RgorRlo(from minip|AA

75 [ -(CHLRP [H | Cl H

63 | «{CHR*{H |[H H och; |1 {00 | D-Ala

R
\@ocna 1 10|0|D-Ala
0CHy

OCH,
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_ TABLE 6
Physical Data for Compounds of the Invention
"Ex.# | Formuta ABMS | Definfive 'H NMR (ppm)
1 Co1Ha4N;0 392 9.6(1H), 8.3 (1H), 8.2(1H),6.9-7.5 (6H), 2.2
(3H)

2 C23Hz6CIN,O 468 8.5 (1H), 7.6-7.8 (1H), 6.9-7.2 (6H), 2.3 (3H),
2.1 (3H)

3 CyH32N704 492 8.5 (1H), 8.2 (1H), 7.8 (1H), 7.0-7.2 (5H), 6.6
(1H), 23 (3H), 1.5 (9H)

4 C6H32CIN;O5 526 8.5 (1H), 7.8 (1H), 7.0-7.2 (BH), 2.3 (3H), 1.5
{9H)

5 CogH3zFN; O 510 8.5 (1H), 7.8 (1H), 7.0-7.2 {6H), 2.3 (3H), 1.5
(9H)

6 C21HzCIN7O4 456 ND

7 C,1H4CIN;O ND 9.6 (1H), 8.3 (1H), 8.2 (1H), 6.9-7.5 (6H)

9 CypH21CIN;0O 446 9.6 (1H), 8.1 (1H), 7.4 (1H), 7.0 (4H), 6.9 (1H)

11 | C14H5CIN,O 336 9.7 (1H), 8.2 (1H), 7.5 (1H), 6.9 (1H), 2.6 (3H)

14 | CyHz1CINsO3S | 461 2.0 (SCHj)

16 [ CaaHz3CINGOsS [ ND 2.65 (m, 2H), 3.36 (m, 2H), 3.55 (m, 2H), 3.79
(s, 3H),3.80 (m, 2H), 3.83 (s, 3H),4.77(m,
1H), 6:30 (s, 1H), 6.32(bs, 1H), 6.55-6.95(m,
5H), 7.08 (s, 1H), 7.18(d, 1H),7.78 (s, 1H), 8.45
(s, 1H).

18 | Ca4H23CINgO4 443 8.4 (1H), 7.8 {(1H), 7.2 (1H), 7.0 (1H), 6.7 (2H),
59 (1H)4.2 (2H), 2.2 (2H)

22 | CygH47CINgO4 ND 3.2 (s,3H), 4.25 (s,2H), 4.38 (s, 2H), 5.88(s,
2H), 6.30 (brs, 1H), 6.42(bs, 2H), 6.65(m, 3H),
7.05(s, 1H), 8.40(s, 1H).

56 | CyyHsCINgO2S | ND 8.5 (1H), 7.8 (1H), 7.2 (1H), 7.1 (1H), 3.9 (6H)

57 | CpoHCINgO3sS | ND 8.5 (1H), 7.8 (1H), 7.2 (1H), 7.1 (1H), 4.3 (2H)

58 | CasHagClN,O, | 546 8.5 (1H), 7.8 (1H), 7.2-7.4 (5H), 6.6 (1H), 1.4
(9H)

59 | CygHzCIN;O4 436 8.5 (1H), 7.8 (1H), 7.1 (1H), 6.6 (2H), 1.5 (9H)
60 | CasHapCIN7O5 556 8.5 (1H), 7.8 (1H), 7.1 (1H), 6.7 (4H), 5.9 (2H),
1.5 (H)

61 | CyoH2oNgO3 ND 3.22(s, 3H), 4.24(bs, 2H), 4.32(d, 2H), 5.92(s,
2H), 6.30(bs, 1H), 6.47(d,1H), 6.65(m,3H), 7.04
(s, 1H), 7.68(s, 1H),7.95(d, 1H), 8.41(s, 1H).
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Ex#

Formula "~

MS | Definitive " NMR (ppm)

62

CaoH23CINGO3

ND

1.48(d, 3H), 2.78(m, 2H), 3.58(2H, m), 3.80(6H,
s), 4.60(1H, m), 5.9-6.25(3H, m), 6.55-6.8(3H,
m), 7.12(1H, s), 7.78(1H, s), 8.44(1H, s).

63

CZOH24N503

ND

1.40(d, 3H)

64

C24H25CINg03S

ND

1.75(m, 2H), 2.50(m, 2H), 3.2-3.5(m, 4H),
3.82(s, 6H), 4.78(m, 1H), 6.21(m, 1H), 6.36(m,
2H), 6.60-6.95(m, 5H), 7.10(s, 1H), 7.21(d, 1H),
7.80(s, 1H), 8.53(s, 1H).

85

ND

1.47(m, 4H), 2.52(m, 2H), 3.2-3.45(m, 4H),
3.83(s, 6H), 4.78(m, 1H), 6.08(m, 1H), 6.17(m,
2H), 6.64(m, 2H), 6.77(m, 3H), 7.13(s,1H),
7.19(d, 1H), 7.80(s, 1H), 8.51(s, 1H).

66

C23HasNg05S

ND

3.35-3.6(m), 3.83(s, 6H), 4.62(m, 1H), 5.75(m,
1H), 6.18(m, 1H), 6.50-6.95(m, 7H), 7.17(s,
1H), 7.19(s, 1H), 7.57(s, 1H), 8.27(s, 1H).

67

CasHz6Ns048

ND

1.70(m, 2H), 2.48(m, 2H), 3.1-3.5(m, 4H),
3.82(s, 6H), 4.77(s, 1H), 5.90(d, 1H), 6.03(m,
1H), 6.29(d, 1H), 6.60(m, 1H), 6.61(s, 1H),
6.75-6.95(m, 3H), 7.12(s, 1H), 7.20(d, 1H),
7.82(s, 1H), 8.14(d, 1H), 8.57(s, 1H).

68

CaoH21CINgO3S

461

2.0 (S8CH,4)

69

CagH34CIN;O,

700

8.4 (1H), 7.6 (1H), 6.8-7.5 (16H), 6.5 (3H), 5.8-
5.9 (3H)

70

CagHa4CIN,O,

700

8.4 (1H), 7.6 (1H), 6.8-7.5 (16H), 6.5 (3H), 5.8-
5.9 (3H)

71

Con23C|NsO3

ND

1.43(d, 3H), 2.79(m, 2H), 3.57(m, 2H), 3.80(s,
3H), 3.82(s, 3H), 4.60(m, 1H), 5.95-6.20(m,
3H), 6.60-6.80(m, 3H), 7.18(s, 1H), 7.51(s, 1H),
8.28(s, 1H).

72

Co4H2sCINgO,S

ND

1.75(m, 2H), 2.50(m, 2H), 3.2-3.5(4H), 3.82(s,
6H), 4.78(m, 1H), 5.85(m, 1H), 6.10-6.25(m,
2H), 6.6-7.0(m, 3H), 6.8-7.0(m, 2H), 7.57(s,
1H), 8.38(s, 1H).

73

C25H27CINg043S

ND

1.47(m, 4H), 2.52(m, 2H), 3.2-3.45(m, 4H),
3.83 (s, 6H), 4.78(m, 1H), 5.80(m, 1H), 6.22(m,
2H), 6.63-6.95(m, 5H), 7.20(m, 2H), 7.50(s,
1H), 8.33(m, 1H).

74

C1gH17CINO;

ND

3.22(s, 3H), 4.24(s, 2H), 4.37(d, 2H), 5.96(s,
2H), 6.20(s, 1H), 6.76(s, 2H), 7.17(s, 1H),
7.56(s, 1H), 8.37(s, 1H).
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758 | CaoH2z3CINGO4 ND 1.43(d, 3H), 2.80(m, 2H), 3.57(m, 2H), 3.80(s,
3H), 3.82(s, 3H), 4.60(m, 1H), 8.20(m, 1H), 6.4-
6.5(m, 2H), 6.60-6.80(m, 3H), 7.18(s, 1H),
7.51(s, 1H), 8.28(s, 1H).

76 | CzsHzeCIN;O5 542 8.5(1H), 7.8(1H), 7.1(1H), 6.4-6.8 (3H),
5.9(2H) 3.4(3H)

77 | CarhigsNyOs 536 | 8.5(1H), 8.2(1H), 7.8(1H), 7.1(1H), 5.9(2H)

78 | CagHarNOs 576 | 85(1H), 7.8(1H), 7.1(1H), 6.4(3H), 5.9(2H),
1.3(6H)

79 | CagHagNgOs 561 8.5(1H), 8.2(1H), 7.8(1H), 7.1(1H), 5.9(2H)

80 | CosHseCINOs | 586 | 8.5(1H), 7.8(1H), 6.7-6.8(4H), 3.8(6H), 1.5(9H)

81 CgH3gN;05 566 8.5 (1H), 7.8(1H), 7.1(1H), 6.6-6.8(4H),
3.8(6H), 2.4(3H), 1.4(9H)

82 | CosHuCIN;Oy [ 528 | 85(1H), 7.8(1H), 7.1(1H), 6.6-6.8(4H), 3.8(6H),
2.2(3H)

83 | CyHeCIN,O, | 570 | ND

84 | CsHxCIN,Os | 486 | 9.5(1H), 8.0(1H), 3.9(6H)

85 | CagHaiNsO, 486 | 9.6(1H), 8.1(1H), 2.4(3H)

86 | CasH3CIN;O, 528 8.5(1H), 7.8(1H), 7.1(1H), 3.9(6H), 2.2(3H)

87 | CaeM3sCIN;O, 570 -8.5(1H), 7.8(1H), 7.1(1H), 3.9(6H), 1.0(6H)

88 | CygHaaNy4 508 8.5(1H), 7.8(1H), 7.1(1H), 3.9(6H), 2.4(3H),
2.2(3H)

89 | CygHagN;O4 550 8.5(1H), 7.8(1H), 7.1(1H), 3.9(6H), 2.4(3H),
1.0(6H)

90 | CyaHy4CIN;Os 514 8.5(1H0, 7.8(1H), 7.1(1H), 6.4-6.8(4H), 5.9(2H),
3.7(3H)

91 | CaHaCINgOs | 605 | B.4(1H), 7.6(1H), 7.2(1H), 6.9(1H), 6.5-6.8(5H),
5.8(2H), 3.7(3H)

92 | CpgHyCIN;) | 576 | 8.4 (1H), 7.7 (1H), 7.0(1H), 5.8(2H), 3.7(3H)

93 | CogHyrCINGOsS | 563 | 8.5(1H), 7.8(1H), 7.5(3H), 7.1(1H), 5.9(2H),
2.8(6H)

94 | CpgHasCbN.iOy | 634 | 85(1H), 8.3(1H), 7.8(1H), 7.5(1H), 7.02H),
6.6-6.8(3H), 6.4(2H), 5.9(2H)

95 | CagHziNOs 522 | B6(1H), 7.8(1H), 7.1(1H), 6.6-6.8(2-3H),
5.9(2H), 3.7(3H), 1.2(6H)
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Ex# |Formula  : |-FABMS | Definitve 'HNMR (ppm)

96 | CagHaiN:Os 494 | 8.6(1H), 7.8(1H), 7.1(1H), 5.9(2H), 37(3H),
24(3H)
97 | CoHaCINOs [ 514 | 8.5(1H), 7.8(1H), 5.9(2H), 3.8(3H)

98 | CysHasN;Os 480 | 86(1H), 8.2(1H), 7.6(1H), 5.9(2H), 3.7(3H)

99 | CaHpsClN:O3 | 504 | 8A(1H), 7.7(1H), 7.0-7.3(6H), 3.7(3H)

100 | CpoHaCINOs | 470 | 85(1H), 8.1(1H), 7.8(1H), 7.1-7.3(6H), 3.8(3H)

101 | CaaHasFiN:04 | 532 | 8.4(1H), 7.6(1H), 7.2(1H), 5.9(2H), 2.3(3H)

102 | GagHz4N;0, 506 | 8.5(1H), 7.8(1H), 7.1(1HO, 5.9(2H), 2.3(3H),
1.3(6H)

103 | CarHaaN:O5 536 | 8.45(1H), 7.85(1H), 7.1(1H), 5.9(2H), 2.4(3H),
1.4(8H)

104 | CagHurN:Os 564 | 8.35(1H), 7.7(1H), 7.1(1H), 5.9(2H), 1.4(9H),
1.25(6H)

105 | CasHasFaN:0s | 532 | 8.4(1H), 7.6(1H), 7.1(1H), 5.9(2H), 2.2(3H)

106 | CogHasN,O, 506 | 85(1H), 7.8(1H), 7.05(1H), 5.9(2H), 1.25(6H)

107 | CysHagNyOs 492 | 8.5(1H), 7.8(1H), 5.9(2H), 2.65(2H), 1.3(3H)

108 | CoHyCINGO, | 457 | 8.5(1H), 7.8(1H), 7.1(1H), 6.8(2H), 6.4(1H),
5.9(2H), 4.4(2H)

109 | CapagNsOs 8.5(1H), 7.8(1H), 7.1(1H), 6.8(3H), 6.2(1H),
5.9(2H), 4.4(2H), 2.4(3H)

110 | Ca4HagNsO4 465 | 8.5(1H), 7.8(1H), 7.1(1H), 6.8(3H), 6.2(1H),
5.9(2H), 4.4(2H), 1.2(6H)

111 | CuHaCINGOsS | 4733 | 8.48(s, 1H), 7.76(s, 1H), 7.10(s, 1), 6.60(m,
3H), 5.88(m, 3H), 4.32(m, 2H), 2.6-3.1(m, 6H).

12 | CoHaNeO;S | 4533 | B.AS(s, 1H), 7.79(s, 1H), 7.07(s, 1H), 6.50(m,
3H), 6.40(bs, 1H), 6.10(m, 1H), 5.90(s, 2H),
4.30(d, 2H), 2.5-3.1(m, 6H), 3.40(s, 3H).

113 | CoqHagNgO:S 8.5(s, 1H), 7.8(s, 1H), 7.03(s, 1H), 6.60(m, 3H),
6.37(bs, 1H), 6.10(bs, 1H), 5.83(s, 2H), 4.28(m,
2H), 245-3.1(7H), 1.24(d, 6H).

114 | CHuCINGO;S | 487.3 | 8.40(s, 1H), 7.68(s, TH), 7.03(s, 1H), 6.76(s,
1H), 6.70(s, 2H), 6.53(bs, 1H), 6.45(bs, 1H),
5.93(s, 2H), 4.40(m, 4H), 3.6(m, 2H), 3.35(m,
2H), 300(m, 2H), 2.6-2.9(m, 4H).
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Ex. #

“Formula

Definitive "H NMR (ppm)

115

CasHegNg05S

467.5

8.44(s, TH), 7.7(s,1H), 7.05(s,1H), 6.77(s, 1H),
6.77(s.1H), 6.71(s, H),6.50(bs, 1H), 6.28(s, 1H),
5.95(s,1H), 5.92(5,2H), 4.40(m,4H),
3.58(m.2H), 3.30(m, 2H), 2.6-3.05(m, 6H),
2.40(s, 3H).

116

CasH3oN:05S

495.4

8.45(s, 1H), 7.77(s, 1H), 7.06(s, 1H), 6.86(s,
1H), 6.70(s, 2H), 6.55(bs, 1H), 6.28(s, 1H),
5.90(s, 2H), 4.41(d, 2H), 3.58(m, 2H), 3.38(m,
2H), 2.6-3.0(m, 7H), 1.25(d, 6H).

117

C21H21CINsO38

473.4

8.41(s, 1H), 7.78(s, 1H), 7.03(s, 1H), 6.75(m,
2H), 6.43(s, 1H), 6.30(bs, 1H), 4.2-4.5(bs, 4H),
3.76(m, 2H), 3.4(m, 1H), 2.4-2.8(m; 4H).

118

Ca2H24Ns03S

4534

8.58 (1H), 7.82(s, 1H), 7.10(s, 1H), 6.6-6.8(m,
4H), 6.30(s, 1H), 5.92(m, 2H), 6.76(m, 1H),
4.25-4.45(m, 4H), 3.76(m, 3H), 3.4(m, 1H), 2.4-
2.8(7H), 2.4(s, 3H).

119

C2sHagNs05S

481.4

8.47(s, 1H), 7.82(s, 1H), 7.08(s, TH), 6.71(m,
2H), 6.30(s, 1H), 6.03(m, 1H), 5.90(s, 2H),
4.22-4.44(m, 4H), 3.75(m, 2H), 3.4(m, 1H).

120

Cp2Hz3CINGO5S

487.4

8.42(s, 1H), 7.77(s, 1H), 7.03(s, 1H), 6.6~
6.75(m, 3H), 6.42(s, 1H), 6.02(bs, 1H), 5.90(s,
2H), 3.30-3.9(m, 6H), 2.75(m,4H), 2.40(m, 2H).

121

Co3HasNe01S

467.5

8.57(s, 1H), 7.81(s,1H), 7.10(s, 1H), 6.57-
6.75(m, 3H), 6.30(s, 1H), 5.95(s, 2H), 5.47(m,
1H), 4.37(m, 4H), 3.25-3.8(m, 5H), 2.77(m,
4H), 2.40(s, 3H).

122

CZSHISONSOSS

495.5

8.55(s, 1H), 7.82(s, 1H), 7.08(s, 1H), 6.58-
6.76(m, 3H), 8.30(s, 1H), 5.90(s, 2H), 5.60(m,
1H), 4.37(m, 2H), 3.28-3.8(m, 5H), 2.6-2.9(m,
5H), 2.40(m, 2H), 1.23(d, 6H).

123

C27H34CIN; O,

556

ND

124

572

8.4(1H), 7.7(1H), 7.1(1H), 6.4(1H), 6.5-6.8(3H),
3.9(6H), 1.5(9H)

125

C22H26CIN7O;

472

9.0(1H), 7.9(1H), 7.2(1H), 6.4-6.8(4H)

126

C24H25CIN,O4

514

8.4(1H), 7.7(1H), 7.1(1H), 6.4-6.8(4H), 2.1(3H)

127

C4HzCIN,O,

514

8.5(1H), 7.8(1H), 7.1(1H), 6.4-6.8(4H), 3.8(6H)

128

C22H25CINGO,4

473.13

8.5(1H), 7.7(1H), 7.1(1H), 6.4(1H), 3.8(6H)

129

CZSH 32N604

481.26

8.5(1H), 7.8(1H), 7.1(1H), 6.2(1H), 1.3(6H)

130

C24H21CINgO,

45717

8.4(1H), 7.7(1H), 7.1(1H), 6.4(1H), 5.9(1H)
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131 | CysHagNgO4 465 8.5(1H), 7.8(1H), 7.1(1H), 6.2(1H), 5.9(2H),
1.2(6H)
132 | CoaHpsCINGO4 | 473.13 | 8.5(1H), 7.8(1H), 7.1(1H), 6.5(1H), 3.8(6H)
133 | CosH3NgO4 480.63 | 8.5(1H), 7.8(1H), 7.1(1H), 6.3(1H), 3.9(6H),
1.2(6H)
134 | CorHaiCINgO, | 457.17 | 8.5(1H), 7.8(1H), 7.1(1H), 6.5(1H), 5.9(2H)
135 | Cp4M2sNeO4 465 8.6(1H), 7.8(1H), 7.1(1H), 6.3(1H), 5.9(2H),
1.2(6H)
136 | CagHasN;04 464 8.4(1H), 7.6(1H), 6.95(1H), 5.9(2H), 2.35(3H),
2.0(3H)
137 | CoshagNiO4 492 8.4(1H), 7.6(1H), 6.95(1H), 5.9(2H), 2.0(3H),
1.25(6H)
138 | CyHaCIN,O, | 484 8.4(1H), 7.6(1H), 7.0(1H), 5.9(2H), 2.0(3H)
139 | CyyHpaNgOs 407 8.4(1H), 7.7(1H), 7.05(1H), 5.9(2H)
140 | CaoHouNeOs 421 8.4(1H), 7.7(1H), 7.05(1H), 5.9(2H), 2.6(2H),
1.3(3H)
141 | CogHasNeOs. 435 8.4(1H), 7.7(1H), 7.05(1H), 5.9(2H), 1.3(6H)
142 | CyHiCINGOs | 427 8.4(1H), 7.6(1H), 6.6(2H), 5.9(2H)
143 | CaoHpaNGOs 421 8.45(1H), 7.7(1H), 7.05(1H), 5.9(2H)
144 | CygHasNgOs 435 8.45(1H), 7.7(1H), 7.05(1H), 5.9(2H), 2.65(2H),
1.3(3H)
145 | CpaHagN5Os 449 8.45(1H), 7.7(1H), 7.05(1H), 5.9(2H), 1.3(6H)
146 | CpyHpCINgO; | 441 8.45(1H), 7.7(1H), 7.05(1H), 5.9(2H)
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TABLE 7
Linker Groups (L)
BTl L) leavage Reagent;
3 l N NO2 Light
1 _ B
V02 Light
|
= R
0
NO; Light
B
VW
RO, Ce(NH,)>(NO
ﬁ\\ B (NH,)2(NOj)s
ST
3(tEB Li, Mg, or BuLi
-
& Br
H,0"
A~a D B
¢ oy
S
N B
3/\0 : P H,0"
OMe
L'/O 5 1) Oo0r Bry, MeOH
3 l'\}_ 2) Hy0'
g—CH=CH(CH2)2——— 03, 0s04/10,, or KMnO,,

-




10

15

WO 98/37079 PCT/US98/03176

-126-

. [aroup ‘eavage Reagent .
S CH-GHCH — 05, 05047105 , or KMinG,
3—CH2CH=CI ; 03, 0504/'04 ,or KMnO4

3—CH=CHCH25._ {Ph3)PRhCI (H)

$—SCH,B— Hg
X Znor Mg
3)\/3
OH Oxidation, e.g., Pb(OAc), or

3 /k/g H;l0s

['R"is Hor alkyl; "B"is O or NH; X is an electran withdrawing group such as Br, Cl, or |;

and ¢ is the point of attachment to -C(0)- ]

The following compounds were made according to the methods disclosed hersin:

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-methoxyphenyl)methyl]piperazine-
2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methylphenyl)methyl]piperazine-
2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y{]-N-{(1 ,3-benzodioxol-5-yl)methyllpiperazine-2-
acetamide;

2-[[2-(1 H-imidazo!-1 -yi)pyrimidin—4-yl]amino]-3-hydroxy- N-{(1,3-benzodioxol-5-

ylymethyllpropanamide;

2-[[2-(1H-imidazol-1-y)pyrimidin-4-yljamino]-N-[(1,3-benzodioxol-5-
yl)methyl]pentanediamide;

2-[[2-(1 H-imidazol-1-yl)pyrimidin-4-y|]amino]-5-[[amino(nitroimino)methyl]amino]—
N-(1,3-benzodioxol-5-yl)methyl]pentanamide;

2-{[2-(1H-imidazol-1-yhpyrimidin-4-ylJaminoj-3-thiophene-2-y)- N-[3-{morpholin-
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4-yl)propyllpropanamide;
1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-chlorophenyl)methyl|piperazine-
2-acetamide;
1-[B-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methylphenyl)methyljpiperazine-
5  2-acetamide; -
N-{(a-chloraphenyl)methyl}-1-[2,6-bis(1H-imidazol- 1-yl)pyrimidin-4-yilpiperidine-2-
acetamide;
N-[(1,3-benzodioxol-5-yl)methyl}-4-[2-(1 H-imidazol-1-y1)-6-methoxypyrimidin-4-yl)-1-
(methoxycarbonyl)piperazine-2-acetamide;
10 N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-yt)pyrimidin-d-yl}-4-
{methoxycarbonyl)piparazine-2-acetamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1,3-benzodioxal-5-
ylimethyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3-methoxyphenyi)methyl]piperidine-2-
15  acetamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)methyljpiperazine-
2-acetamide;
1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y{}-N-[phenylmethyllpiperazine-2-acetamide;
1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y[]-N-[2-(3,4-
20  dimethoxyphenyl)ethyljpiperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[3-phenylpropyllpiperazine-
2-acetamide;
1-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[2-phenylethyl|piperazine-2-acetamide:
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(thiophene-2-yl)methyl]piperazine-
25  2-acetamide;
1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-(methyl)piperazine-2-acetamide;
2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yiJamino]-3-(methylthio)-
N-{(1,3-benzodioxol-5-yl)methyllbutanamide;
_ 2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yljamino]-4-(methylthio)-
30 N-[(4-methoxyphenyl)methyl]butanamide;
2-{[6-chioro-2-(1H-imidazol-1 -yl)pyrimidin-4-y{Jamino}-4-(methylthio)-
N-{2-(3,4-dimethoxyphenyl)ethyllbutanamide:
2-[[6-chloro-2-(1H-imidazok1-yl)pyrimidin-4-yllaminc]-4-(methylthio)- N-
(methyl)butanamide;
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2-{[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yiJaminc]-3-[(1,1-dimethylethy!)thio}-
N-{3-(methylthio)propyllpropanamide;

2-{[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllaminc]-3-{(1,1 -dimethylethyl)thio]-
N-[3-(phenyl)propyijpropanamide;

a-[[B-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllamino}- N-[2-(3,4-dimethoxyphenyi)ethyl}-
2-thisphenepropanamide;

a-[[6-chloro-2-(1H-imidazol-1-y!)pyrimidin-4-yljamina]- N-(butyl)-2-
thiophenepropanamide;

a-{{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yilamino}- N-[(1 \3-benzodioxol-5-yl)methyl]-
2-thiophenepropanamide;

2-[[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yllamino]-3-[(1,1-dimethylethyi)thio]-
N-[2-(3 4-dimethoxyphenyl)ethyl]propanamide;

2-[[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yllamino}- N-[2-(3,4-
dimethoxyphenyl)ethyijacetamide;

2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-ylJamino}- N-[2-(3,4-
dimethoxyphenyl)ethyllpropanamide;

2-[[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yijamino]- N-[2-(3.4-
dimethoxyphenyt)ethyl]pentanediamide; )

2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yljamino]- N-[(4-
methoxyphenyl)methyllpentanediamide;

N-[(1,3-benzodioxol-5-yl)methyl]-2-{[B-chioro-2-(1 H-imidazok1-yl)pyrimidin-4-
ylJamino}pentanediamide;

N-[(1,3-benzedioxol-5-yl)methyl]-2-[{6-chloro-2-(1 H-imidazol-1-yl Jpyrimidin-4-yljamino}-
5-[[amino(nitroimino)methyllamino]pentanamide;

2-[[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yllamino}- N-[(4-methoxyphenyl)methyl}-5-
[[imino(amino)methyljamina)pentanamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(3,4-
dimethoxyphenyl)ethyl]pyrrolidine-2-carboxaride;

2-{[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllamino]- N-[(4-methoxyphenyl)methyl}-5-
[limino(nitroamino)methy{jamino]pentanamide;

N-[(1.3-benzodioxol-5-yl)methyl]-2-[[6-chloro-2-(1 H-imidazo!-1-yl)pyrimidin-4-yllamino]}-
5-[{amino{imino)methyl]lamino]pentanamide; .

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-4-hydroxy-N-
[4-(hydroxycarbonyl)phenyljmethyllpyrrolidine-2-carboxamide;
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N-[(1,3-benzodioxol-5-yl)methyl]-2-[[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi{Jamino}-
3-hydroxypropanamide;

6-amino-{[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yllamino]-N-[2-(3,4-
dimethoxyphenyl)ethyllhexanamide;

a-{{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y flamino]- N-[3-
(methyisulfonyl)propyllbenzene-propanamide;

N-[(1,3-benzodioxol-5-yl)methyl}-2-[[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-
ylj(methyl)amino]acetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-6-[[6-chloro-2-(1 H-imidazol-1-ylpyrimidin-4-
yllaminolhexanamide;

5-amino-N-[(1,3-benzodioxol-5-yl)methyl]-2-[[6-chioro-2-(1 H-imidazal-1 -yl)pyrimidin-4-
ylJamino]pentanamide;

5-amino-N-butyl-2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllaminojpentanamide;

4-[3-hydroxy-3-oxopropyl)amino]-3-{[6-chioro-2-(1 H-imidazol-1-yhpyrimidin-4-ylJamino]-
4-oxobutanoic acid;

2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-ylj(methyl)amino]- N-[{pyridin=4-
yl)methyllacetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y{]-N-methylpiperidine-2-carboxamide:;

N-[2-(3,4-dimethoxyphenyi)ethyll-a-[6-(1 H-imidazol-1-yl)pyrimidin-4-yljamino}-2-
thiophenepropanamide;

N-[(1,3-benzodioxol-5-yi)methyl]-2-[[6-(1 H-imidazol-1-y})pyrimidin-4-ylJamino}-4-
methylpentanamide;

N-[(1,3-benzodioxol-5-yl)methyl}-2-[[6-(1 H-imidazol-1-y!)pyrimidin-4-
yllamino}pentanediamide;

N-[2-(3 4-dimethoxyphenyl)ethyl]-2-[[6-(1 H-imidazol-1-yl)pyrimidin-4-ylJamino]4-
methylpentanamide;

N-[(1,3-benzodioxol-5-yl)methyl]-2-{[6-(1 H-imidazol-1-ylpyrimidin-4-ylJaminc}-3-
hydroxypropanamide;

N-[(1,3-benzodioxol-5-yl)methyl]-a-[[6-(1 H-imidazol-1-y!)pyrimidin-4-
yllaminojbenzenepropanamide;

S-[[amino(iminoc)methyllamino]-6-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-
(phenylmethyl)pentanamide;

N-{(1,3-benzodioxol-5-yl)methyl]-1,4- bis[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-
4-yllpiperazine-2-acetamide;
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N-[(1,3-benzodioxol-5-yl)methyi]-1-[6-chloro-2-(1 H-imidazol-1 -yl}pyrimidin-4-yl]-
4-[[(phenyl)amino]carbonyl]piperazine-z-acetamide;

N-[(1,3-benzodioxol-5-yl)methyi]-1-[6-chloro-2-(1 H-imidazol-1 =yl)pyrimidin-4-yi]-
4-[{methoxy)carbonyl]piperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-{8-chioro-2-(1 H-imidazol-1 -yhpyrimidin-4-yl]-
4-[(4-methoxyphenyl)methyl]piperazine-2-acetamide:

1-(acetyl)-N-[(1,3-benzodioxol-5-yl)methyl}-4-[6-chloro-2-(1 H-imidazoi-1 -yl)pyrimidin-
4-yllpiperazine-2-acetamide;

4-[2-(1H-imidazol-1 -yI})-6-methylpyrimidin-4-yi]-N-[(4-methylphenyl)methyl}-1-
methylpiperazine-2-acetamide;

4-[6-chioro-2-{1H-imidazol-1 -y)pyrimidin-4-y{}-N-{{4-methyiphenyl)methyl]-1-
methylpiperazine-2-acetamide; _

N-{{3-chioro-4-methoxyphenyl)methyl}-4-[2-(1 H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-1-
methylpiperazine-2-acetamide;

4-[6-chloro-2-(1 H-imidazol—1-yl)pyrimidin-4-y|]-N-[(3-chIoro-4-methoxyphenyl)methyl]—1 -
methylpiperazine-2-acetamide;

4-[6-chlaro-2-(1H-imidazol-1 -y)pyrimidin-4-y]-N-[(3,4,5-trimethoxyphenyl)methyl}-1-
methylpiperazine-2-acetamide:

N-{2-(1.4-benzodioxan-6-yl)ethyl]-4+[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-1-
methylpiperazine-2-acetamide;

1-butyl-4-[6-chloro-2-(1 H-imidazo-1-yl)pyrimidin-4-yl}-N-[{furan-2-yl)methyl]piperazine-2-
carboxamide;

N-[(1.4-benzodioxan-6-yl)methyl}- 1 -butyl-4-{6-chioro-2-(1 H-imidazol-1 -yi)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[2-(1,4-benzodioxan-6-yl)ethyl}-1-butyi-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

NH{(2,3-dimethoxyphenyl)methyl]-1-butyi-4-[2-(1 H-imidazol-1 -yhpyrimidin-4-
yl|piperazine-2-acetamide;

4-{6-chloro-2-(1H-imidazol-1-yl)pyri midin-4-yl}-N-[(4-chlorophenyl)methyl]-1-[(4-
methyoxypheny|)methyl]Ipiperazine-2-acetamide;

4-[6-methyl-2-(1H-imidazol-1-y!)pyrimidin-d-y{]-N-[(1 \3-benzodioxol-5-yl)methyl]-1-[(4-
methyoxyphenyl)methyl]piperazine-2-carboxamide;

4-{2-(1H-imidazol-1 -yl)pyrimidin-4-y[}-N-[(4-chiorophenyl)methyi}-1-[(4-
methyoxyphenyl)ethylllpiperazine-2-acetamide;
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4-[6-(1H-imidazol-1-yl Jpyrimidin-4-yl}-N-[(1 .4-benzodioxan-6-yl)methyl]-1-[(4-
methyoxyphenyl)methyllipiperazine-2-carboxamide;
4-[6-methyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-methoxyphenyI)methyl]-1 -[(4-
methyoxyphenyl)methylpiperazine-2-acetamide;
5 4-[6-chioro-2-(1 H-imidazol-1-yI)pyrimidin-4-y|]-N—[(4-methoxyphenyl)methyl]-1-[(4-
methyoxyphenyl)methyljpiperazine-2-acetamide;
4-[6-methyl-2-(1H-imidazol-1 ~yl)pyrimidin-4-yi]-N-{(4-methoxyphenyl)ethy(}-1 -[(4-
methyoxyphenyl)methyl]piperazine-2-acetamide;
4-[6-methyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-A-[(3,4-dimethoxyphenyl)methy(}-1-{(4-
10 methyoxyphenyl)methyllpiperazine-2-acetamide:
4-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl}- N-{(indan-5-yl)methyl)-1-[(4-
methyoxyphenyt)methyllpiperazine-2-acetamide;
A-{(1,3-benzodioxol-5-ylymethyl]-1 -[{2,3-dichlorophenyl)methyl]-4-[2-(1 H-imidazol-1-
yhpyrimidin-4-yi]piperazine-2-acetamide;
15 N-[(1,3-benzodioxol-5-yl)methyl]-1 -(3,4-dichlorophenyl)methyl]-4-[2-(1 H-imidazol-1-yi)-
6-methylpyrimidin-4-yl]piperazine-2-carboxamide;
N-[(1,3-benzodioxoi-5-yl)methyf]-1 -[(3,4-dichlorophenyl)methyl]-4-[2-(1 H-imidazol-1-
yI)pyrimidin-4-yl]piperazine—2-‘carboxamide;
4-[6-methyl-2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[é-(1 \3-benzodioxol-5-yl)ethyl]-1-[(3,4-
20  dichlorophenyi)methylpiperazine-2-acetamide;
N-{(1,3-benzodioxol-5-yl)methyi}-1-[(1 ,3-benzodioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1-
ypyrimidin-4-yllpiperazine-2-acetamide;
N-(1,3-benzodioxol-5-yl)methyl]-1-[(1 .3-benzadioxol-5-yl)methyl}-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-ylJpiperazine-2-carboxamide;
25 N-{(1 ,3-benzodioxol-5-yl)methyl]-1-{(1 \3-benzodioxol-5-yl)methyl}-4-[6-chioro-2-(1 H-
imidazol-1-yl)pyrimidin-4-yl|piperazine-2-carboxamide:
N-[(1,3-benzodioxol-5-yl)methyl]-1-[(1 .3-benzodioxol-5-yl)methyl]-4-[6-(1 H-imidazol-1-
yl)pyrimidin-4-yl]piperazine-2-carboxamide;
N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-[(1 ,3-benzodioxol-5-yl)methyl]-4-{2-(1 H-imidazol-1-
30 .yI)-6-methylpyrimidin~4-yl]piperazine-2-acetamide;
N-[2-(1,3-benzodioxan-6-yl)ethyl}-1-{(1 +3-benzodioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yl]piperazine-2-acetamide:
N-[(4-methoxyphenyl)methy!]-1-[(1 ,3-benzadioxol-5-yl)methyi]-4-{2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yl]piperazine-2-carboxamide;
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N-f{{4-methoxyphenyl)methyl]-1-[(1 ,3-berizodioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1-y1)-6-
methylpyrimidin-4-yl]piperazine-2-acetamide;

N-[{4-methaxyphenyl)methyl]-1-[(1 .3-benzodioxol-5-yl)methyl}-4-[2-(1 H-imidazol-1-y1)-6-
{iso-propyl)pyrimidin-4-yijpiperazine-2-acetamide;

N-[2-(4-methoxyphenyl)ethyl]-1-[(1 +3-benzodioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1-yl}-6-
methylpyrimidin-4-yljpiperazine-2-acetamide;

N-[[2-(phenyl)cyclopropyllamino}-1-[(1 13-benzodioxol-5-yl)methyl]-4-[6-chloro-2-(1 H-
imidazol-1-yl)pyrimidin-4-yl]piperazine-2-carboxamide;

N-{(4-ethoxyphenyl)methyl]-1-[(1 ,3-benzodioxan-6-yl)methyl]-4-{2-(1 H-imidazoi-1-yl)-6-
methylpyrimidin-4-yljpiperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yt)methyl}-1-[(1 ,3-benzodioxan-6-yl)methyl}-4-[2-(1 H-imidazol-1-
¥1)-6-(iso-propyl)pyrimidin-4-yllpiperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[(1 ,3-benzodioxan-6-yl)methyl}-4-[2-(1 H-imidazol-1-
ylpyrimidin-4-yljpiperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[(1 .3-benzodioxan-6-yl)methyl}-4-[6-(1 H-imidazol-1-
yhpyrimidin-4-yljpiperazine-2-carboxamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-(1 ,3-benzodioxan-6-yl)methyl}-4-[2-(1 H-imidazal-1-
yl)-6-methylpyrimidin-4-yipiperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-{(1,3-benzodioxan-6-yl)methyi]-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-ylpiperazine-2-carboxamide;

N-[(4-methoxyphenyl)methyl}-1-{(1 ,3-benzodioxan-6-yl)methyl]-4-[2-(1 H-imidazol-1-yl)-6-
chioropyrimidin-4-yi]piperazine-2-acetamide;

N-[(3,4-dimethoxyphenyt)methyi]-1-[(1 .3-benzodioxan-6-yi)methyl}-4-[2-(1 H-imidazol-1-
y1)-6-(iso-propyl)pyrimidin-4-yijpiperazine-2-acetamide:;

N-[(3,4-dimethoxyphenyl)methyl)-1-[(1 »3-benzodioxan-6-yl)methyl]-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yllpiperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyi]-1 -[(pyridin-3-yl)methyl}-4-[2-(1 H-imidazol-1-yl)-6-
methyipyrimidin-4-yl)piperazine-2-acetamide;

N-{(1,4-benzodioxan-6-yl)methyl]-1-{(pyridin-3-yl)methyi]-4-{2-(1 H-imidazol-1-
ylpyrimidin-4-ylJpiperazine-2-carboxamide:;

N-[2-(1 4-benzodioxan-6-ylethyl]-1-[(pyridin-3-yl)methyi]-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yilpiperazine-2-acetamide;

N-[(4-methoxyphenyl)methyl]-1-[(pyridin-3-yl)methyl]4-[2-(1 H-imidazol-1-y1)-6-
chloropyrimidin-4-yl)piperazine-2-carboxamide;
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N-[(3,4-dimethoxyphenyl)methyl]-1-[(pyridin-3-yl)methy(]-4-[2-(1 H-imidazoi-1-y1)-6-(iso-
propyl)pyrimidin-4-yl)piperazine-2-acetamide;
N-[2-(3,4-dimethoxyphenyl)ethy]-1-[(3-fluoro-4-methoxyphenylimethylj4-[2-(1 H-
imidazol-1-yl)-6-(iso-propyl)pyrimidin-4-ylpiperazine-2-acetamide;
N-[3-(3 4-dimethoxyphenyl)propyl]-1-[(3-fluoro-4-methoxyphenyl)methylj-4-{2-(1 H-
imidazol-1-yl)-6-(iso-propyl)pyrimidin-4-y|piperazine-2-acetamide;
N-{(4-ethoxyphenyl)methyl}-1-[(3-fluoro-4-methoxyphenyl)methyl}-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yllpiperazine-2-acetamide;
N-[2-(4-methylphenoxy)ethyi]-1-[(3-lucro-4-methoxyphenyl)methyl}-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yllpiperazine-2-acetamide;
N-[{4-methylphenyl)methyi]-1-[(3-fluoro~4-methoxyphenyl)methyi}-4-[2-(1 H-imidazol-1-
yl)-6-chioropyrimidin-4-yl]piperazine-2-acetamide;
N-[(4-chlorophenyl)methyl}-1-[(3-flucro-4-methoxyphenyl)methyl]-4-[2-(1 H-imidazol-1-
yi}-6-methylpyrimidin-4-yl]piperazine-2-acetamide;
N-[{4-chiorophenyl)methyl]-1-{(3-fiuoro-4-methoxyphenyhmethyl]-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yl]piperazine-2-acetamide;
N-[(1,3-benzodioxol-5-ylymethyl}-1-[(3-fluoro-d4-methoxyphenyl)meathyl]-4-[2-(1 H-
imidazol-1-y)-6-chloropyrimidin-4-yi]piperazine-2-acetamide;
N-{2-(1,3-benzodioxol-5-yl)ethyl]-1-{(3-fluoro-4-methoxyphenyl)methyl]-4-[2-(1 H-
imidazol-1-yl)-6-methylpyrimidin-4-yllpiperazine-2-acetamide;
N-2-(1,3-benzodioxo!-5-yl)ethyl}-1-[(3-fluoro-4-methoxyphenyl)methyl}-4-[2-(1 H-
imidazol-1-yl)pyrimidin-4-yllpiperazine-2-acetamide;
N-{2-(1,4-benzodioxan-6-y!)ethyl]-1-[(3-fluoro-4-methoxyphenyl)methyl]-4-[2-(1 H-
imidazol-1-yl)pyrimidin-4-y(piperazine-2-acetamide;
N-[2-(4-methoxyphenyl)ethyl]-1-[{3-flucro-4-methoxyphenyl)methyl)-4-{2-(1 H-imidazol-1-
yl)-6-(iso-propyl)pyrimidin-4-yllpiperazine-2-acetamide;
N-[(3.,4-dimethoxyphenyl)ethyl]-1-acetyl-4-[2-(1 Himidazol-1-yl)-6-(iso-propyl)pyrimidin-
4-yllpiperazine-2-acetamide; .
N-[(4-ethoxyphenyl)methyl]-1-acety-4-[2-(1 H-imidazol-1-y})-6-(iso-propyl)pyrimidin-4-
yllpiperazine-2-carboxamide;
N-[2-(4-methylphenoxy)ethyl]-1-acetyl-4-[2-( 1 H-imidazol-1-y})-6-chloropyrimidin-4-
yllpiperazine-2-acetamide;
N-{2-(3-chloro-4-methoxyphenyl)ethyl]-1-acetyl-4-[2-(1 H-imidazol-1-y1)-6-
chloroylpyrimidin-4-yllpiperazine-2-carboxamide;
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N-{(1,3-benzedioxol-5-yl)methyl]-1-acetyl-4-{2-(1 H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllpiperazine-2-acetamide;

N-[(4-methoxyphenylymethyf]-1-acetyl-4{2-(1 H-imidazol-1 -yl}-8-methylpyrimidin-4-
yllpiperazine-2-carboxamide;

N-[(4-methoxyphenyl)methyl]-1-acetyl-4-[2-(1 H-imidazol-1 -yl)-6-chloropyrimidin-4-
yllpiperazine-2-acetamide;

N-[2-(3,4-dimethoxyphenyl)ethyl]-1-(3-methyl-1-oxobutyl)}-4-[2-{1 H-imidazol-1 -yl}-B-(iso-
propyl)pyrimidin-4-yllpiperazine-2-acetamide;

N-{2-(3 4-dimethoxyphenyl)ethyf]-1-(3-methyl-1-oxobutyl)4-[2-{1 H-imidazol-1-yl)-6-
chioropyrimidin-4-yl]piperazine-2-carboxamide;

N-[2~(3-ch|oro—4-methoxyphenyl)ethyl]-1-(3-methy|—1-oxobutyl)-4-[2—(1 H-imidazol-1-yl)-6-
chloropyrimidin-4-yfjpiperazine-2-carboxamide;

N-[2-(3—chloro-4-methoxyphenyl)ethyl]-1-(3—methyl-1-oxobutyl)—4-[2-( 1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yllpiperazine-2-acetamide;

N-[(1,3-benzedioxol-5-yl)methyl]-1-{3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yl]piperazine-2-carboxamide;

N-{(1,3-benzedioxol-5-yh)methyl]-1-(3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1 -yl)-6-
methylpyrimidin-4-yl]piperazine-2-carboxamide;

N-[2-(1,3-benzodioxol-5-ylJethyi}-1-(3-methyl-1-oxobutyt}-4-[2-(1 H-imidazol-1 -yl)-6-
chloropyrimidin-4-yl]piperazine-2-carboxamide;

N-{(1,4-benzodioxan-6-yl)methyl]-1-(3-methyl-1-oxobutyl)-4-{2-(1 H-imidazol-1 -yI)-6-
chloropyrimidin-4-ylfjpiperazine-2-carboxamide;

N-[2-(1,4-benzodioxan-6-yl)ethyl]-1-(3-methy!-1-oxobutyl)-4-[2-(1 H-imidazol-1 -yl)-6-
chloropyrimidin-4-yljpiperazine-2-carboxamide;

N-[2-(1,4-benzadioxan-6-yl)ethyl]-1-(3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1 -yi)-6-
(trifluoromethyl)pyrimidin-4-yllpiperazine-2-acetamide;

N-{(2,6-dimethoxyphenyl)methyl]-1-(3-methyl-1 -oxobutyl)-4-[2-(1 H-imidazol-1-y1)-6-
chloropyrimidin-4-yl)piperazine-2-acetamide; »

N-{2-(3,4-dimethoxyphenyljethyl]-1-(methoxyacetyl }-4-[2-(1 H-imidazol-1-yI)-6-(iso-
propyl)pyrimidin-4-yl]piperazine-2-acetamide;

N-2-(1,3-benzodioxol-5-yl)ethyi]- 1 -(methoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-
methyipyrimidin-4-yl]piperazine-2-carboxamide;

N-{2-(1,3-benzodioxol-5-yl)ethyl]-1-(methoxyacetyl)-4-{2-(1 H-imidazol-1-y)-6-
chloropyrimidin-4-yljpiperazine-2-acetamide;
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N-{2-(1,3-benzodioxol-5-yl)ethyl]-1-(methoxyacetyl)-4-[2-(4 H-imidazol-1-yl)-6-
(trifluoromethyl)pyrimidin-4-yi]piperazine-2-acetamide;
N-[(3,4-dimethylphenyl)methyl}-1-(methoxyacetyl)-4-[6-(1 H-imidazol-1-yl)-6-
(trifluoromethyl)pyrimidin-4-yllpiperazine-2-carboxamide;
N-[(1,4-benzodioxan-6-yl)methyl]-1-(methoxyacetyl)4-[2-(1 H-imidazol-1-yl)-6-(iso-
propyl)pyrimidin-4-yl)piperazine-2-acetamide;
N-[(1,4-benzodioxan-6-yl)methyl]-1-{methoxyacatyl)-4-[2-(1 H-imidazol-1-yl)-6-(iso-
propyb)pyrimidin-4-yllpiperazine-2-carboxamide;
N-[2-(1,4-benzodioxan-6-yl)ethyl]-1-(methoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-
(trifluoromethyl)pyrimidin-4-yl]piperazine-2-acetamide;
N-{(4-methoxyphenyl)methyl}-1-(methoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yljpiperazine-2-acetamide;
N-[2-(3,4-dimethoxyphenyl)ethyl]-1-[(tetrahydrofuran-2-yl)carbonyi]-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yl]piperazine-2-carboxamide;
N-[(4-methylphenyl)methyl]-1-{(tetrahydrofuran-2-yl)carbonyil-4-[2-(1 H-imidazol-1-y!)-6-
chloropyrimidin-4-y{Jpiperazine-2-acetamide;
N-[2-(4-chlorophenyl)ethyl]-1-[{tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yl)piperazine-2-acetamide;
N-{{3-chloro-4-methoxypheny!)methyi]-1 -[(tet‘rahyd rofuran-2-yl)carbonyl]-4-[2-(1 H-
imidazol-1-y1)-6-chloropyrimidin-4-yl]piperazine-2-carboxamide;
N-[(1,3-benzodioxol-5-yl)methyl]-1-[{tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yl|piperazine-2-carboxamide;
N-{{1,3-benzodioxol-5-yl)methyl]-1-[(tetrahydrofuran-2-yl)carbonyi]-4-[6-(1 H-imidazol-1-
yl)pyrimidin-4-yi]piperazine-2-carboxamide;
N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-{{tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yl]piperazine-2-acetamide;
N-[2-(1,3-benzodioxol-5-yl)ethyl}-1-{(tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazol-1-
yhpyrimidin-4-yl]piperazine-2-acetamide;
N-[2-(1,3-benzodioxol-5-yl)ethyl}-1-[(tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazal-1-
y1)-6-(fso-propyl)pyrimidin-4-yljpiperazine-2-acetamide;
N-2-(1,3-benzodioxol-5-yl)ethyl)-1-[(tetrahydrofuran-2-yl)carbonyl}-4-[2-( 1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yllpiperazine-2-carboxamide; i
N-[{1,4-benzodioxan-6-yl)methyl]-1-{(tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazol-1-
yl}-6-(iso-propyl)pyrimidin-4-yl]piperazine-2-acetamide;
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N-[(1,4-benzodioxan-6-yl)methyl]-1-[(tetrahydrofuran-2-yl)carbonyl]4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yljpiperazine-2-acetamide:
N-{(1,4-benzodioxan-6-yl)methyl]-1-{(tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yl]piperazine-2-carboxamide;
N-[2-(1,4-benzodioxan-6-yl)ethyll-1-[{tetrahyd rofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yljpiperazine-2-carboxamide;
N-[(4-methoxyphenyl)methyi}-1-[(tetrahydrofuran-2-yl)carbony!}-4-[2-(1 H-imidazol-1 -yh)-
6-chloropyrimidin-4-yljpiperazine-2-acetamide;
N-{2-(4-methoxyphenyl)ethyi]-1-{(tetrahydrofuran-2-yt)carbonyl}-4-[2-(1 H-imidazol-1-yl)-
6-chloropyrimidin-4-yl]piperazine-2-carboxamide;
N-[2-(3-methoxyphenyl)ethyl]-1-[(tetrahydrofuran-2-yi)carbonyl]-4-[2-(1 H-imidazol-1 -yl)-
6-chloropyrimidin-4-yi]piperazine-2-carboxamide;
N-[(1 +4-benzodioxan-2-yl)methyl]-1-[(tetrahydrofuran-2-yl)carbonyl}-4-{2-(1 H-imidazol-1-
y!)-6-(iso-propyl)pyrimidin-4-yljpiperazine-2-carboxamide;
N-[(3,4-dimethoxyphenyl)methyl]-1-[{tetrahydrofuran-2-yl)carbonyl}-4-{2-(1 H-imidazol-1-
yl)-6-(iso-propyl)pyrimidin-4-yllpiperazine-2-acetamide: .
N-[(3,5-dimethoxyphenyl)methyl]-1-[(tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yllpiperazine-2-acetamide;
N-[(4-ethoxyphenyl)methyl]-1-[(2-hydroxy-2-oxoethoxy)acetyl]-4-[2-(1 H-imidazol-1-y1)-6-
chloropyrimidin-4-yl]piperazine-2-carboxamide; '
N-[(3-chloro-4-methoxyphenyl)methyl]-1-{(2-hydroxy-2-oxoathoxy)acety/]-4-[2-(1 H-
imidazol-1-yl}-6-chioropyrimidin-4-yllpiperazine-2-carboxamide;
N-{(1,3-benzodioxol-5-yi)methyt]-1-[(2-hydroxy-2-oxocethoxy)acetyl]-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yllpiperazine-2-carboxamide;
N-{2~(3,4-dimethoxyphenyl)ethyl]-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yl]piperazine-2-acetamide;
N-{3-(3,4-dimethoxyphenyl)propyl]-1-(phenoxyacetyl)-4-{2-(1 H-imidazol-1-yi)-6-
chloropyrimidin-4-yl]piperazine-2-acetamide;
N-[(4-methylphenyl)methyl]-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1-yl)»-6-methylpyrimidin-
4-yllpiperazine-2-acetamide;
N-[(1,3-benzodioxol-5-yl)methy!]-1-(phanoxyacetyl)}-4-[2-(1 H-imidazo!-1-yl)pyrimidin-4-
yl]piperazine-2-carboxamide;
N-[(1,3-benzodioxol-5-yi)methyl]-1-(phenoxyacetyl)-4-[6-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;
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N-[2-(1 ,3-benzodioxol-5-yt)ethyll-1-(phenoxyacetyl}-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[2-(1,3-benzodioxal-5-yl)ethyl}-1-(phenoxyacetyl }4-[2-(1 H-imidazol-1-y1)-6-
chloropyrimidin-4-yl]piperazine-2-carboxamide;

N-[(1,4-benzodioxan-6-yl)methyl]-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1 -yl)-6-
chioropyrimidin~4-yl}piperazine-2-acetamide;

N-[2-(1,4-benzodioxan-6-yl)ethyl]-1-(phenoxyacetyl)4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-
yilpiperazine-2-acetamide;

N-[(4-methoxyphenyi)methyl]-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-{(4-methoxyphenyl)methyl}-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1 -y1)-6-
chioropyrimidin-4-yl}piperazine-2-carboxamide;

' N-[2-(4-methoxyphenyl)ethyl]-1-(phenoxyacetyl)-4-[2—(1 H-imidazol-1-yl)-6-

methylpyrimidin-4-yi]piperazine-2-acetamide;

N-{2-(4-methoxyphenyl)ethyl}-1-(phenoxyacety!)-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[2-(3,4-dimethoxyphenyl)ethyl]-1- [(4-methoxyphenyl)carbonyl]-4-[2 -(1 H-imidazol-1-yl)-
6-chloropyrimidin-4-yl]piperazine-2-acetamide;

NH(1,3-benzodioxol-5-yl)methyll-4-(6-fluoropyridin-2-yl)-1- [2-(1H-|m|dazo| -1-yDpyrimidin-
4-yllpiperazine-2-acetamide;

1-{acetyl)-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-
methylsulfonyiphenyf)methyllpiperazine-2-acetamide;

1+[2-(1H-imidazol-1-yl)pyrimidin-4-yl}- N-[{4-methylsulfonyiphenyl)methyl]piperidine-2-
acetamide;

N-[(1,3-benzodioxol-5-yl)methyi]-4-[[2-(ethoxycarbonylymethyl]-1-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yi]piperazine-2-acetamide:

4-famino(imino)methyl]-N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yllpiperazine-2-acetamide;

1-methylsulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,4-benzodioxan-
6-yl)ethyllpiperazine-2-acetamide:

1-methylsulfonyi-4-[2-(1 H-imidazok-1-yl)pyrimidin-4-yl}-N-[2-(1,4-benzodicxan-6-
ylethyllpiperazine-2-acetamide;

1-methylsulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
methoxyphenyl)ethyllpiperazine-2-acetamide;
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1-methylsulfonyl-4-[6-iso-propyl-2-(1 H-irnidazol-1-yI)pyrimidin-4—y|]-N—f(3,4-
dimethoxyphenylJmethyljpiperazine-2-acetamide:;

1-(n-octyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[2-(3.4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;

1-(n-octyl)sulfonyl-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-chloro-4-
methoxyphenyl)methyljpiperazine-2-acetamide:

1-(n-octyl)sulfonyi-4-[6-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{1,3-benzodioxol-5-
yl)methyl]piperazine-2-acetamide;

1-(n-octyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 <yDpyrimidin-4-yl}-N-[2-(1,3-benzodioxol-
S-yl)ethyl)piperazine-2-acetamide;

1-(n-octyl)suifonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yI}-N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-acetamide;

1-(n-octyl)sutfonyl-4-[6-methy|-2-(1 H-imidazol-1 <yhpyrimidin-4-yf}-N-{(3-
methoxyphenyl)methyljpiperazine-2-acetamide;

1-(n-octyl)sutfonyl-4-[6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-{(4-
fluorophenyl)sulfonylipiperazine-2-acetamide;

1 -(4-methy|phenyl)sulfpnyl-d—[ﬁ-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(pyridin-3-
yl)methyl]piperazine-2-carboxamide;

1-(4-methylphenyl)sulfonyl-4-[6-chloro-2-(1 H-imidalzol-1 -y!)pyrimidin-4-yi}-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-(4-methylphenyl)suifonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-{(3,4-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[2-(3,4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}l-N-{(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[2-(1 H-imidazol-1-y1)pyrimidin-d-yi}- N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[2-(1H-imidazol-1 ~yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide; ‘

1-(4-methoxyphenyl)sulfonyl-4-[6-methyl-2-(1 H-imidazo!-1-yl)pyrimidin-4-yi]-N-[(3.4-
dimethoxyphenyl)methyljpiperazine-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-carboxamide;
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1-(4-methoxyphenyl)sulfonyl-4-[6-iso-propyl-2-(1H-imidazol-1 <yhpyrimidin-4-yl}-N-{(4-
methoxyphenyl)methyllpiperazine-2-carboxamide;

1-(d-methoxyphenyl)sulfonyl-4-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2-
methoxyphenyl)methyllpiperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[{6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]- N-[2-(4-
methoxyphenyhethyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
methoxyphenyl)ethyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl]-N-{(3,4-
dimethoxyphenyl)methyljpiperazine-2-carboxamide;

1-{d-methaxyphenyl)sulfonyl-4-[6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3.4-
dimethoxyphenyl)methyl)piperazine-2-carboxamide;

1-{4-methoxyphenyl)sulfonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}- N-{(3 4-
dimethoxyphenyi)methyl]piperazine-2-carboxamide;

1-(4-fucrophenyl)sutfonyi-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}- N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide;

1-(4-fluorophenyl)sulfonyl-4-{2-(1H-imidazol-1-yl)pyrimidin-4-ylj-N-[2-(1,4-benzodioxan-
6-yl)ethylpiperazine-2-acetamide;

1-(dimethylamino)sulfonyi-4-[6-methyl-2-(1 H-imidazol- 1-yl)pyrimidin-4-yl}-N-[(4-
methylphenyl)methyli]piperazine-2-acetamide:

1-(dimethylamino)sulfonyl-4-{2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(3-chloro-4-
methoxyphenyl)ethyl]piperazine-2-acetamide;

1-(dimethylamino)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide:;

1-(dimethylamino)sulfonyi-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-
ylmethyl)piperazine-2-c¢arboxamide;

1-(dimethylamino)sulfonyi-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-S-yl)ethyljpiperazine-2-acetamide;

1-(dimethylamino)suifonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-
yhmethyilpiperazine-2-acetamide;

1-(dimethyiamino)sulfonyl-4-[6-triflucromethyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;

1-{dimethylamino)sulfonyl-4-[6-iso-propyl-2-(1H-imidazok1-yl)pyrimidin-4-yl]- N-[2-(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide;
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1-(dimethylamino)sulfonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(1 4-
benzodioxan-6-yl)ethyl]piperazine-2-acetamide;

1-(dimethylamino)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-N-[2-(4-
methoxyphenyl)ethyl]piperazine-2-acetamide;

1-(dimethylamino)sulfonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi]-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-acetamide;

1-(n-propyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl)-N-[2-(3 4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;

1-(n-propyl)aminocarbony|-4-[6-methyl-2-(1 H-imidazol-1 -yi)pyrimidin-4-yl]-N-[2-(4-
methylphenoxy )ethyl]piperazine-2-carboxamide;

1-{n-propyl)aminocarbonyl-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
chiorophenyl)ethyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbonyl-4-{6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(3-chioro-
4-methoxyphenyl)methyllpiperazine-2-acetamide;

1-(n-propyljaminocarbonyl-4-[6-chloro-2-(1 H-imidazol-1-y()pyrimidin-4-yl}-N-[2-(3-chloro-
4-methoxyphenyl)ethyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbenyl-4-[6-iso-propyl-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]- N{(1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide:

1-(n-propyl)aminocarbonyl-4-[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{ 1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbonyi-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-{(1,3-
benzodioxol-5-yl)methyljpiperazine-2-acetamide;

1-(n-propyl)aminccarbonyl-4-[6-chloro-2-(1H-imidazol-1-y)pyrimidin-4-yl)-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;

1-(n-propy!)aminocarbonyl-4-[6-chioro-2-(1 H—imidazol-1 ~yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide:

1-{n-propyl)aminocarbonyl-4-[6-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[2-(1,3-benzodioxol-
S-yhethyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbonyl-4-{6-iso-propyl-2-(1H-imidazol-1-yi)pyrimidin-4-yl}- N-{{1,4-
benzodioxan-6-yl)methyllpiperazine-2-carboxamide;

1-(n-propyl)aminocarbonyl-4-[2-(1 H-imidazol-1-y))pyrimidin-4-yl]-N-[2-(1,4-benzodioxan-
6-yhethyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbonyl-4-[6-chloro-2-(1H-imidazol-1-yi)pyrimidin-4-yl}-N-[(3.4-
dimethoxyphenyl)methyl]piperazine-2-acetamide;



10

20

25

30

WO 98/37079 PCT/US98/03176
-141-

1-(cyclohexyl)aminocarbonyl-4-[6-chloro-2-(1 H-imidazol-1 -y)pyrimidin-4-yl]-N-[2-(3,4-
dimethoxyphenyl)ethylpiperazine-2-acetamide;

1-(cyciohexyljaminocarbonyl~4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl)-N-[(4-
ethoxyphenyl)methyllpiperazine-2-carboxamide;

1-(cyciohexyi)aminocarbonyl-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(3-chioro-4-
methoxyphenyl)ethylpiperazine-2-acetamide;

1-(cyclohexyl)aminocarbonyl-4-[6-iso-propyl-2-(1 H-imidazal-1 -yhpyrimidin-4-yi}-N-[2-(3-
chloro-4-methoxyphenyl)ethyI]piperazine-z-acetamide;

1 -(cyclohexyl)aminocarbonyl-4-[6-ch|oro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-(cyclohexyl)aminocarbonyl-4-[2-(1H-imidazol-1 -yhpyrimidin-4-yi]-N-[2-(1,3-bnzodioxol-
S-yl)ethyl]piperazine-2-acetamide;

1-{eyclohexyl)aminocarbonyl-4-{6-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;

1-(cyclohexyl)aminocarbonyi-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yi]-N-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-carboxamide;

1-{cyclohexyl)aminocarbonyl-4-{6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yi}-N-{(1,4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide;

1-(cyclohexyl)aminocarbonyi-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-z-carboxamide;

1 -(cyclohexyl)aminocarbonyl-4-[6—chloro—2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methylpiperazine-2-acetamide;

1-(cyclohexyl}aminocarbonyl-4-[6-triflucromethyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{-
(1 +4-benzodioxan-6-yl)ethyllpiperazine-2-acetamide;

1 -(cyclohexyl)aminocarbonyl-4-[6-chloro-2—( 1H-imidazo!- 1 —yl)pyrimidin-4-y|]-N~[2-(4f
methoxyphenyl)ethyl]piperazine-2-carboxamide;

1 -(cyclohexyl)aminocarbonyl-4—[6-methyl-2—( 1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-2-yl)methyl]piperazine-2-carboxamide;

1 -(cyclohexyI)aminocarbonyl-4-[6-iso-propy|-2-(1 H-imidazol-1-yl)pyrimidin-4-y1}-N-{(1,4-
benzodioxan-2-y|)methyl]piperazine—2—carboxamide;

1-(cyciohexyl)aminocarbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2,3-
dimethoxyphenyl)methyllpiperazine-2-carboxamide;

1-{cyclohexyl)aminacarbonyl-4-[6-chloro-2-(1 H-imidazol-1 -y)pyrimidin-4-yl}-N-[(2,3-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;
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1-(phenylsuifonyl)aminocarbonyl-4-[6-chioro-2-{1 H-imidazol-1-yi)pyrimidin-d-yf]-N-[2-
(3,4-dimethoxyphenyl)ethyilpiperazine-2-acetamide;

1-(phenylsulfonyl)aminocarbonyl-4-[6-meﬂ1yl-2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N-[(4-
ethoxyphenyl)methyllpiperazine-2-acetamide;

1-(phenylsuifonyl)aminocarbonyl-4-{2-(1 H-imidazol-1 -yhpyrimidin-4-yi]-N-{(4-
ethoxyphenyl)methyl)piperazine-2-acetamide;

1-{phenylsulfonyl)aminocarbonyl-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]- N-[2-(4-
methylphenoxy)ethyl]piperazine-2-acetamide;

1-{phenylsulfonyl)aminocarbonyl-4-[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-y1)- N-[(4-
methylphenyl)methyl]piperazine-2-acetamide;

1-(phenylsuifonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazal-1 -yl )pyrimidin-4-yl)-N-[2-(3-
chloro-4-methoxyphenyl)ethyl]piperazine-2-acetamide;

1-{phenyisulfonyl)aminocarbonyl-4-[6-methyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yi}- N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-(phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide;

1-(phenyisulfonyl)aminocarbonyi-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide;

1-(phenylsulfonyl)aminocarbonyl-4-[6-methyi-2-(1 H-imidazol-1-yl)pyrimidin-d-y1]-N-[(1 4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-(phenylsuifonyl)aminocarbonyi-4-[6-methyl-2-(1 H-imid azol-1-yl)pyrimidin-4-yl}-N-[2-
(1,4-benzodioxan-6-yl)ethylpiperazine-2-acetamide;

1-(phenyisulfonyl)aminocarbonyl-4-{2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yl)ethyljpiperazine-2-acetamide;

1-{phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-d-yl}- N-[(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-(phenylsulfonyf)aminocarbonyl-4-[6-chioro-2-{1H-imidazol-1-yl)pyrimidin-4-yll-N-[(2,5-
dimethoxyphenyl)methyljpiperazine-2-acetamide; '

1-{2-(thien-2-yl)ethyl]-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-y[}-N-[(1,3-benzodioxol-5-
y)methyllpiperazine-2-carboxamide;

1-[2-(thien-2-y|)ethyl]-4-[6-methyl-2-(1 H-imidazol-1-y))pyrimidin-4-y[-N-{(1,3-
benzodioxol-5-yl)methyl}piperazine-2-carboxamide; .

1-[2-(thien-2-yl)ethyl}-4-[6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-acetamide;
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1-[2-(thien-2-yl)ethyi]-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide:

1-[2-(thien-2-yl)ethyl}-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yI]-N-[(2,3-
dimethoxyphenyl)methyllpiperazine-2-acetamide;

1-[2-(thien-2-yl)ethyl]-4-{6-iso-propyl-2-(1H-imidazol-1-ylypyrimidin-d-yl}-N-
[(cyclopropyl)methyllpiperazine-2-acetamide;

1-(4-methoxyphenyl)aminocarbonyl-4-{6-chiora-2-(1 H-imidazol-1 -yhpyrimidin-4-y|)-N-[(4-
chlorophenyl)methyl]piperazine-z-carboxamide;

1-(4-methoxyphenyl)aminocarbonyl-4-{2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(2 4-
dimethoxyphenyli)ethyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)aminocarbonyi-4-[6-methy}-2-(1 H-imidazol-1 -yhpyrimidin-4-yl)-N-
[(1,3-benzodioxol-5-yl)methyijpiperazine-2-carboxamide;

1-(4-methoxyphenyl)aminocarbonyl-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

1-(4-methoxyphenyl)aminocarbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)aminocarbonyl-4-[6-chtoro-2-( 1 H-imidazol-1 -ylpyrimidin-4-yl}-N-
[(1,4-benzodioxan-6-yl)methyllpiperazine-2-carboxamide;

1-(4-methoxyphenyl)aminocarbonyl-4-[6-methyi-2-(1 H-imidazol-1 -yI)pyrimidin—4—yl]—N-[2-
(1,4-benzodioxan-6-yl)ethyl]piperazine-2-acetamide;;

1-(4-methoxyphenyl)aminocarbanyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-
methoxyphenyl)methyljpiperazine-2-acetamide;

1-(3,4-dichlorophenyl)aminocarbonyl-4-{6-methyi-2-(1 H-imidazol-1 -yhpyrimidin-4-yi}-N-
[2-(3,4-dimethoxyphenyl)ethyl]piperazine-2-acetamide;

1-(3.4-dichlorophenyl)aminocarbonyl-4-[2-(1 H-imidazol-1-y})pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

1-(3,4-dichlorophenyl)aminocarbonyl-4-{2-(1 H-imidazol-1 -ypyrimidin-4-yij-N-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-acetamide;

1-(3,4-dichlorophenyl)aminocarbonyl-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-
[(4-methoxyphenyl)methyl]piperazine-2-carboxamide:;

1 -(3,4-dichlorophenyl)aminocarbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(3,5-
dimethoxyphenyl)methyljpiperazine-2-carboxamide:;

1-(methoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-y)pyrimidin-4-yl]-N-{2-(3,4~
dimethoxyphenyl)ethyl]piperazine-2-acetamide;
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1-(methoxy)carbonyi-4-16-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi}-N-[2-(3,4-
dimethoxyphenyi)ethyljpiperazine-2-carboxamide;

1-(methoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 <yl)pyrimidin-4-y1}-N-[{(3-chloro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-(methoxy)carbonyl-4-{6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(3-chioro-4-
methoxyphenyl)ethylipiperazine-2-acetamide;

1-(methoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -y)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide;

1-(methoxy)carbonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide; :

1-(methoxy)carbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[2-(1,4-benzodioxan-6-
yl)ethyl]piperazine-2-carboxamide;

' 1-(methoxy)carbonyi-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-y{}-N-{2-(1 4-benzodioxan-6-

yhethyllpiperazine-2-acetamide;

1-(methoxy)carbanyl-4-[6-chloro-2-(1 H-imidazol-1 -ylypyrimidin-4-y(}-N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-carboxamide;

1-(methoxy)carbonyl-4-{6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-{(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-(methoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-N-
[(cyclopropyl)methyl]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-[6-methyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-{2-(4-
methylphenoxy)ethyl]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyi-4-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-
methylphenyl)methyllpiperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-{6-methyl-2-(1H-imidazol-1 -yDpyrimidin-4-y(]-N-[(1,3-
benzodioxol-5-yl)methyt]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1,3-benzodicxol-5-
yl)methyilpiperazine-2-acetamide;

1-(iso-propoxy)carbonyl-4-{6-methyl-2-(1H-imidazol- 1-yl )pyrimidin-d-yl}- N-{2-(1 4-
benzodioxan-6-yl)ethyl]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi]-N-[(3,4-
dimethoxyphenyl)methyljpiperazine-2-carboxamide;

1-(iso-propoxy Jcarbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-ylpyrimidin-d-yl}-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide;
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1-(iso-propoxy)carbonyl-4-[6-chioro-2-(1 H-imidazol-1 -ylypyrimidin-4-yi}-N-
(cyclopropyl)piperazine-2-acetamide;

1-(n-butoxy)carbonyi-4-[2-(1 H-imidazol-1-yl)pyrimidin-d-y1}-N-[(1,3-benzodioxol-5-
yhmethylpiperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(1,3-benzodioxal-
S-yl)methyl]piperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-{2-(1H-imidazol-1-yl)pyrimidin4-yil-N-[2-(1,3-benzodioxol-5-
yl)ethyl]piperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi}-N-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1,4-
benzodioxan-6-yl)methylpiperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-methyi-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi}-N-[2-(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide;

1+(n-butoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1 -ylpyrimidin-4-yl}-N-[(3,4-
dimethoxyphenyl)methyl]piperazine-2-acetamide:

1-(n-butoxy)carbonyi-4-[6-chloro-2-(1 H-imidazol-1 ~yl)pyrimidin-4-y|]-N-[(3.4-
dimethoxyphenyl)methyl]pipe}azine-2-carboxamide;

1-(2-(methoxy)ethoxy)carbonyl-4-[6-iso—propyl-2-(1' H-imidazol-1-yl)pyrimidin-4-yl}-N-[3-
(4-dimethoxyphenyl)propyf]piperazine-2-carboxamide;

1-(2-(methoxy)ethoxy)carbonyl-4-{6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-
(1,3-benzodioxol-5-yljethyl]piperazine-2-carboxamide:

1-(2-(methoxy)ethoxy)carbonyl-4-[8-iso-propyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-
[(1.4-benzodioxan-6-yi)methyl]piperazine-2-carboxamide;

1-(2~(methoxy)ethoxy)carbonyl-4-{6-(1 H-imidazol-1 -yl)pyrimidin-4-yl)-N-{(1,4-
benzodioxan-6-y))methyljpiperazine-2-carboxamide:;

1-(2-(methoxy)ethoxy)carbonyl-4-[6-methyl-2—(1 H-imidazol-1-ylpyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-acetamide;

1-(2-(methoxy)ethoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-

methoxyphenyl)ethyllpiperazine-2-acetamide;

1-(2-(methoxy)ethoxy)carbonyl-4-{8-chiore-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(3-
methoxyphenyl)ethyl]piperazine-2-carboxamide:

1-(1-methylpropoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y/)-N-[2-(4~
methylphenoxy)ethylipiperazine-2-acetamide;
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1-(1-methylpropoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(1,3-
benzodioxol-5-yl)methyljpiperazine-2-acetamide:;
1-(1-methylpropoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-{(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;
1-(1-methylpropoxy)carbonyl-4-[6-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-
5-yl)methyllpiperazine-2-carboxamide;
1-(1-methylpropoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol- 1 ~yhpyrimidin-d-yl)-N-[(1,4-
benzodioxan-6-ylmethyljpiperazine-2-acetamide;
1-(1-methylpropoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 -ylpyrimidin-4-yl}-N-[(1,4-
benzodioxan-6-yl)methyl)piperazine-2-carboxamide;
1-(1-methylpropoxy)carbonyi-4-[6-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-
6-yl)methyljpiperazine-2-carboxamide;
1-(1-methylpropoxy)carbonyl-4-[2-(1H-imidazol-1-yl)pyrimidin-d-y(J- N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-acetamide: :
1-(1-methylpropoxy)carbonyl-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-y}- N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;
1-(1-methylpropoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3 4-
dimethoxyphenyl)methyljpiperazine-2-acetamide:
' 1-(phenaxy)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(3 4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;
1-(phenoxy)carbonyl-4-[6-methyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(3,4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;
1-(phenoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(3,4-
dimethoxyphenyl)ethyllpiperazine-2-acetamide;
1-(phenoxy)carbonyl-4-[6-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-
yl)methyl]piperazine-2-carboxamide;
1-(phenoxy)carbonyl-4-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(furan-2-
yhmethyllpiperazine-2-acetamide;
1-(phenoxy)carbonyl-4-[6-methyl-2-{1 H-imidazol-1-yl)pyrimidin-d-yi]-N-[{1,4-
benzodioxan-6-yl)methyllpiperazine-2-carboxamide;
1-(phenoxy)carbonyl-4-[6-chloro-2-(1H-imidazol-1-ylpyrimidin-4-yl]-N-[(1,4-
benzodioxan-8-yl)methyljpiperazine-2-carboxamide;
1-(phenoxy)carbonyl-4-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-{2-(1,4-benzodioxan-6-
vi)ethyl]piperazine-2-carboxamide;
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1-(phenoxy)carbonyl-4-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-
methoxyphenyl)methyl}piperazine-2-carboxamide;

1-(phenoxy)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-
dimethoxyphenyl)methyl)piperazine-2-carboxamide:

1-(4-methoxyphenoxy)carbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yi-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-y1]- N-[(1,3-
benzodioxol-5-yl)methyljpiperazine-2-carboxamide;

1-{4-methoxyphenoxy)carbonyi-4-[2-(1 H-imidazol-1-y)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethy!lpiperazine-2-acetamide:

1-(4-methoxyphenoxy)carbonyl-4-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethy(]piperazine-2-carboxamide;

_ 1-(4-methoxyphenoxy)carbonyl-4-[6-(1H-imidazol-1-yl)pyrimidin-4-yi}- N-[( 1 4-

benzodioxan-6-yl)methyl)piperazine-2-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-[2-( 1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-[6-chioro-2-(1H-imidazol-1-ylpyrimidin-4-yi]- N-[2-(4-
methoxyphenyl)ethyl]piperazine-2-acetamide;

1-(4-methoxyphenoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1-y)pyrimidin-4-yi]- N-[(2,4-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-{6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide;

1-((phenyt)methoxy)carbonyl-4-[6-iso~propyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{2-(4-
methylphenoxy)ethyl]piperazine-2-carboxamide;

1-({phenyl)methoxy)carbonyi-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
methylphenoxy)ethyl]piperazine-2-carboxamide;

1-({phenyl)methoxy)carbonyl-4-{2-(1 H-imidazol-1-y!)pyrimidin-4-y{]-N-[(1,3-benzodioxol-
5-yl)ymethyl]piperazine-2-carboxamide;

1-((phenyl)methoxy)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1,3-

benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-{(phenyl)methoxy)carbonyi-4-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-d-y}-N=[{(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide;

1-{(phenyl)methoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxal-5-yl)ethyllpiperazine-2-carboxamide;
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1-{(phenyl)methoxy)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-
benzadioxan-6-yl)methyl]piperazine-2-carboxamide;

1-((phenyl)methoxy)carbenyl-4-{6-chloro-2-(1 H-imidazol-1 -yhpyrimidin-4-yll-N-[(1.4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-({phenyl)methoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-carboxamide;

1-({phenyl)methoxy)carbonyl-4-{2-(1 H-imidazol-1-yl)pyrimidin-d-yl]-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-((phenyl)methoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-y{]-N-[2-(4-
methoxyphenyl)ethyl]piperazine-2-acetamide;

1-({phenylmethoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;

1—((phenyl)methoxy)carbonyl-4-[6-iso—propyl—2—(1H-imidazol-1-yl)pyrimidin-4-y|]-N—[(3,4-
dimethoxyphenyl)methyllpiperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-[2-(1 F-imidazol-1-yi)pyrimidin-4-y(}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-[5-chloro-2-( 1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acatamide;

1-(4-methoxyphenyl)carbonyl-4-[5-chioro-2-{ 1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)carbonyl-4-[6-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyljpiperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1,4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide;

1-{4-methoxyphenyl)carbonyi-4-[6-methyi-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-
benzodioxan-2-yl)methyllpiperazine-2-carboxamide;

1-(pyridin-3-yl)carbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-y(]-N-[2-(3,4-
dimethoxyphenyl)ethyllpiperazine-2-acetamide;

1-(pyridin-3-yl)carbonyl-4-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-
benzodioxol-5-yi)methyllpiperazine-2-carboxamide;

1-(pyridin-3-y!)carbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-{2-(1,3-benzodioxol-5-
yljethyljpiperazine-2-acetamide;
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1-(pyridin-3-yl)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]J-N~[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

1-(pyridin-3-yl)carbonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yI]-N-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-(pyridin-3-yl)carbonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-y[]-N-[2-(1,4-
benzodioxan-6-yl)ethyl]piperazine-2-acetamide;

1-(pyridin-3-yl)carbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]- N~[2-(4-
methoxyphenyl)ethyl}piperazine-2-carboxamide;

1-[2-(4-methoxypheny)ethyl]-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(3-chloro-4-
methoxyphenyl)ethyllpiperazine-2-carboxamide;

1-{2-(4-methoxyphenyi)ethyi]-4-[6-methyi-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide;

1-[2-(4-methoxyphenyi)ethyl}-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-{2-(4-methoxypheny!)ethyl}-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-{2-(4-methoxyphenyl)ethyl]4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyljpiperazine-2-carboxamide;

1 -[2-(4-methoxyphenyl)ethyl]-4-[6-iso-propyllz-(1 H-imidazol-1-yl)pyrimidin-4-y{}-N-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-acetamide;

1-{2-(4-methoxyphenylethyi]-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-
8-yl)methyllpiperazine-2-carboxamide;

1-[2-(4-methoxyphenyijethyl]-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-y{j-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-{2~(4-methoxyphenyl)ethyl]-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
methoxyphenyl)ethyl]piperazine-2-carboxamide;

1-{2-(4-methoxyphenyl)ethyl}-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3.4-
dimethoxyphenyl)methy!lpiperazine-2-carboxamide;

1-1(3,4-dichlorophenyl)methyljcarbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-yhpyrimidin-4-
yl]-N-[2-(3 4-dimethoxyphenyl)ethyllpiperazine-2-acetamide;

1-[(3,4-dichlorophenyl)methyl]carbonyi~4-[6-chioro-2-(1 H-imidazol-1-ylpyrimidin-4-yi}-N-
[(4-methylphenyl)methyllpiperazine-2-carboxamide; .

1-{(3.4-dichlorophenyl)methyllcarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-
[2-(1,3-benzodioxol-5-yl)ethyllpiperazine-2-acetamide;
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1-((3,4-dichlorophenyl)methyljcarbonyl-4-[6-chloro-2-(1 H-imidazal-1 ~yh)pyrimidin-4-yl]-N-
[(3.4.5-trimethoxyphenyi)methyl]piperazine-2-carboxamide;
1-{(34-dichlorophenylimethyllcarbonyi-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y{]-N-
[(3,4-dimethoxyphenyt)methyl]piperazine-2-carboxamide:;
1-{(1,3-benzodioxol-5-y)methyl]carbonyi-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yI)-
N-{2-(3 4-dimethoxyphenyl)ethylpiperazine-2-carboxamide;
1-[{1 ,3-benzodioxol-5-yl)methyl]carbonylé4-[6-iso-propyl-Z-( 1H-imidazol-1-yl)pyrimidin-4-
Yl]-N-{3-(3,4-dimethoxyphenyl)propylpiperazine-2-carboxamide;
1-{{1,3-benzodioxal-5-yl)methyl]carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-
yl]-N-[3-(3,4-dimethoxyphenyl)propyllpiperazine-2-acetamide:
1-[(1,3-benzodioxol-5-yl)methyljcarbonyl-4-[2-(1 H-imidazol-1-yhpyrimidin-4-yl]-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide;
1-[(1,3-benzodioxol-5-yl)methyllcarbonyi-4-[6- iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-
yil-N-{(1,3-benzodioxol-5-yl)methylipiperazine-2-carboxamide:
1-[{1.3-benzodioxol-5-yl)methyljcarbonyl-4-[2-(1 H-imidazol-1 -yhpyrimidin-4-y{}-N-[2-(1,3-
benzodioxol-5-yl)ethyilpiperazine-2-acetamide; . .
1-{(1,3-benzodioxol-5-yl)methyl]carbonyl-4-[5-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxal-5-yl)ethyllpiperazine-2-acetamide;
1-[(1.3-benzodioxol-5-yl)methyljcarbonyl-4-[6-(1 H-imidazol-1-yl)pyrimidin-4-yi]- N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-carboxamide;
1-{(1,3-benzodioxol-5-yl)methyl]carbonyi-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1.4-
benzodioxan-6-yl)methyllpiperazine-2-carboxamide;
1-[(1,3-benzodioxol-5-yl)methyilcarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl}pyrimidin-4-yl}-
N-[(4-methoxyphenylmethyl]piperazine-2-carboxamide; .
1-[(1,3-benzadioxol-5-yl)methyl]carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1-ypyrimidin-d-
yI}-N-[(4-methoxyphenyl)methyl]piperazine-2-carboxamide;
1-[(1,3-benzodioxol-5-yl)methyl]carbonyi-4-[6-(1 H-imidazol-1-y|)pyrimidin-4-yl}- N-[(4-
methoxyphenyl)methyljpiperazine-2-carboxamide; '
1-[{1,3-benzodioxol-5-yl)methyl]carbonyl-4-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-
N-(2-phenylcyclopropyl)piperazine-2-carboxamide;
1-methylsuifonyi-4-[2-(1 H-imidazol-1-yt)pyrimidin-4-yl}-N-[2-(1,3-benzodioxol-5-
yljethyl]piperazine-2-carboxamide;
N-[(3,4-dimethoxyphenyl)methyl]-1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl}pyrrolidine-2-
carboxamide;
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N-{((3,4-dimethoxyphenyl)methyi]-1-[2-( 1H-imidazol-1 -yDpyrimidin-4-ylpyrroliding-2-
acetamide;

N-{(3.4-dimethoxyphenyl)ethyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yljpyrrolidine-2-
acetamide;

N-{(1,3-benzodioxol-5-yl)methyi}-1-[2-( H-imidazol-1 -yl)pyrimidin-4-yf]pyrrolidine-2-
acetamide;

N-{(1,3-benzodioxol-5-yl)ethyl]-1-[2-( 1H-imidazol-1 -yhpyrimidin-4-yl]pyrrolidine-2-
carboxamide;

N-{(1,3-benzodioxol-5-yl)methyl]-1-[2~( 1H-imidazol-1 -yi}-6-methylpyrimidin-4-
ylpyrrolidine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -yh)-8-ethylpyrimidin-4-y/]pyrrolidine-
2-acetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-1-[2-( 1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-
yllpyrrolidine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)ethyl]-1-[2-( 1H-imidazol-1 -yl)-6-ethylpyrimidin-4-yl)pyrrolidine-2-
carboxamide;

N-(1,3-benzodioxol-5-yl)ethyl]- 1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yljpyrrolidine-
2-carboxamide;

N-{(3-chloro-4-methoxyphenyl)methyl]-1-[2-( 1H-imidazol-1 -yhpyrimidin-4-yl]pyrrolidine-2-
acetamide;

N-(3-chloro-4-methoxyphenyl)ethyl]-1-[2-( 1H-imidazol-1 -yl)-6-ethylpyrimidin-4-
yllpyrrolidine-2-carboxamide;

N-{{4-methoxyphenyl)ethyl]-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-ylipyrrolidine-2-
carboxamide;

N-{(3,4-dihydroxyphenyl)ethyl]-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-ylJpyrrolidine-
2-carboxamide;

N-octyl-1-{2-(1H-imidazo!-1-yl)-6-methylpyrimidin-4-ylpyrrolidine-2-carboxamide;

N-{phenylpropyl}-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yi]pyrrolidine-2-

~ carboxamide;

N-{(pyridin-3-yl)ethyl}-1-{2-( TH-imidazol-1 -yl)-6-methylpyrimidin-4-yljpyrrolidine-2-
carboxamide;

N-[(morpholin-4-yl)ethyl]-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yljpyrrolidine-2-
carboxamide;
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N-{(2-methoxypyridin-5-yl)methyi}-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllpiperidine-2-carboxamide;

N-[(2-methylpyridin-5-yl)methyl]-1 -[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-
yilpiperidine-2-carboxamide;

N-[(1,3-benzodioxol-5-yl)ethyl}-2-[[2-( H-imidazo!-1 -yl)-6-methylpyrimidin-4-

yllaminojacetamide;

N-{(1,3-benzedioxcl-5-yl)ethyl]-2-[[2-( 1H-imidazol-1 -yh)pyrimidin-4-yljaminojacetamide;

N-{(1.3-benzadioxol-5-yl)ethyl]-2-[[2-(1H-imidazol-1 -yl)-8-methylpyrimidin-4-
yl{methyllamino)acetamide;

2-[[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl|(methyl)amino}- N-octylacetamide;

N-{(1,3-benzodioxol-5-ytethyl]-2-[{2-( 1H-imidazol- 1 -yh)-6-methylpyrimidin-4-
yll(phenylmethyl)amino)acetamide:

N1 ,3-benzbdioon-5-yl)ethyI]-2-[[2-( 1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-
yllaminojacetamide;

N-{(1,3-benzodioxol-5-yl)ethyl}-2-[[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}{(1,3-
benzodioxol-5-yl)methy/Jamino]acetamide;

N-(3.4-dimethoxyphenyl)ethyl}-2-[[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-
yll(methyl)amino}acetamide; .

N-{(1,3-benzodioxol-5-yl)ethyl}-2-[{2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yl[(morpholin-4-yl)ethyljamino}acetamide:;

N-[(1,3-benzodioxol-5-yl)ethyl]-2-{[2-( 1 H-imidazol-1-yl)pyrimidin-d-
yli{methyl)aminojacetamide;

N-{(1,3-benzodioxol-5-yl)ethyl]-2-[[2-( 1H-imidazol-1-yi}-6-methylpyrimidin-4-
yll(methylethyl)aminojacetamide:

N-[(1,3-benzodioxol-5-oxy)ethyl}-2-[[2-( 1H-imidazol-1-y|}-6-methylpyrimidin-4-
yll(methyt)amino)acetamide;

N-{(1,3-benzodioxel-5-yl)ethyl]-2-[[4-( 1 H-imidazol- 1-yl)-6-(methylethyl)pyrimidin-2-
yljamino]acetamide;

N-[(1,3-benzadioxol-5-y)ethyl]-2-[[4-( 1 H-imidazol-1-y!}-6-methylpyrimidin-2-
yllamino]acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-3{[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-
yllamino]propionamide;

N-{(4-trifluoromethylpheny|)methyl]-3-[[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-
yllamino]propionamide;
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N-[(1,3-benzodioxol-5-yljethyl}-3-[[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-
yllamino]propionamide;

N-{(1,3-benzodioxal-5-oxy)ethyl)-2-(1 H-imidazol-1-y|)pyrimidinpyrimidine-4-amine;

N-[(1,3-benzodioxol-5-yl)ethyl]-4-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-1-(2-
methyl-1-oxopropyl)piperazine-2-acetamide;

N-{(4-methoxyphenyi)ethyl]-4-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yi]-1-(2-methyl-
1-oxopropyl)piperazine-2-acetamide;

N-{(4-nitrophenyl)methyl)-1-{2-( 1H-imidazo!-1 -Yl)-6-methylpyrimidin-4-yllpiperidine-2-
acetamide;

N-[[4-(acetytamino)phenyl]methyl}-1-[2-( 1H-imidazok1 -yl)-6-methylpyrimidin-4-
yl]piperidine-2-acetamide; ,

N-[[4-(methylsuifonylamino)phenyllmethyl}-1-[2-( 1 H-imidazol-1 -yh)-6-methylpyrimidin-4-
yllpiperidine-2-acetamide;

NH{(2,3-dihydrobenzofuran-5-yl)methyl]-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yl)piperidine-2-acetamide;

N-(indan-5-yl)methyl]-1-[2-( 1H-imidazol-1-y1)-6-methy| pyrimidin-4-yl)piperidine-2-
acetamide;

N-[(3-chioro-4-methoxyphenyl)methyl}-1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yljpiperidine-2-
acetamide;

N-(1,3-benzodioxcl-5-yl)methyl]-1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-4-(1-
oxopropylipiperazine-2-acetamide;

N-[(4-methoxyphenyl)aminocarbonyl]-1-[2-( 7H-imidazol-1-yl)pyrimidin-4-yl|piperidine-2-
methaneamine;

N-(1,3-benzodioxol-5-yl)methytcarbonyl]-1-{2-{ 1 H-imidazol-1-yl)pyrimidin-4-
yilpiperidine-2-methaneamine;

N-[(4-methoxyphenoxy)carbonyl}-1-[2-( 1H-imidazol-1-yl)pyrimidin-4-ylpiperidine-2-
methaneamine;

N-[(4-methoxyphenyl)methylcarbonyl}-1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl]piperidine-2-

methaneamine;

N-[(1,3-benzodioxol-5-yl)carbonyl)-1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-
yi]piperidine-2-ethaneamine;

2,4-bis( 1H-imidazol-1-yl}-6-methylpyrimidine;

N-{(1,3-benzodioxal-5-yl)methyl}-1-[2-( 1H-imidazol-1-yl)-5-methylpyrimidin-4-yl]-4-
(phenyimethyl)piperazine-3-acetamide;
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N-(3,4-dimethoxyphenyl)ethyl)-6-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-methyl-5,6,7,8,-
tetrahydropyrido[5,6-c]pyrimidine-4-amine;

2-[[2-(1H-imidazol-1-yl)-6-methytpyrimidin-4-yilamina}-N-{(1 ,3-benzodioxol-5-y/ymethyl]-
4-methylthiobutanamide;

2-[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yllamino]-N-{(1 \3-benzodioxol-5-yl)ethyl}-4-
methylthiobutanamide;

2-[f2-( 1H-imidazol-1 -yI)-6-methylpyrimidin-4-yljlamino]- N-[(4-methoxyphenyl)methyl}-4-
methylsulfonyltbutanamide:

2-{{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-ylJamino]-N-{(1 +3-benzodioxol-5-yl)ethyl}-4-
(butylthio)butanamide;

2-[[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-ylJaminc]-N-{{cyclopropyl)methyt}-3-[(3,4-
dimethylphenyl)methylthio]propanamide;

2-[[2-(1 H-imidazol-1-yI)—6-me’(hyIpyrimidin—4-y|]amino]-N-[(2,5-dimethoxyphenyl)methyI]-
3-methyl-3-[(phenyimethyl)thio]butanamide;

2-[[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yljlaminol-N-{(4-chlorophenyl)methyl}-3-
thiophenepropanamide;

5-[[2-{ 1H-imidazol-1 -yl)-8-methylpyrimidin-4-yllamino]-N-[(1,3-benzodioxol-5-
yl)methyl]pentanamide;

5-[[2-(1H-imidazol-1-yl)-8-methylpyrimidin-4-ylJamino]-N-[(1,4-benzodioxan-6-
yl)ethylpentanamide;

7-[[2-{1H-imidazol-1-y| )-6-methylpyrimidin-4-ylJamino]-N-(2-
phnenyicyclopropyl)heptanamide;

2-{[2-(7H-imidazol-1-y1)-6-methylpyrimidin-4-ylJamino]-[(3-chloro-4-
methoxyphenyl)ethyllacetamide;

2-[{2-(1H-imidazol-1-yl)-6-methyl pyﬁmidin4-yl]émino]— N-{(1,3-benzodioxol-5-
yljethyllacetamide;

2-[[2-( H-imidazol-1-yl)-6-methylpyrimidin-4-ylJamino]-N-{(1,4-benzodioxan-6-
yhethyljacetamide;

2-{[2-( 1H-imidazol-1-yl)-8-methylpyrimidin-4-yljamino]-N{(4-
methoxyphenyl)ethyllacetamide;

4-{[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yllamino}- N-{(1,3-benzodioxol-5-
yl)ethyllbutanamide;

2-[{2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yllamino]-N-[(4-chlorophenylethyl}pyridine-
3-propanamide;
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2-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y1]-N-[(1,4-benzodioxan-6-
yhethyllisequinaline-3-carboxamide;

1-{2-(1H-imidazol-1 -yi}-6-methylpyrimidin-4-y1]-N-{(3,4-dimethoxyphenyl)ethyljpiperidine-
2-acetamide;

1-[2-(1H-imidazol-1 -y!}-6-methylpyrimidin-4-yI}-N-[(4-ethoxyphenyl)methyllpiperidine-2-
acetamids;

1-[2-(1H-imidazol-1 -yl}-6-methylipyrimidin-4-yI}-N-[(4-methylphenoxy)ethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-[(4-methyIphenyI)methyI]piperidine-z-
acstamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(4-chlorophenyl)methyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N{(3-chloro-4-
methoxyphenylimethyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-y)-6-methy|pyrimidin-4-yI)-N{(3-chloro-4-
methoxyphenyl)ethyt]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)ymethyljpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1}-6-methyipyrimidin-4-yi]-N-[( 1,3-benzodioxol-5-
yl)methyljpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-{(1,3-benzodioxal-5-yl)ethyl]piperidine-
2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{{1,3-benzodioxol-5-yl)ethyl}piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1,4-benzodioxan-6-y)methyl]piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yi)-6-methylpyrimidin-4-yl]-N-[(1,4-benzodioxan-6-
yhmethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin~4-yl]-N-[(4-methoxyphenyl)methyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyipyrimidin-4-yi]-N-{(4-methoxyphenyl)ethyl]piperidine-2-
acetamide;

1-[2-(7H-imidazol-1-yl)-6-methyipyrimidin-4-yi}-N-[(2,4-
dimethoxyphenyl)methyl]piperidine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-{(3.4-
dimethoxyphenyl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)methyl]piperidine-2-
acetamide;

4-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yl]-N{(1,3-benzodioxol-5-
yhethyllthiomorpholine-2-acetamide;

4-[2-(1H-imidazol-1-yl}-6-methyipyrimidin-4-yl}-N-{(4-
methoxyphenyl)ethyilthiomorpholine-2-acetamide;

4-{(dimethylethoxy)carbonyl}-1-[2-(1 H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(3-
chloro-4-methoxyphenyl)methyllpiperazine-2-acetamide;

4-[(dimethylethoxy)carbenyi]- 1-[2-( 1H-imidazol-1-yl »6-methylpyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyljpiperazine-2-acetamide;

4-[(dimethylethoxy)carbonyi]- 1-[2-( 1H-imidazol-1 -yl)-6-methyipyrimidin-4-yl}-N-[(1,3-
benzadioxol-5-yl)ethyllpiperazine-2-acetamide;

4-[(dimethylethoxy)carbonyi]- -[2-( 1H-imidazol-1-yl )-6-methylpyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyl)piperazine-2-acetamide;

4-{(dimethylethoxy)carbonyl]- 1-[2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl}-N-[(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide;

4-{(dimethyiethoxy)carbonyl]-1-[2-(1 H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[(4-
methoxyphenymethyli]piperazine-2-acetamide;

4-{(dimethylethoxy)carbonyl]-1-[2-( 1H-imidazal-1 -yl)-6-methylpyrimidin-4-yl}-N-{(3,4-
dimethoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yl}:N-[(1,3-benzodioxol-5-
yl)methyl]piperidine-3-carboxamide;

1-[2~(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi|-N-[(1,3-benzodioxol-5-yl)ethylpiperidine-
3-carboxamide;

1-[2-(7H-imidazol~1-yl)-6-methyipyrimidin-4-yl}-N-[(1,4-benzodioxan-6-
yl)methyljpiperidine-3-carboxamide;

1-[2-(1H-imidazol-1-y)-6-methylpyrimidin-4-yl|-N-[(4-methoxyphenyl)methyl]piperidine-3-
carboxamide; '

1-{2-(1H-imidazol-1-yl)-6-methytpyrimidin-4-yl}- N-{(3,4-
dimethoxyphenyl)methyl]piperidine-3-carboxamide; .

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yl}-N-[(3-chloro-4-
methoxyphenyl)methyl]piperidine-3-acetamide;
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1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yl]-N-[(1,3-benzodioxol-5-
ylymethyl]piperidine-3-acetamide;
1-[{2-(1H-imidazol-1-y1)-6-methyipyrimidin-4-yi]-N-[(1 .3-benzodioxol-5-yl)ethyl]piperidine-
3-acetamide;
5 1-{2-( 1H-imidazol-1-yl)-6-methyipyrimidin4-y(]-N-[{1 4-benzodioxan-6-
yl)ymethyl]piperidine-3-acetamide;
1-[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-{(1 A-benzodioxan-6-yl)ethyl]piperidine-
3-acetamide;
1-[2-(1H-imidazol-1-yI)-6-methylpyrimidin-4-yI]-N—[(4-methoxyphenyl)melhyl]piperidine-3-
10 acetamide;
1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yIJ-N-[(4-methoxyphenyhethyllpiperiding-3-
acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-[(2,4-
dimethoxyphenyl)methyllpiperidine-3-acetamide;
15 1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI-N-[(3,4-
dimethoxyphenyl)methyl]piperidine-3-acetamide;
1+[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yi}-N-[(1,4-benzodioxan-6-
ylyethyl]pyrrolidine-2-carboxamide;
1-4{2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl)ethyllpyrralidine-2-
20 carboxamide;
1-[2-(1H-imidazol-1-yl)-6-methy|pyrimidin-4-yI]-N-[(4-methoxypheny|Jethyl]pyrrolidine-2-
carboxamide;
1-{[2-(1H-imidazol-1-y)-6-methylpyrimidin-4-yl(methyl)amino]- N-[(1,3-benzodioxol-5-
ylethylJacetamide;
25 1-{[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yll(methy!)amino}-N-[(1,4-benzodioxan-6-
yhethyilacetamide;
1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl )ethyl]-4-
methylpiperazine-2-acetamide;
_ 1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[{4-ethoxyphenyl)methyl]-4-
30  methylpiperazine-2-acetamide;
1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-methylphenyl)ethyl}-4-
methylpiperazine-2-acetamide;
1-{B-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-chiorophenyl)methyl}-4-
methylpiperazine-2-acetamide;
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1-[2-(1H-imidazal-1-yl)-6-methylpyrimidin-4-yl}-N-{(4-chlorophenylmethyl]-4-
methylipiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-chlorophenyl)ethyl}-4-
methylpiperazine-2-acetamide;

1-[6-chiorg-2-( 1H-imidazol-1 -yl)pyrimidin-4-yf)-N-[{3-chioro-4-methoxyphenyl)methyl]-4-
methylpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-chloro-4-methoxyphenyl)ethyl}-4-
methyipiperazine-2-carboxamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenyl)ethyl}-4-
methylpiperazine-2-carboxamide;

1-[6-chloro-2-(1H-imidazol-1 -yI)pyfimidin-4-yI]-N—[(3 ~o-dimethoxyphenyl)ethyi}-4-
methylpiperazine-2-acetamide;

121 H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[{ 1,3-benzodioxol-5-yl)ethyl]-4-

methylpiperazine-2-acetamide;

1-[6-chlcro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{{ 1 ,4-benzodioxan-6-yl))methyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-8-methyIpyrimidin-4-yi]-N-[(1,4-benzodioxan-6-yi))methyl}-4-
methylpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[( 1,4-benzodioxan-6-yl)ethyl]-4-
methylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)methyl]-4-
methylpiperazine-2-acetamide; -

1-[6-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]}-N{(3-methoxyphenyl)methyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2-methoxyphenyl))methyl]-4-methylpiperazine-
2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-methoxyphenyl)ethyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-trifluoromethy! pyrimidin-4-yi]- N-{[4-(2-
methoxyethoxy)phenyl))methyl)-4-methylpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yi]-N-[(3,4-dimethoxyphenyl)methyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yi)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenyl)methyl}-4-
methylpiperazine-2-acetamide;




10

15

20

25

30

WO 98/37079 PCT/US98/03176
-159 -

1-[6~(1H-imidazol-1 ~yl)pyrimidin-4-yi}-N-{(cyclopropyl)methyl]-4-methylpiperazine-2-
acetamide;

1-{6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl]-N-[(indan-5-y)methyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(4-ethoxyphenyl)methyl}-4-
butylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl]-N-{(4-methylphenyl)methyl]-4-
butypiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3-chloro-4-methoxypheny!imethyt)-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yI}-N-[(3-chloro-4-
methoxyphenyl)methyl]-4-butylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 \3-benzodioxol-5-ylymethyl}-4-
butylpiperazine-2-acetamide;

1-{2~(1H-imidazol-1-yl)-6-methylethy| pyrimidin-4-yi}-N-[(1,3-benzodioxol-5-y)methyl}-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl}-N-[{1,3-benzodioxol-5-yl)ethyl]-4-
butylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazoi-1 -yl)pyrimidin-4—yl]-N~[(‘1 3-benzodioxol-5-yl)ethyl]-4-
butylpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 ,3-benzodioxol-5-yl)ethyl]-4-butylpipérazine-z-
acetamide;

1-[6-chloro-2-( TH-imidazol-1-yl)pyrimidin-4-yl]-N-{(1,4-benzodioxan-6-ylethyl}-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)ethy|}-4-
butylpiperazine-2-acetamide;

1-[2-{1H-imidazol-1-y})pyrimidin-4-yt}-N-[1,4-benzodioxan-6-yl)ethyl]-4-butylpiperazine-2-
acetamide; )

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)ethyl]-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-ylj-N-{(4-methoxyphenytmethyi]-4-
butylpiperazine-2-acetamide;

1-[B-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-methoxyphenyl)methyl}-4-
butylpiperazine-2-acetamide;
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1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[{4-methoxyphenyl)methyl}-4-butylpiperazine-2-
acetamide;

1+[2-(1H-imidazol-1-yl)pyrimidin-4-yI}-N-{(3,4-dimethoxyphenyl ymethyl}-4-
butylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 ~yl)pyrimidin-4-yi]-N-[(4-methylphenyl)methyl}-4-[(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-{ 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(4-chiorophenyl)methyl}-4-{(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-( 7H-imidazol-1 -ylypyrimidin-4-y1}-N-[{3-chioro-4-methoxyphenyl)methyl]-4-
[(4-methoxyphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-(7 H-imidazol-1-yf)pyrimidin-4-yl]-N-{(3-chloro-4-methoxyphenyl)ethy(]-4-
[(4-methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-d-yl]-N-[(1 ,3-benzodioxol-5-yl)methyi]-4-[(4-
methoxyphenyi)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y(}-N-[(1,3-benzadioxol-5-yl)ethyl]-4-[(4-
methoxyphenyl)methyljpiperazine-2-acetamide;

1-{6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yI]-N-(1,3-benzodioxol-5-yl )ethyl]-4-[(4-
methoxyphenyl)methyl}piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(1,4-benzodioxan-6-yl)methyl]-4-[(4-
methoxyphenyl)methyljpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-y!)-6-(methylethyl)pyrimidin-d-yl}-N-{(1 ,4-benzodioxan-6-yl)methyl]-
4-[(4-methoxyphenyl)methyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzadioxan-6-yl)ethyl]-4-[(4-
methoxyphenyl)methyi]piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl)-N-[(1 4-benzodioxan-6-yl)ethyl]-4-[(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-ylyethyl]-4-[(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-B-(metherthyl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-[(4-
methoxyphenyl)methyljpiperazine-2-acetamide;

142-(1H-imidazol-1-yl)-6-trifluoromethylpyrimidin-4-yl]-N-(2-phenylcyclopropyl)-4-[(4-
methoxyphenyl)methyljpiperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(3,4-dimethoxypheny! Ymethyl}-4-{(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]—N-[(4-methylphenyl)methyl]-4—[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -y1)-6-methylpyrimidin-4-yi}-N-{(1 ,3-benzodioxol-5-yl)methyl}-4-[(3 4-
dichlorphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-y1}-N-[(1 ,3-benzodioxol~5—yl)ethyl]-4-[(3,4-
dichlorphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 ,4-benzodioxan-6-yl)methyl}-4-[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-{(1 A-benzodioxan-6-y)methyl]-4-[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide;

~ H2-(1H-imidazol-1-yi)pyrimidin-4-yl]-N-[{1 4-benzodioxan-6-yl)ethyi]-4-[(3,4-

dichlorphenyl)methyl)piperazine-2-acetamide:

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)ethyl]-4-[(3,4-
dichlorphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -ylpyrimidin-4-yl]-N-[(4-chloroxyphenyl)methyl}-4-{(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{{-[( 1,3-benzodioxol-5-yl)methy]-4-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-y)pyrimidin-4-yi]-N-{{-[(1,3-benzodioxol-5-yl)methyi]-4-
[(1,3-benzodioxol-5-yl)methyl]piperazine-2-acetamide:

1-{2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{{(-{(1 ,+3-benzodioxal-5-yl)ethyi]-4-{(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)-ﬁ-methylpyrimidin-4-y|]-N-[(1 \3-benzodioxol-5-yl)ethyl]-4-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yI]-N-[(1 J4-benzodioxan-6-yl)methyl}-4-{(1,3-
benzodioxol-5-yl)methyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yt)-8-methylpyrimidin-4-yl]-N-{(1 ,4-benzodioxan-6-yl)methyl]-4-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl)methyll-4-[(1,3-
benzodioxol-5-yl)methylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI}-N-{(1 J4-benzodioxan-6-yl)ethyl}-4-[(1,3-
benzodioxol-5-yl)methyl}piperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 A-benzodioxan-6-yljethyl}-4-[(1,3-
benzodioxal-5-yl)methyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-d-y}-N{(1 4-benzodioxan-6-yl)ethyi]-4-[(1,3-
benzadioxol-5-yl)methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)methyl]-4-[( 1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-yll-N-{(4-methylphenyl )methyil-4-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yl]-N-{(4-methylphenyl)methy!}-4-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-[6-(7H-imidazol-1 -ylpyrimidin-4-y{]-N-{(3-chioro-4-methoxypheny Jethyl}-4-[(1,4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N{(3,5-dimethoxypheny! ymethyl]-4-[(1,4-
benzodioxan-6-yt)methyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-y)methyl]-4-[(1.4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide:

1-[6-chloro-2-( 1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ~-benzodioxan-6-yi)methyl}-4-[(1,4-
benzodioxan-6-yl)methyipiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-{(4-methoxypheny!)methyl]-4-[(1 4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;

1-[6-(1H-imidazol-1 -ylpyrimidin-4-yl]-N-{(4-methoxyphenyl)methyl]-4-[(1,4-benzodioxan-
6-ylimethyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-[(3-methoxyphenyl)ethyi]-4-[(1.4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide:

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(2-thiophenyl)ethyl}-4-{(1,4-benzodioxan-6-
yl)methyl]piperazine-2.acetamide;

1-[2-(1H-imidazol-1-yl)—6-triﬂuoromethylpyrimidin-4-y|]-N-[(3,5-dimethoxyphenyl)methyl]-
4-[(1.4-benzodioxan-6-y)methyllpiperazine-2-carboxamide; l

1-[2-(1 H-imidazol-1-yl)-6—methylpyrimidin-4-y|]-N-[(1-adamantyl)methyl]—4—[(1 4
benzodioxan-6-yl)methytjpiperazine-2-carboxamide:

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(5-indanyl)methyi]-4-[(1 4-benzadioxan-6-
yl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-y1}-N-[(3,4-dimethoxyphenyi)ethyl}-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;
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1+[2+( 1H-imidazol-1 -yI)—6-(methylethyl)pyrimidin-d»yl]-N-[(?.,4-dimethoxyphenyl)propyl]-4-
[(pyridin-3-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2—(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4—ethoxyphenyI)methyl]-4-[(pyridin—3—
yl)methyllpiperazine-2-acetamide;

1-[2-(1H-imidazo|-1-yI)-S-methylpyrimidin-4-y|]-N-[(4-ethoxyphenyl)methyl]-4-[(pyridin-3-
yl)methyl]piperazine-z-aoetamidé;

1-[6~chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methylphenoxy)ethyl]-4-[(pyridin-3-
y)methyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H—imidazol-1-yl)pyrimidin-4-y|]-N-[(4—methyIpheny|)methyl]-4-[(pyridin-3-
yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(7 H-imidazo|-1-yI)pyrimidin-4-y|]-N-[(3-chIoro-4-methoxyphenyl)methyl]—4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-{(1 .3-benzodioxol-5-yl)methyl}-4-
{(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-ylymethyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 .3-benzodioxol-5-yl)ethyl]-4-{(pyridin-
3-yl)methyl}piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yI)-G-methylpyrimidin-4-yll]-N-[(1 4-benzodioxan-6-yl)methyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyt) pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-y| )methyl]-
4-[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y1}-N-[(1 4-benzadioxan-6-y)methyl]-4-
[(pyridin-3-yl)methyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,4-benzodioxan-6-y)methyl]-4-[(pyridin-3-
yhmethyl]piperazine-2-acetamide;

1-2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y{]-N-[(1,4benzodioxan-6-yl)mathyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yI)pyrimidin-4-yl]-N—[(4-methoxyphenyI)methyl]-4-[(pyridin-

3-yl)methyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-methy|pyrimidin-4-y(}-N-[(4-methoxyphenyl)methyi]-4-{(pyridin-
3-yl)ymethyllpiperazine-2-acetamide; i

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(3-methoxyphenyl)methyl}-4-[{pyridin-
3-yl)methyllpiperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl]-4-[(pyridin-3-
yhmethyllpiperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yI)-6-(methylethyl)pyrimidin-4-yl]-N-[(2,6-dimethoxyphenyl)methyl]—
4-[(pyridin~3-yl)methyl]piperazine-2-carboxamide;

1-2-(1 H—imidazol-1-yI)-6-(metherthyI)pyrimidin-4-y|]-N-[(3,4~dimethoxyphenyl)methyl]-
4-[(pyridin-3-yl)methyl]piperazine-z-acetamide;

1-[2-(1H-imidazol-1 -yI)pyrimidin-4-yl]-N-[(cyc|opropyl)methyl]-4-[(pyridin-3-
yhmethyllpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-yf}-N-[(1 .3-benzodioxol-5-yl)methyl]-4-[(3-
ﬂuoro-4-methoxyphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-d-ylJ-N-[(1 ,3-benzodioxol-5-yl)ethyl}-4-{(3-
fIuoro-4-methoxyphenyl)methyl]piperazine-2—acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 »3-benzodioxal-5-yl)ethyl]-4-[(3-fluoro-4-
methoxyphenyl)methyilpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N{(1 4-benzodioxan-6-yymethyl]-4-[(3-
fluoro-4-methoxyphenyl)methyljpiperazine-2-acetamide; .

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yl)ethyl]-4-[(3-fluoro-4-
methoxyphenyl)methyi]piperazine-2-acetamide; ’

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl]-4-[(3-ﬂuoro-4-
methoxyphenyl)methyljpiperazine-2-acetamide:;

1-42-( 1H-imidazol-1-y1}-6-methylpyrimidin-4-yl}-N-{(4-methoxyphenyijethyl}-4-[(3-fluoro-
4-methoxyphenyl)methyljpiperazine-2-acetamide:

1-[2-(1H-imidazol-1-yI)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)methyl]-4-[(3-f|uoro—4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[{ 1-adamanty! )ymethyl]-4-{(3-fluoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-{6-chloro-2-{ 1H-imidazol-1 -yi)pyrimidin-4-yl]-N-{(cyclopropyl)methyl}-4-[(3-fluoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide:

1-[6-chloro-2-(7H-imidazol-1 -yhpyrimidin-4-yi]-N-{(3,4-dimethoxyphenyl)ethyl]-4-
acetyipiperazine-2-acetamide;

1-[2-(1 H-imidazol-1-y1)-6-methylipyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl)ethyl}-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-{ 1H-imidazol-1 -yi)pyrimidin-4-yl}-N-{(4-ethoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide;
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1-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin—4-yl]-N-[(4-ethoxyphenyl)mathyl]-4-
acetylpiperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methyIphenyI)methyl]-4-
acetylpiperazine-2-acetamide;
5 1-[2-(1H—imidazol-1-yI)-6-(methylethyl)pyrimidin-4-yI]-N-[(4-methylpheny|)methyl]-4-
acetylpiperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin—4-yl]-N-[(4-methy|phenyl)methyl]-4-acetylpiperazine-2—
acetamide;
1-[6-chloro-2-(1H—imidazol-1-yl)pyrimidin-4-yl]-N-[(4-chIorophenyl)ethyl]-4—
10  acetylpiperazine-2-acetamide;
1-[6-chloro-2-(1H—imidazol-1-yI)pyrimidin-4-y|]-N-[(4-methoxy-3-chIorophenyl)methyl]-4-
acetylpiperazine-2-acetamide;
' 1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-yl]-N-[(4-methoxy-3-chIorophenyl)methyl]-4-
acetylpiperazine-2-acetamide;
15 1-[2-( 1H-imidazol-1 -yi)-6-(methylethyl)pyrimidin-4-y1-N-{(4-methoxy-3-
chlorophenyl)methyl]-4-acetylpiperazine-2-acetamide;
1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-methoxy-3-chiorophenyl)methyl]-4-
acetylpiperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{(4-methoxy-3-chiorophenyl)ethyi}-4-
20 acetylpiperazine-2-acetamide;
1-[2-( 1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin~4-yl]-N-[(3,5-dimethoxyphenyl)ethyl]-4-
acetylpiperazine-2-carboxamide;
1-{2-( TH-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 ,3-benzodioxol-5-yymethyl]-4-
acetylpiperazine-2-acetamide;
25 1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-{(1 ,3-benzodioxol-5-yl)ethyl}-4-
acetylpiperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-G-(metherthyl)pyrimidin4—yl]-N—[(1,3-benzodioxol—5-yl)ethyl]—4-
acetylpiperazine-2-acetamide;
. ) 1-[6-chloro-2—(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3,4,S-trimethoxyphenyl)methyl]-4-
30  acetylpiperazine-2-acetamide;
1-[6-chtoro-2-(1H-imidazol-1-yl)pyrimidin-4-yI}-N-[(1 JA-benzadioxan-6-yl)methyl]-4-
acetylpiperazine-2-acetamide;
1-[6-chtoro-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 /4-benzodioxan-6-yl)ethyl}-4-
acetylpiperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y{}-N-{(1 ,4-benzodioxan-6-yl)ethyl}-4-
acetylpiperazine-2-acetamide;

1-{6-( 7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 \4-benzodioxan-6-yl)ethyl]-4-acetylpiperazine-
2-acetamide;

1-[2-(1 H-imidazol-1-yl)-G-(methylethyl)pyrimidin-4-y|]-N—[(4-methoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxypheny! Jmethyl]-4-
acetylpiperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyI)methyl]—4-acetylpiperazine-z-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yH-N-[(3-methoxyphenyl ymethyl}-4-
acetylpiperazine-2-acetamide;

1-{6-chlore-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N{(3-methoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(4-methoxyphenyl)ethyl]-4-
acetylpiperazine-2-acetamide;

1-{B-chloro-2-( 7 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(3-methoxyphenyl e thyl}-4-
acetylpiperazine-Z-acetamidé;

1-[6-chloro-2-( 1H-imidazol-1 -yI)pyrimidin4—yl]—N-[(3,4-diﬂuoroxyphenyl yethyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yi)pyrimidin-4-yl]-N-[(1 4-benzodioxan-2-yl)methyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-( 7H-imidazol-1-yt)pyrimidin-4-y{}-N-(2-phenyicyclopropyl)-4-
acetylpiperazine-2-acetamide;

1-[6-(1H-imidazol-1-yl)pyrimidin-4-yl)-N-[(3,4-dimethoxyphenylimethyl]-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(3,4-dimethoxypheny| )methyl)-4-
acetylpiperazine-2-acetamide; ‘

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-(cyclopropyl)-4-acetylpiperazine-2-
acetamide;

1+[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(indan-5-yl)methyl]-4-acetylpiperazine-

2-acetamide;
.1-[B-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(3 4-dimethoxyphenylethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazo|-1-yI)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-(3-methy|-
1-oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methyIphenyl)methyl]-4-(3-methyla1-
oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yl}-N-{{4-chlorophenyl)methyl}-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-{6-(1 H-imidazol-1-yI)pyrimidin-4-y|]-N—[(4-chIorophenyl)ethyl]—4-(3-methyl-1 -
oxabutyl)piperazine-2-acetamide;

1-[6-chloro-2—(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-chIorophenyl)ethyl]-4-(3—methyl-1 -
oxobutyl)piperazine-2-acetamide;

1-{6-chloro-2-(1 H-imidazol-1-yl}pyrimidin-4-yl]-N-{(4-methoxy-3-chliorophenyl)methyi]-4-
{3-methyl-1-oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin-4-yI]-N—[(4-methoxy-3-chloropheny|)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazel-1-yl)pyrimidin-4-yi}-N-{(4-methoxy-3-chioropheny Jethyl)-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-d-yi]-N-[{1,3-benzodioxal-5-yimethylj-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[6-(7H-imidazoi-1-yhpyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)methyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yi]-N-[(1,3-benzodioxol-5-yl)methyl]-4-
(3-methyl-1-oxobutyl)piperazine-2-carboxamide;

1-[6-(7H-imidazol-1-ypyrimidin-4-yl}-N-[(1,3-benzodioxok-5-yl)ethyl}-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-ylpyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)ethyl]-4-(3-methyi-1-
oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yi)pyrimidin-4-y{]-N-[(1,3-benzodioxol-5-yl)ethyi]-4-(3-
methy!-1-oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzadioxol-5-yl)ethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yi]-N-[(1,4-benzodioxan-6-yl)methyl]-4-(3-
methyl-1-oxcbutyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y{}-N-[(1,4-benzodioxan-6-yl)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;




10

15

20

25

30

WO 98/37079 PCT/US98/03176

-168 -

1-[6-chioro-2-( 7H-imidazol-1 -yl)pyrimidin-4-yl]-N—[(4-methoxyphenyl)methyl]-4-(3-methyl-
1-oxobutyl)piperazine-2-acetamide;

1-2-(1 H-imidazo|-1-yI)-6-methyIpyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-{B-chloro-2-( 1H-imidazol-1 -yl)pyrimidin—4—y|]-N-[(3-methoxyphenyl)rnethyl]-4-(3-methyl-
1-oxobutyl)piperazine-2-acetamide;

o -[6-chloro-2-( 7H-imidazol-1 ~ypyrimidin-4-yl}-N-[(4-methoxyphenyl)ethy(]-4-(3-methyi-1-

oxabutyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[( 3-methoxyphenyljethyl}-4-(3-methyl-1-
oxobutyl)piperazing-2-acetamide;

1-[6-chloro-2-( TH-imidazol-1 -ylpyrimidin-4-yl]-N-[(2-thienyi)ethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 ~yl)pyrimidin-4-y(}-N-{[4-(2-methoxyethoxy)phenyljethyl]-4-(3-methyl-
1-oxobutyl)piperazine-2-carboxamide;

1-{B-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y1}-N-[( 1 /4-benzodioxan-2-yi)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-{8-(1H-imidazol-1-yhpyrimidin-4-yl]-N-(2-phenyicyclopropyl)4-(3-methyl-1-
oxobutyl)piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yi]-N-[(2,5-dimethoxypheny/)methyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y)pyrimidin-4-yl]-N-(indan-2-yl)-4-(3-methyl- 1-oxobutyl)piperazine-2-
carboxamide;

1-[6-chioro-2-( 1H-imidazol-1-ylpyrimidin-4-yl]-N-(indan-5-yl)-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-4{2-(1H-imidazol-1-y!)-6-(methyiethyl)pyrimidin-4-yi]-N-[(3,4-dimethoxyphenyl)ethyl}-4-
{2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[{3,4-dimethoxyphenyl)ethyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyl)pyrimidin-4-yi}-N-[(4-ethoxyphenyl)ethyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{B-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y1}-N-{(4-ethoxyphenyl)ethyl}-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methy!pyrimidin-4-yi)-N-[(4-ethoxyphenyl)ethyl]-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazoi-1 -ypyrimidin-4-yl}-N-[(4-methylphenyl)methyl]-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl|-N-{(4-chioraphenyl)methyi]-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin-4-yl]-N-[(4-chIorophenyl)methyl]-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-methoxy-3-chlorophenyl)methyl}-4-
(2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{6-chioro-2-(1H-imidazol-1 -yI)pyrimidin-4-y|]-N-[(4-methoxy-3-chlorophenyl)ethyl]-4—(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl)-N-{(1 ,3-benzodioxol-5-yl)methyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yi]-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yi)-6-(methylethyl)pyrimidin-4-yI}-N-[(1 ,3-benzodioxol-5-yl)methyl]-4-
(2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)methyl}-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y}-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[({1,3-benzodioxol-5-y)ethyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

142-(1H-imidazol-1-y()-6-(methylethyl)pyrimidin-4-yl]-N-{(1,3-benzodioxal-5-yl)ethyi}-4-
(2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyl}-4-(2-methoxy-1-
oxoethyi)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yl)methyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-{(1,4-benzodioxan-6-yl Jethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)methyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl}-N-[(4-methoxyphenylimethy]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;
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1-[2-(1H—imidazol-1-yI)-6-(methy|ethyl)pyrimidin—4-y|]-N-[(4-methoxypheny|)methyl]-4-(2—
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yf]-N-[(3-methoxyphenyl)methyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyI)ethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide:;

1-[2-(1H—imidazol-1-yI)-6—(metherthyI)pyrimidin-4-yI]-N—[(3,4-dimethoxypheny|)methyl]~
4-(2-methoxy-1-oxoethyl)piperazine~2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-(indan-5-yl}-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-G-(metherthyI)pyrimidin—4-y|]-N-[(3.4-dimethoxypheny|)ethyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-(methylethyl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)propyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2—(1H—imidazol-1-yI)-S-methyIpyrimidin-4-yl]-N-[(4-ethoxyphenyI)methyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimid in-4-yl]-N-[(4-ethoxyphenyi)ethyl}-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1 -yI)pyrimidin-4-yi]-N-[(4-methyIphenyl)ethyl]-4-(tetra hydro-3-
furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y!)- 6-methy|pynm|d|n-4-yl] N [(4-methylphenyl)ethyl] -4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-y(}-N-[(4-methylphenyl)methyl]-4-(tetrahydro-
3-furanoyi)piperazine-2-acetamide;

1-[2~(1H-imidazo}-1 -yl)pyrimidin-4-yi]-N-{(4-methylphenyl)methyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-y(l-N-[(4- methylphenyl)methyl] 4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-8-(methylethyl)pyrimidin-4-yl}-N-[(4-chiorophenyl)methyi]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide; '

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yil-N-{{4-chlorophenyl)methyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-42-(1H-imidazoi-1-yl}-6-methylpyrimidin-4-yl}- N-[(4-chlorophenyl)elhyl] 4—(tetrahydro-3-

furanoyl)piperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-methoxy-3-chIorophenyl)ethyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y|]-N-[(4-methoxy-3-chIorophenyl)ethyl]-4—
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yh)pyrimidin-4-yi}-N-{(1 ,3—benzodioxol—5—yl)methyl]-4-(tetrahydro—3—
furanoyl)piperazine-2-acetamide:

1-{6-chioro-2-(1H-imidazol-1 -Yl)pyrimidin-4-ylJ-N-[(1 .3-benzodioxal-5-yl)methyl}-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-( TH-imidazol-1 -yl)pyrimidin-4-yl]-N-[(1 .3-benzodioxol-5-yljethyl}-4-
(tetrahydro-3-furanoyf)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y!)pyrimidin-4-yl}-N-{(1 .3-benzodioxol-5-yl)ethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[8-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3,4-dimethylphenyl)methyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1-y|)pyrimidin-4-y|]-N-[(pyridin-3-yl)methyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1 -y})-8-(methylethyl)pyrimidin-4-yI]-N-{(1 ,4-benzodioxan-6-yi)methyl]-
4-(tetrahydro-3-furanoyl)piperazine-2-acetamide:

1-[6-chloro-2-( 1H-imidazol-1-yl}pyrimidin-4-yl}-N-{(1 4-benzadioxan-6-yl)methyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 ~yl)pyrimidin-4-yl]-N-{(4-methoxyphenyl)methyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2~(1 H—imidazol-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)methyl]-4—(tetrahydro-3-
furanoyl)piperazine-2-acetamide; V

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y!}-N-{(4-methoxypheny!)ethyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-2-(1 H-imidazol-1-yl)—6-methy|pyrimidin-4-yl]-N-[(3-methoxyphenyl)ethyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(3,4-difluoropheny! Jethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-carboxamide;

1-{6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y{]-N-[(2 5-dimethoxyphenyl)methyi]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3 4-dimethoxyphenyl)methyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide:
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1-{6-(7H-imidazol-1 -yhpyrimidin-4-yi}-N-[(3,5-dimethoxyphenyl )methyl}-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazo!-1 -y)pyrimidin-4-yl]-N-{(3 4-dimethoxyphenyl)ethyf]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl]-N-{(3 4-dimethoxyphenyl)butyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3~ch|oro—4-methoxyphenyl)methyl]-4-
{2-carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 ~yhpyrimidin-4-yI]-N-{(3-chloro-4-methoxyphenyl)ethyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)methyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

' 1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-(2-

carboxymethoxy-1-oxoethyl)piperazine-2-acetamide:

1-[6-chloro~2-( 1H-imidazol-1-yl)pyrimidin-4-y(}-N-[(1 ,3-benzodioxol-5-yl)methyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-{8-chloro-2-( 1H-imidazol-1-y)pyrimidin-4-yI}-N-{(1,3-benzodioxal-5-yl)ethyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl)-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[B-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y(}-N-[(3-methoxyphenyl)ethyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide:

1-[6-(1H-imidazol-1-y)pyrimidin-4-yl]-N-{(2 4-dimethoxyphenyl)methyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-carboxamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethyl) pyrimidin-4-yl}-N-{(2,6-dimethoxyphenyl)methyi]-
4-(2-carboxymethoxy-1-oxoethyl)piperazine-2-carboxamide;

1-{2-(1H-imidazo!-1-y!)pyrimidin-4-yl-N-[(2,6-dimethoxyphenyl)methyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-ylj-N-{(3,4-dimethoxyphenylethyl]-4-
(2-phenoxy-1-oxoethyl)piperazine-2-acetamide:

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl )propyl}-4-(2-
phenoxy-1-oxoethyl)piperazine-2-carboxamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y}}-N-[{,3-benzodioxol-5-yl )methyl]-4-(2-
phenoxy-1-oxoethyl)piperazine-2-acetamide;
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1+[2-(1H-imidazol-1 -yl)-6-methytpyrimidin-4-yl]-N-{(1 .3—benzodioxol-5—Yl)ethyl]-4-(2-
phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-triﬂuoromethy|pyrimidin-4-y|}-N-[(3,4-dimethylphenyl)methyl]-4-
{2-phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methy! pyrimidin-4-yl}-N-{(4-methoxyphenyl)methyl}-4-(2-
phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)methyl]-4-(2-

. phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H—imidazo|—1-yl)pyrimidin-4-yl]-N—[(3,4~dimethoxyphenyl)ethyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{(3 4-dimethoxyphenyl)ethyl}-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{(3 4-dimethoxyphenyl)propyl}-4-(pyridin-3-
ylcarbonyl)piperazine-2-carboxamide;

1-[6-chloro-2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)butyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-y{}-N-[(4-ethoxyphenyl)methyf]-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide; .

1-[6-chioro-2-( 7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methylphenaxy)ethyl]-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-methylphenyl)methyi}-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide; :

1-[6-chloro-2-( 1H-imidazoi-1-yl)pyrimidin-4-yl]-N-[(4-chlorophenyl)methyl}-4-(pyridin-2-
ylcarbonyl)piperazine-2-acetamide;

1-[B-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxy-3-chiorophenyl)methyl}-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(4-methoxy-3-chlorophenyljethyl}-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2~(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[{4-methoxy-3-chlorophenyl)ethyi}-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-[(2,5-dimethoxyphenyl)ethyll-4-(pyridin-
3-ylcarbonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yi}-N-[(1,3-benzodioxol-5-yl)methyl}-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-[(1 .3-benzodioxol-5-yl)ethyl]-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-8-methyipyrimidin-4-yl}-N-[(1 3-benzedioxol-5-ylethyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-carboxamide:

1-[2-(1H-imidazol-1-yl)-G-methylpyrimidin-4-y|]-N-[(2.5—dimethylphenyl)methyl]-A-(pyridin-
3-ylcarbonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-{(1 /4-benzedioxan-6-yl)methyl}-4-
(pyridin-3-yicarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)ethyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazal-1-yl)-6-methylpyrimidin-4-yi]-N-[(1 4-benzodioxan-6-yl )ethyl}-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yll-N-[{1,4-benzodioxan-6-yl)ethyl}-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi)-N-{(4-methoxyphenyl)methyl}-4-(pyridin-
3-ylcarbonyl)piperazine-2-acetamide;

1-{2-(7H-imidazol-1-yl}-6-(methylathyl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)methyl)-4-
(pyridin-3-yicarbonyl)piperazine-2-acetamide;

1-[2-( 7H-imidazal-1-yl)-6-methyipyrimidin-4-yl]-N-{(4-methoxyphenyl)ethyl}-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamids;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(2-methoxyphenyl)ethyl]-4-(pyridin-3-
ylcarbonyl)piperazine-2-carboxamide;

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2-thienyl)ethyl]-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-[6-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(2-thienyl)ethyl]-4-{pyridin-3-
yicarbonyl)piperazine-2-carboxamide;

1-[6-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3,4-difluorophenyhethyll-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethy!)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenyi)methyl}-
4-(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-y)pyrimidin-4-yl]-N-{(5-indanyl)methyl)-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y!)-6-(methylethyl)pyrimidin-4-y!)]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
[2-(4-methoxyphenyl)-1-oxoethyijpiperazine-2-acetamide;
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1-[2-(1H-imidazol-1 -yI)-6-(methylethyl)pyrimidin-4-yl]-N—[(4-chIorophenyl)methyl]-4-[2-(4—
methoxyphenyl )-1-oxoethyi]piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1 -yI)pyrimidin—4-yl]-N-[(4-methoxy-a-chlorophenyl)methyl]-4-
[2-(4-methoxyphenyi)-1 -oxoethyllpiperazine-2-acetamide;

142-(1 H-imidazol-1-yI)-6-methylpyrimidin-4-yl]-N—[(4-methoxy-3-chIorophenyl)methyl]-4-
[2-(4-methoxyphenyl)-1-oxoethyllpiperazine-2-acetamide:;

121 H~imidazol-1-yl)pyrimidin—4-yl]-N—[(4-methcxy-3-chlorophenyl)meth yi}-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[6-(7 H—imidazol-1-yl)pyrimidin-4-yl]-N—[(3,5-dimethoxyphenyl)ethyl]-4-[2—(4-
methoxyphenyl)-1-oxoethyl}piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-triflucromethyl pyrimidin-4-yl]-N-{(1,3-benzodioxol-5-yl)ethyl}-4-
[2-(4-mathoxyphenyl)-1-oxoethyllpiperazine-2-acetamide:

1-[2-(1H-imidazol-1-yl )-6-methylpyrimidin-4-y(}-N-{(3,4-dimethylphenyl)meth yi]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide:

1+[2-(1H-imidazal-1-yl)pyrimidin-4-y()-N-{(3,4-dimethylphenyl)methyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)-6-(methylethyl)pyrirmidin-4-yl]-N-[(3,4-dimethylphenyl)eth yl]-4-[2-
(4-methoxyphenyl)-1-oxoethyljpiperazine-2-acetamide:

1-[2-(1H-imidazol-1-yl)-6-trifluoromethyl pyrimidin-4-yl]-N-[(3-pyridinyl)methyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 4-benzadioxan-6-y)methyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl)methyl}-
4-[2-(4-methoxyphenyl)-1-oxoethyilpiperazine-2-acetamide:

1-{6-chloro-2-( 1H-imidazoi-1-yl)pyrimidin-4-yi]-N-[{(4-methoxyphenyl)methyl}-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyl)pyrimidin-4-yl]-N-{(4-methoxyphenyl)methy]-4-[2-
(4-methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-(1 H—imidazol-1-yl)—6-(methy|ethyl)pyrimidin-4-y|]-N—[(3-methoxyphenyl)ethyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide:;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(2-thienyl)ethyl]-4-[2-(4-methoxyphenyl)-1-
oxoethyl]piperazine-2-acetamide;

1-{6-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[{ 1-methylpyrrol-2-yl)ethyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyljpiperazine-2-carboxamide;
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1-[B-chioro-2-( 1H-imidazol-1 -y)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenyl)meth yi]-4-[2-(4-
methoxyphenyl)-1 -oxoethyl]piperazine-2-acetamide_;

1-[2-(1H-imidazol-1 -yI)-6-triﬂuoromethylpyrimidin-4—yl]-N—[(3,4-dimethoxyphenyl)meth vil-
4-[2-(4-methoxyphenyl)-1 -oxoethyllpiperazine-2-acetamide;

1-[2-(1H-imidazol- 1-yl)-6-methyi pyrimidin-4-yl}-N-[(2,5-dimethoxyphenyl)meth yi]-4-[2-
(1,3-benzodioxol-5-yi)1 -oxoethyl]piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl}-N-{(2,5-dimethoxyphenyl)methyi]-4-[2-
(1,3-benzodioxol-5-y1)1 -oxoethyl]piperazine-2-acetamide;

1-[6-¢chloro-2-( 1H-imidazol-1 -y)pyrimidin-4-yl]-N-{(4-methoxyphenyl)meth ylj-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -y!)-6-(methylethyl)pyrimidin-4-yl}-N-{(4-
methoxypheny!)methyl}-4-[2-(1,3-benzodioxal-5-y1)1 -oxoethyl]piperazine-2-acetamide;

1-[6-(1H-imidazol-1 ~ylpyrimidin-4-yl]-N-{(4-methylphenoxy)ethyl]-4-[2-(1,3-benzodioxol-
S-yI11-oxoethyllpiperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-chlorophenyl)methyl]-4-[2-(1,3-benzodioxo!-
5-yl)1-oxoethyl]piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-chlorophenylmethyl]-4-[2-(1,3-
benzodioxal-5-y1)1-oxoethylpiperazine-2-acetamide;

1-{B-chloro-2-(7H-imidazo!-1-yl)pyrimidin-4-yf}-N-{{(4-chlorophenyl)ethyl]-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-methoxy-3-chlorapheny!Yethyl]-4-[2-
(1,3-benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yh)-6-(methylethyl)pyrimidin-4-yi)-N-[(3,5-dimethoxyphenyi)eth yl}-4-
[2-(1,3-benzodioxol-5-yl)1-oxoethyl]piperazine-2-carboxamide;

1-{2-(1H-imidazol-1-y()-6-methylpyrimidin-4-yi}-N-{{1,3-benzodioxol-5-yl)methy]}-4-[2-
(1,3-benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide;

1-{6-chloro-2-(7H-imidazol-1-y!)pyrimidin-4-yl]-N-{(1,3-benzodioxol-5-y/)methyl}-4-{2-
(1,3-benzodioxol-5-yl)1-oxoethyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1,3-benzodioxol-5-yl)ethyl]-4-[2-(1,3-
benzodioxol-5-yi)1-oxosthyljpiperazine-2-acetamide:;

1-[6-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3 4-dimethylphenyl)ethyl)-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide; .

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl )methyl]-4-[2-
(1,3-benzodioxol-5-yi)1-oxoethyljpiperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-d-yi}-N-[(1 4-benzodioxan-6-yl)ethyl}-4-[2-(1,3-
benzodioxol-5-y1) 1-oxoethylpiperazine-2-acetamide;

1-[2-(TH-imidazol-1-yl}-6-methylpyri midin-4-yi}-N-{(4-methoxyphenyl)methyl}-4-[2-(1,3-
benzodioxol-5-y1)1-oxoethyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{3-methoxyphenyl)meth yi}-4-[2-(1,3-
benzodioxol-5-yi)1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-trifluoromethylpyrimidin-4-yi]-N-[(3-methoxyphenyl)ethyl}-4-[2-
(1,3-benzodioxol-5-yi)1-oxoethyljpiperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{{3-methoxyphenyl)ethyl}-4-[2-(1,3-
benzodioxol-5-y!)1-oxoethyl(]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-[(2-thienyl)ethyl]-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methytpyrimidin-d-yl]-N-[(1 4-benzodioxan-2-yljmethyl]-4-[2-
(1,3-benzodioxol-5-yl)1-oxoethyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y)-6-(methylethypyrimidin-4-yl]-N-[(3,4-dimethoxyphenyt)methyi]-
4-{2-(1,3-benzodioxal-5-yl)1-oxoethyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl)meth y1}-4-[2-
(1 ,3-benzodioxo|-5-y|)1-oxoethyl]plperazine-z-acetgmide;

1-[2-(1H-imidazol-1-yl)-6-mathyipyrimidin-4-yl}-N-(2-indanyl)-4-[2-(1,3-benzodioxol-5-
yI)1-oxoethyllpiperazine-2-acetamide; :

1-[6-chloro-2-(1H-imidazol-1-yi)pyrimidin-4-yl]-N-[(5-indanyl)methyl]-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yi]-N-[(5-indanyl)methyl]-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyllpiperazine-2-carboxamide;

1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methylpheny)methyi}-4-
{methylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(4-chlorophenyl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[6-chioro-2~( 7H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxy-3-chiorophenyl)methyl]-4-
(methylsuifonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yi}-N{(1,3-benzodioxal-5-yl)methyl}-4-
(methylsulfonyl)piperazine-2-acetamide; .

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y1]-N-[{1,3-benzodioxoi-5-yl)methyl}-4-
(methylisulfonyl)piperazine-2-acetamide; l
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1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-{(1,3-benzod ioxol-5-yl)methyl}-4-
(methylsulfony!)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-d-yl]-N-[( 1 3-benzadioxol-5-yhethyl}-4-
(methylsulfonyl)piperazine-2-acetamide:

1-[-2-(1H-imidazol-1-yl)pyrimidin-4-y(]-N-[(1,3-benzodioxcl-5-yl)ethyl}-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-[(1 A-benzodioxan-6-yl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yi)pyrimidin-4-yl]-N-[{1,4-benzadioxan-6-yl)methyl}-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)methyi]-4-
(methyisulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-8-(methylethyl)pyrimidin-4-yl}-N-[(1,4-benzadioxan-6-yl )methyl]-
4-(methylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( TH-imidazol-1-yl)pyrimidin-4-y|}-N-[(4-methoxyphenyl)ethyl}-4-
(methylsulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-methoxyphenyljethyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[2~(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[(2-methoxyphenyl)ethy!}-4-
(methylsulfonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl)methyl]-
4-(methylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-{(3,4-dimethoxyphenyl)meth yi}-4-
(methylsulfonyl)piperazine-2-acetamide;

1-{B-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methylphenylmethyl}-4-
(octylsuifonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chloro-4-methoxyphenymethyij-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-chloro-4-methoxyphenyl)ethyl]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yi)-6-(methylethyl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yi)methyl]-4-
(octylsulfenyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)-8-methylpyrimidin-4-yl}-N-{{ 1 \3-benzodioxol-5-yl)ethyl}-4-
(octylsulfonyi)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxal-5-yljethyl}-4-
{octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 .4-benzodioxan-6-yl)methyi]-4-
{octylsutfonyl)piperazine-2-acetamide;

1-[6-ch|om2-(1H—imidazol-1-yl)pyrimidin-4-y|]—N-[(4-methoxyphenyl)methyl]-4-
(octylsulfonyl)piperazine-2-acetamide,

142-(1 H-imidazol-1—yl)—6-methylpyn'midin-4-y|]-N-[(4-methoxyphenyl)methyl]—4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-methoxyphenyljethyl]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3,4-dimethoxyphenyl)methyl}-4-
(octylsulfonyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3 4-dimethoxyphenyl)ethyi}-4-
{dimethylaminosulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-B-triflucromethyi pyrimidin-4-yl]-N-{(4-chlorophenylimethyl]-4-
(dimethylaminosulfonyl)piperazine-2-carboxamide;

1-[6-chioro-2-( H-imidazol-1-yl)pyrimidin-4-yI]-N-{(3-chioro-4-methaxyphenyl)methyl]-4-
(dimethylaminosulfony!)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chloro-4-methoxyphenyl)ethyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methy! pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl )methyl)-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[8-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{({ 1,3-benzodioxol-5-ylymethyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chlore-2-( 1H-imidazol-1-yl)pyrimidin-4-y1]-N-{(1,3-benzodioxol-5-yl)ethyi}-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)ethyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-y!)-6-methylpyrimidin-d-yi]-N-{(1,3-benzodioxol-5-yl )ethyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-y[}-N-{(1,3-benzcdioxal-5-yl)ethyl]-4-
{dimethylaminosulfonyl)piperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazo!-1 -yl)pyrimidin-d-y{]-N-[(1 ,4—benzodioxan-é-yl)methyl]—4-
(dimethylaminosulfonyl)piperazine-2-acetamide:

1-[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yI}-N-[(1 .4-benzodioxan-6-yl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-yi}-N-[(1 ,4-benzodioxan-6-yl)methyl]-
4-(dimethylaminosulfonyl)piperazine-2-carboxamide;

1 -[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yl)methyl}-4-

(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(1 A-benzodioxan-6-yl)ethyl]-4-
(dimethylaminosulfony!)piperazine-2-acetamide;

1-[6-chloro-2-( TH-imidazol-1 -yl)pyrimidin-4-y(}-N-[(4-methoxyphenylimethyl}-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2~(1H-imidazol-1 -ylpyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-{(3-methoxyphenylimethyl}-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI}-N(1,4-benzodioxan-2-yl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin—4-yl]-N-‘[(2,6-dimethoxyphenyl)methyl]—4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y{]-N-[(3,4-dimethoxyphenyl)methy!]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl]-N-{(3,4-dimethoxyphenyl)methyl}-
4-(dimethylaminosulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y()-6-methylpyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl)methyl)-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(71H-imidazol-1 -yl)-8-methylpyrimidin-4-y{]-N-{(3,5-dimethoxyphenyl)methyl}-4-
(dimethylaminosutfonyl)piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2-adamantyl)methyl}-4-
(dimethylaminosulfony!)piperazine-2-carboxamide;

1-{6-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2,3-dimethoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yI}-N-[(3,4-dimethoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1—[6-chlor0-2-(1H-imidazol-1-yl)pyrimidin—4—yl]—N-[(3,4-dimethoxyphenyl)propyl]-4-
(propylaminocarbonyi)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)butyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-ethoxyphenyl)methyl)-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y!)pyrimidin-4-yl]-N-{(4-ethoxyphenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide:

1-{2-(1H-imidazol-1-y1}-6-(methylathyl)pyrimidin-4-yi]-N-[(4-ethoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl)-N{(4-methylphenoxy)ethyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1 -yl)-6-methylpyrimidin-4-yl)-N-[(4-methylphenoxy)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-triﬂuoromethylpyrimidin—4—yl]—N—[(4-methylbhenoxy)ethyl]-4-
(propylaminocarbenyl)piperazine-2-carboxamide:;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{(4-methylphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazoi-1-y1)-6-methylpyrimidin-4-yl]-N-{(4-methylphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yI]-N-{(4-methylphenyt)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethy!)pyrimidin-4-yl}-N-[(4-methylphenyl)methy!]-4-
(propylaminocarbonyt)piperazine-2-acetamide;

1-[6-chtoro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-chiorophenyl)methy}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yl-N-{(4-chioraphenyl)methyl]-4-
{propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-chlorophenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{B-chloro-2-( 1H-imidazot-1-yl)pyrimidin-4-y{]-N-[{4-chlorophenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
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1-[6-chiorg-2-(1 H—imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chIoro-4-methoxyphenyl)methyl]-4-
{propylaminocarbonyl)piperazine-2-acetamide; ‘

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
(propytaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H~imidazo|-1-yI)pyrimidin-4-yl]-N-[(3-chIoro-4-methoxyphenyl)methyl]—4-
{propylaminocarbonyl)piperazine-2-acetamide:

1-[2-( 1H-imidazol-1 -yl)-6-methy|pyrimidin-4-y|]-N-[(3-chloro-4-methoxyphenyl)ethyl]—A-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N{(3-chloro-4-methoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-( 1H-imidazol-1 -ylpyrimidin-4-yi}-N-{(3-chloro-4-methoxyphenyl)ethyl}-4-
{propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2,5-dimethoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1,3-benzodioxol-5-y)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N{(1,3-benzodioxol-5-ylymethyl]-4- _
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-d-yl}-N-[(1,3-benzodioxol-5-yl)methyi]-4-
(propylaminacarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-d-yl]-N-{(1,3-benzodioxol-5-ylJethyl}-4-
(propylaminocarbonyi)piperazine-2-acetamide;

1-{2-( 1H-imidazol-1-yl)-6-methyipyrimidin-4-yl}-N-[( 1,3-benzodioxol-5-yl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide; _

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y(]-N-{(1,3-benzadioxol-5-yl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-carboxamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(3 4-dimethylphenyl)methyi]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[{1,4-benzodioxan-6-yl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazcl-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl )methyi]-
4-(propylaminocarbonyl)piperazine-2-acetamide;
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1-{2-(1H-imidazol-1-yl)-8-methylpyrimidin-4-yi]-N-{(1.4-benzodioxan-6-yl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide; ‘
1-{6-chloro-2-(1H-imidazol-1-yi)pyrimidin-4-y|]-N-{(1,4-benzodioxan-6-yl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;
- 5 1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1,4-benzodioxan-6-yl)ethyi]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-{( 1 ,4-benzodioxan-6-yl)ethyi}-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yI]-N-{(1,4-benzodioxan-6-yl)ethyl]-4- -
10 (propylaminocarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-y!)-6-(methylethyl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl)methyt}-
4-(propylaminocafbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(4-methoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
15 1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{{4-methoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yi)-6-methylpyrimidin-4-y1]-N-{(4-methoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-methoxyphenyl)methyl}-4-
20  (propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(3-methoxyphenylymethyl}-4-
(propylaminoca'rbonyl)piperazine-2—acetamide;
1-[6~-chloro-2-( 1H-imidazoi-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)ethyl]-4-
{propylaminocarbonyl)piperazine-2-acetamide;
25 1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl}-4-
(propylaminocarbonyli)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(4-methoxyphenyl)ethyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;
_ 1-[6-chloro-2-(1H-imidazol-1-y)pyrimidin-4-yi]-N-[(3-methoxyphenyl)ethyi]-4-
30 ({propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methy|pyrimidin-4-yI}-N-{(3-methoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2-methoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol-1 -ypyrimidin-4-yl}-N-[(2-thienyl)ethyt]-4-
(propylaminacarbony!)piperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(2-thienyl)ethyl}-4-
(propylaminocarbony!)piperazine-2-carboxamide;

1-[B-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{(3,4-diflucrophenyl)ethyl}-4-
(propylaminocarbony!)piperazine-2-acetamide:

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(1 .4-benzodioxan-2-yl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methytpyrimidin-4-yi}-N-{(1 ,4-benzodioxan-2-yl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-y/-N-{(1 /A-benzodioxan-2-yl)methyl]-
4-(propylaminocarbonyl)piperazine-2-acetamide;

1-[B-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-y(}-N-[(2,5-dimethoxyphenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y]-N-[(3,4-dimethoxyphenyl)methyi]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenyl)methyl]-
4-(propylaminocarbonyl)piperazine-2-acetamide:; '

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl)-N-[(3,4-dimethoxyphenylmethy(]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-{(3,4-dimethoxyphenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3,5-dimeihoxyphenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,5-dimethoxyphenymethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1+[2-(1H-imidazol-1-y)-6-trifiuoromethyl pyrimidin-4-yl}- N-(cyclopropyl)-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-(2-indanyl)-4-(propylaminocarbonyl)piperazine-
2-acetamide;

1-{6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(5-indanyl)methyl}-4-
(propytaminocarbonyl)piperazine-2-acetamide; .

1-[2-(1H-imidazol-1 -y1)-6-methylipyrimidin-4-yll-N-{(3,4-dimethoxyphenyl)ethyl}-4-
(cyclohexylaminocarbonyi)piperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yl}-N-{(4-ethoxyphenyl)methyi}-4-
(cyclohexylaminacarbenyl)piperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yl)-G-methyIpyrimidin-4-y|]-N-[(4-ethoxyphenyl)methyl]-4-
{cyclohexytaminocarbony!)piperazine-2-acetamide;

1-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-ethoxypheny|)methyl]-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1 H-imidazol-1-yI)-6-methy|pyrimidin-4-yl]-N-[(4-methy|phen oxy)ethyl]-4-
(cyclohexylaminocarbonylipiperazine-2-acetamide;

1-[6~chloro-2-( 1H-imidazol-1 -yDpyrimidin-4-yl}-N-{(4-chiorophenylmethyl]-4-
(cyclohexylaminacarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-chlorophenyl)ethyi]-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(3-chloro-4-methoxyphenyl)methyi}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yI]-N-[(3-chloro-4-methoxyphenyhmethyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide:

1-{2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl}-N-[(3-chloro-4-methoxyphenyliethyll-4-
(cyclohexylaminocarbonyl)piperazine-2-carboxamide;

1-{2~(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chlaro-4-methoxyphenyl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{8-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y1}-N-[(1,3-benzadioxol-5-yl)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{B-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[( 1,3-benzodioxol-5-yhethyi}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{6-chtora-2-(1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(1,4-benzodioxan-6-yl)methy]-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-{(1,4-benzodioxan-6-yl)methyl}-
4-(cyclohexylaminocarbonyl)piperazine-2-acetamide:
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1-[2~(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-{(1 A-benzodioxan-6-yl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-midazol-1 -yhpyrimidin-4-yl]-N-{(4-methoxyphenyl)methyl{]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-methyIpyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide:;

1-[2-(1H-imidazo|—1-yI)-6-(metherthyI)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]~4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-methoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yhpyrimidin-4-yl]-N-{(4-methoxyphenyl)ethyi]-4-
(cyclohexylaminacarbonyl)piperazine-2-acetamide;

" 1[2-(1H-imidazol-1-yl Joyrimidin-4-yI]-N-{(4-methoxyphenyl)athyl]-4-

(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[8-chloro-2-( 1H-imidazol-1-yhpyrimidin-4-yl]-N-{(3-methoxyphenyl)ethy(]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-ylpyrimidin-4-yl]-N-{(2-methoxypheny!)ethyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yI}-N-[(2-thienyl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[8-chloro-2-( 1H-imidazol-1-y!)pyrimidin-4-y]-N-{(3 4-difluorophenyhmethyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide; '

1-[2-(1H-imidazol-1-yhpyrimidin-4-yl}-N-{(2,5-dimethoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyi)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)-6-(methylethyl) pyrimidin-4-yl]-N-{(2,5-dimethoxyphenyl)methyl}-
4-(cyclohexylaminocarbonyi)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2,5-dimethoxyphenyl)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenylimethyl}-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yi}-N-(2-indanyl)-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( TH-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-ethoxyphenyl)methyl]-4-
(phenylsulfonylaminocarbonyl)piperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazol- 1-yl)pyrimidin-4-yl]-N-[(1 .3-benzodioxol-5-yl)methyl}-4-
(phenylsulfonylaminocarbonyl)piperazine-2-acstamide;

1-[8-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-
(phenyisulfonyiaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(1 .4-benzodioxan-6-yl)methyl}-4-
(phenylsuifonytaminocarbonyl)piperazine-2-acetamide;

1{2-(1H-imidazol-1-yl)-6-trifluoromethyl pyrimidin-4-yi]-N-[{2,3-dimethoxyphenyljmethyl]-
4-(phenylaminocarbonyl)piperazine-2-carboxamide;

1-[2-(1H—imidazoi-1-yI)-6-(methylethyl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-(2-(1H-imidazol-1 -Y1)-6-(methylethyl)pyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl)propyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N—[(4-ethoxyphenyl)methyl]-4-
(phenytaminacarbonyl)piperazine-2-acetamide; '

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-ethoxyphenyl)methyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-methylphenoxy)ethyl]-4-
(phenylaminocarbonyl)piperaiine-2—acetamide;

1-[6—chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N—[(4—methylphenyl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1+[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-methylphenyl)methyi]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-{(4-chlorophenyi)methyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 7H-imidazol-1-yi)pyrimidin-4-yl}-N-[(4-chiorophenylmethyl}-4-
(phenylaminocarbony!)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-chlorophenyl)methyl])-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-8-methylpyrimidin-4-yl]-N-{(4-chlorophenyethyi]-4-
(phenylaminocarbonyl)piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-triflucromethylpyrimidin-4-yl]-N-{(3-chicro-4-
methoxyphenyl)ethyl}-4-(phenylaminocarbonyl)piperazine-2-carboxamide;
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1-[6-chloro-2-(1 H-imidazo!-1-yl)pyrimidin-4-yl]-N—[(2,5-dimethoxyphenyl)ethyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{B-chloro-2-(7H-imidazol-1-y)pyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)methyl)-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[2(1H-imidazol-1-y)pyrimidin-4-y(]-N-{(1,3-benzodioxol-5-yl)ethyi]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-y1)-6-methylpyrimidin-4-yi]-N-[(1 »4-benzodioxan-6-yl)methyl}-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-{ TH-imidazol-1-yl)pyrimidin-4-yI]-N-[(1 4-benzodioxan-6-yl)methyi]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{6-(1H-imidazol-1-y!)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-y)methyl]-4-
{(phenylaminocarbonyl)piperazine-2-acetamide;

1-{2-( 1H-imidazo!-1-yl)-8-(methylethyl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)methyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl|]-N-[(3-methoxyphenyl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y!]-N-{{4-methoxyphenyl)ethyl]-4-
(phenylaminocarbony!)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-methoxyphenyljethyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3-thienyl)ethyi]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-difluorophenyl)methyi]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2,5-dimethoxyphenyl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 7H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3,4-dimethoxyphenyl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide; '

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl-N-[(3,4-dimethoxyphenyl)methyi]-
4-(phenylaminocarbonyl)piperazine-2-acetamide;
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1+[6-( 1H-imidazol-1 -yl)pyrimidin-4-y{J-N-{(cyclopropyl)methyl}-4-
(phenylaminocarbonyl)piperazine-2-carboxamide:
1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{5-indanyl)methyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;
1-[6-(1H-imidazol-1-yl)pyrimidin~4-yl]-N-{(2,3-dimethoxyphenyl)ethyi]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-carboxamide;
1-[2-(1H-imidazol-1 -yl)-6-(methylethylpyrimidin-4-y(]-N-[(2,3-dimethoxyphenyl)ethyl]-4-
[(4-methoxyphenyl)aminocarbonyl]piperazine-2-carboxamide;
1-{6-chloro-2-( TH-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3 4-dimethoxyphenyl)methyl]-4-{(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(3,4-dimethoxyphenyl)methyl]-4-[(4-
methoxyphenyl)aminocarbonylpiperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(4-ethoxyphenyl)methyi}-4-[(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide:
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methylphenoxy)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;
1-{2-(7H-imidazol-1-ylpyrimidin-4-yl]-N-[(4-methylphenoxy)ethyl}-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-trifluoromethyl pyrimidin-4-yl]-N-[(4-methylphenylimethyl}-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-chiorophenyl)methyl]-4-{(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(3-chloro-4-methoxyphenyt)methyi]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-z-carboxamiqe;
1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-chioro-4-methoxyphenylymethyl}-4-[(4-
methoxyphenyl)aminocarbonyi]piperazine-2-acetamide;
1-[2-(7H-imidazol-1-yl}-6-methylpyrimidin-4-yl}- N-{(3-chloro-4-methoxyphenyl)methyl}-4-
[(4-methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-[(3-chloro-4-methoxyphenyl)ethyl}-4-
{(4-methoxyphenyl)aminocarbonylpiperazine-2-acetamide;
1-[6~chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(2,5-dimethoxyphenyl)ethyl}-4-[(4-
methoxyphenyllaminocarbonyljpiperazine-2-acetamide:
1-{2-(TH-imidazol-1-yl)pyrimidin-4-y!]-N-[(2,5-dimethoxyphenyl)ethyll-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-carboxamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-d-yi]-A-{(1 ,3-benzodioxol-5-yl)methyi]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-z-aoetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyl)pyrimidin-4-yi]-N-{(1 .3-benzodioxol-5-yl)methyl)-4-
[(4-methoxyphenyl)aminocarbonyl]piperazine-z-acetamide;

1-[2+(1H-midazol-1 -yl)-6-methylpyrimidin-4-yi}-N-[(1 ,3-benzodioxcl-5-yl)methyl1-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-carboxamide;

1-[6-chloro-2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 ,3-benzodioxol-5-yl)methyl}-4-[(4-
methoxyphenyl)aminocarbonyi]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 »3-benzodioxol-5-yl)ethyl]-4-[(4-
methoxyphenyl)aminocarbanylpiperazine-2-acetamide;

1+[2-(1H-imidazol-1-y1)-6-methylpyrimidin-d-yl]-N-[{1 3-benzodioxol-5-yl)ethyl}-4-[(4-
methoxyphenyl)aminccarbonylpiperazine-2-acetamide;

1-{6-chicro-2-( 1H-imidazo|-1-yI)pyrimidin-4-yl]-N-[(3,4-dimethy|phenyl)methyl]-4-{(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;

1-[8-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3,4-dimethylphenyl)methyi]-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(2-furyl)methyl}-4-{(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide:;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 4-benzodioxan-6-yl)methyl}-4-{(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-{B-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 .4-benzodioxan-6-yl)methyl]-4-{(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yI]-N-{(1 4-benzodioxan-6-yl)methyl]-
4-[(4-methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yl]-N-[(1 4-benzodioxan-6-yl)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yljethyi]-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 4-benzodioxan-6-yl)methyij-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-carboxamide:;

1-[2-{ 1H-imidazol-1-yl}-6-methylpyrimidin-4-yl}-N-[(4-methoxyphenyl ymethyl}-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;
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1-[2-(1 H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)meth yi}-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4—yl]-N-[(3-methoxyphenyl)meth yi]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-z-acetamide;

1é[6-chloro-2-(1H-imidazol-1—yI)pyrimidin-4-y|]-N-[(3-methoxyphenyl)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-Z-acetamide;

1-[2—(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-( methylethyl)pyrimidin-4-yi}-N-[(1 4-benzodioxan-2-yl)ethyl}-4-
[(4-methoxyphenyl)aminocarbonyl]piperazine-z-acetamide:

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]—N—[(2,3-dimethoxyphenyl)methyl]-4-[(4-
methoxyphenyI)aminocarbonyl]piperazine-2—acetamide;

1-[B-chloro-2-(71 H-imidazo|-1-yI)pyrimidin~4—yl]-N-[(2,5—dimethoxyphenyl)methyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazo|-1-yl)-6-methylpyrimidin-4-y|]-N-[(3.4-dimethoxyphenyl)meth yil-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-z-acetamide;

1-[6-ch|oro-2-(1H—imidazo|-1-yl)pyrimidin4-yl]-N—[(3,4-dimethoxyphenyl)methyl]—4-[(4-
methoxyphenyl)aminocarbonyl)piperazine-2-acetamide:

1-[6-chloro-2-(1H—imidazo|-1-yl)pyrimidin-4-ylj-N—[(cyclopropyl)methyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-(2-indanyl)-4-[(4-
methoxyphenyl)aminocarbonyfjpiperazine-2-acetamide;

1-{2-( 1H-imidazol-1 -yi)-6-methylpyrimidin-4-yi]-N-[(5-indany!)methyl}-4-[(4-
methoxyphenyl)aminocarbonyi]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methytpyrimidin-4-y|]-N-[(3A-dimethoxyphenyl)ethyl]-4-[(3,4-
dichlorophenyl)aminocarbonyijpiperazine-2-acetamide; :

1-[6-ch!oro~2-(1H—imidazol-1-yl)pyrimidin-4-y|]-N—[(3,4-dimethoxyphenyl)propyl]—4-[(3,4-
dichlorophenyl)aminocarbony(lpiperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)butyl}-4-[(3,4-

dichlorophenyl)aminocarbonyijpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-(metherthyI)pyrimidin-4-y|]-N-[(4-ethoxyphenyl)ethyl]-4-[(3.4—
dichiorophenyl)aminocarbonyl]piperazine-2-acetamide; .

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y|]-N—{(4-ethoxyphenyl)methyI]-4-[(3.4-
dichlorophenyl)aminocarbonylpiperazine-2-acetamide;
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1-[B-chioro-2-(1 H-imidazo|-1-yI)pyrimidin~4-y|]-N-[(4—methylphenoxy)ethyl]-4~[(3,4-
dich|orophenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-( 1H—imidazol-1-yl)-6-methylpyrimidin-4—y|]-N-[(4-methyIphenyl)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-z-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yI)pyn'midin-4-yI]-N—[(4-methyIphenyI)methyl]-4-[(3,4—
dichlcrophenyl)aminocarbonyl]piperazine-2-acetamide:

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-y(}-N-{(4-chiorophenyl)methyl}-4-{(3,4-
dichlorophenyl)aminocarbonyljpiperazine-2-acetamide;

1-[6-chlore-2-(1H-imidazol-1-yl)pyri midin-4-yl}-N{(4-chlorophenyl)methyl}-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(3-chioro-4-methoxyphenyl)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyl}piperazine-2-acetamide:

1-[6-chloro-2-(1 H—imidazol-1-yl)pyrimidin—4-yl]-N-[(2,5-dimethoxyphenyl)methyl]-4-[(3,4-
dichlorophenyt)aminocarbonyi]piperazine-2-acetamide:

1-{6-chloro-2-(1H-imidazol- 1-yl)pyrimidin-4-yi}-N-[(1 .3-benzodioxol-5-yl)methyl}-4-{(3,4-
dichlorophenyl)aminocarbonylpiperazine-2-acetamide; .

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-[(1 ,3-benzodioxol-5-y|)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi)-N-[(1,3-benzodioxol-5-y)methylj-4-[(3.4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;

1-[6-¢ehloro-2-(1H-imidazol-1-ylypyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)ethy!]-4-[(3,4-
dichlorophenyl)aminocarbonyf]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-B-methylpyrimidin-4-yl]-N-[(1 J-benzodioxof-5-yl)ethyl-4-[(3,4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetarnide;

1-[6-chloro-2-(1H-imidazol-1-ylpyrimidin-4-yi}-N-[(3,4dimethylphenyl)methyl}-4-{(3 4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetamide:

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)methylj-4-[(3,4-
dichlorophenyl)aminocarbonyl}piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yI}-N-{( 1,4-benzodioxan-6-yl)methyl]-4-[(3 4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide:

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yll-N-[(1 4-benzodioxan-6-yl)ethyll-4-[(3,4-
dichlorophenyl)aminocarbonyljpiperazine-2-acetamide;

1-[2-(1H-Imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)methyl]-4-{(3.4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide:
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1-[2-(1H-imidazol-1 -yI)-G-methylpyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyljpiperazine-2-acetamide:

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin—4—yl]-N—[(4-methoxyphenyl)methyl]-4-[(3.4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)methy|]-4-[(3,4-
dichlorophenylaminocarbonyfjpiperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-yl}-N-[(3-methoxyphenyl)methy(}-4-[(3.4-
dichlorophenyl)aminocarbenylpiperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-y|)pyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl]-4-[(3,4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-(metherthyl)pyrimidin~4-yl]-N-[(2.5-dimethoxyphenyl)methyl]-
4-[(3 4-dichlorophenyl)aminocarbonyljpiperazine-2-acetamide:

1 -[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl]-N-[(2,5-dimethoxyphenyl)methyl]-4-[(3,4-

dichlorophenyl)aminocarbonyllpiperazine-2-acetamide;

1-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2,5-dimethoxyphenyl)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[{3.4-dimethoxyphenyl)methyl}-4-[(3.4-
dichlorophenyl)aminocarbonyi]piperazine-2-acetamide; '

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3,4-dimethoxyphenyt)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonylpiperazine-2-acetamide;

1[2-(1H-imidazol-1-yt)-6-methyipyrimidin-4-yI]-N-[(34-dimethoxyphenyl)ethyl}-4-
{methoxycarbonyl)piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol- 1-yl)pyrimidin-4-yl}-N-[(4-ethoxypheny)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-methylphenyl)methyl}-4-
(methoxycarbony!)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-chioropheny!)methyl]-4-
{methoxycarbonyl)piperazine-2-acetamide;

1-[6-chlaro-2-( 1H-imidazol-1-y)pyrimidin-4-y]-N-[(3-chloro-4-methoxyphenylimethyl]-4-
(methoxycarbonyi)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yl}-N-{{3-chioro-4-methoxyphenyi)ethyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzadioxal-5-yl)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;
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1-{6~chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-
(methoxycarbonyl)piperazine-2-acetamide:
1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yI}-N-[{1 .3-benzodioxol-5-ylethyl]-4-
{methoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yt)pyrimidin-4-yl]-N{(1 ,3-benzodioxol-5-yl)ethy!]-4-
(methoxycarbonyl)piperazine-2-acetamide;
1-[6-chioro-2-(1H-imidazol-1-ylypyrimidin-4-y/]-N-{(1 ,4-benzodioxan-6-yl)methyi]-4-
{methoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-y!)pyrimidin-4-y}]-N-{(1,4-benzodioxan-6-yl)methyl]-4-
{methoxycarbonyl)piperazine-2-acstamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(1,4-benzodioxan-6-ylymethyl}-4-
{methoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yi]-N-[(4-methoxyphenyl)methyl]4-
{methoxycarbonyl)piperazine-2-acetamids;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-methoxyphenyl)methyl}-4-
(methoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yl}-N-[(4-methoxyphenyl)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide; )
1-[6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(4-methoxyphenyl)ethyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI}-N-{(4-methoxyphenyl)ethyl]-4-
{methoxycarbonyl)piperazine-2-acetamide;
1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-ylI}-N-[(3-methoxyphenyhethyl]-4-
{methoxycarbonyl)piperazine-2-acetamide;
1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y[}-N-{( 1,4-benzodioxan-2-yl)methyl}-4-
(methoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazaol-1-y1)-6-(methylethyl)pyrimidin-4-yl}-N-{(3,4-dimethoxyphenyl)methyl]-
4-(methoxycarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(1.3-benzadioxol-5-yl)methyl]-4-
{methylethoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)methy]-4-
(methylethoxycarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi)-N-{(1,4-benzodioxan-6-yl)methyl)-4-
(butoxycarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-{(1 A-benzodioxan-6-yl)methyl]-4-
(butoxycarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl]-N-|(4-methoxyphenyl}methyl]4-
(butoxycarbonyl)piperazine-2-acetamide;

1-[2-(1 H—imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-
(butoxycarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin~4-yl]—N-[(3.4-diﬂuorophenyl)methyl]-4-
{butoxycarbonyl)piperazine-2-carboxamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(4-chlorophenyl)methyl]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)«6-methylpyrimidin-4-y|]-N-[(3-chlor0—4-methoxyphenyl)methyl]-4-
[(2-methoxyethoxy)carbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-B-(methylethylpyrimidin-4-yi]-N-[(1 ,3-benzodioxol-5-yl)methyl]-4-
[(2-methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI}-N-[( 1,3-benzodioxol-5-yl)methy }-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-d-yl}-N-{( 1,3-benzodioxol-5-yl)methyl]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[6~chtoro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-{( 1,3-benzadioxol-5-yl)ethyl}-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 4-benzodioxan-6-yl)methy(]-4-{(2-
methoxyethoxy)carbonyipiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y!)-6-methyipyrimidin-4-yl]-N-{( 1,4-benzodioxan-6-yl)methyi}-4-{(2-
methoxyethoxy)carbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1,4-benzodioxan-6-yi)ethy!]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-2-(1H-imidazol-1-yl)-6-methylpyrimidin-d-yl}-N-[(1,4-benzodioxan-6-yt)ethyl]4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[8-chloro-2-( TH-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)methyi]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide: ]

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-[(3,4-dimethoxypheny!)ethyl]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yhpyrimidin-d-yl]-N-{(3,5-dimethoxyphenyl)methyl)-4-[(2-
methoxyethoxy)carbonyllpiperazine-2-acetamide;
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1-[6-chioro-2-( 1H-imidazol-1 -yl}pyrimidin-4-y!]-N{(4-chlorophenyl)methyl]-4-
[(phenylmethoxy)carbonyl]piperazine-Z-acetamide;

1-[2-(1H-imidazal-1-yhpyrimidin-4-yi}-N4{(1 ,3-benzodioxol-5-yl)methyl]-4-
[{phenylmethoxy)carbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1 ,3-benzodioxol-5-yl)ethyl]-4-
[(phenylmethoxy)carbonyl]piperazine-2-acetamide:

1-[6-chloro-2-( 1H-imidazol-1-y/)pyrimidin-4-yl)-N-{(1 »3-benzodioxol-5-yl)ethyl)-4-
[(phenylmethoxy)carbonyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(1 A-benzodioxan-6-yl)methyl]-4-
[(phenyimethoxy)carbonyi]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-(methylethyl) pyrimidin-4-yl}-N-[(1 .4-benzodioxan-6-yl)methyl}-
4-{(phenylmethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-{(1 4-benzodioxan-6-yl)methy!]-4-
{(phenyimethoxy)carbonyilpiperazine-2-acetamide;

1-[6-chlore-2-(H-imidazol-1-y!)pyrimidin<4-yl]-N-{(1 4-benzodioxan-6-yl)methyi]-4-
[(phenylmethoxy)carbonyl]piperazine-2-acetamide;

1-[6-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1,4-benzodioxan-6-yljethyl}-4-
[(phenylmethoxy)carbonyllpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y!}-N-{(4-methoxyphenyl)methyl}-4-
[(phenyimethoxy)carbonyl]piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(4-methoxyphenyhethyl}-4-
[(phenylmethoxy)carbonyllpiperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl}-6-methylpyrimidin-4-yi]-N-[(4-methoxyphenyl)ethyl)-4-
[(phenylmethoxy)carbonyilpiperazine-2-acetamide; v

1-{6-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2-thienyl)ethyl}-4-
[(phenyimethoxy)carbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl)ethyl]-4-
[(phenylmethoxy)carbonyljpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3 4-dimethoxyphenyl)ethyl]-4-
[(phenylmethoxy)carbonyllpiperazine-2-acetamide:

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y|}-N-[(3,4-dimethoxyphenyl)ethyl]-4-
[(phenyimethoxy)carbonylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl}-4-
[(phenylmethoxy)carbonyl]piperazine-2-acetamide;
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1-[2-(7H-imidazol-1-yl)pyrimidin-4-yI]-N-{(1 ,3-benzodioxol-5-yl)methyl}-4-[(1-
methylpropoxy)carbonyl]piperazine-2-acetamide;

1-[2+( 1H-imidazol-1-yl)pyrimidin-4-yl-N-[(1,3-benzodioxol-5-yl)ethyl]4-{(1-
methylprapoxy)carbonyllpiperazine-2-acetamice;

1-[6-chloro—2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-[(1-
methylpropoxy)carbonyl]piperazine-2-acetamide;

1-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
[(4-methoxyphenoxy)carbonyl]piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-y1]-N-[(3,4,5-
trimethoxyphenyl)methylj-4-[(4-methoxyphenoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazot-1-yl)-6-trifluoromethylpyrimidin-4-yl}-N-[(1 4-benzadioxan-6-yl)methyl)-
4-[(4-methoxyphenoxy)carbonyljpiperazine-2-carboxamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)methyl]-4-{(4-
methoxyphenoxy)carbonyl]piperazine-2-acetamide:

1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-y]-N-[{ 1 ,4-benzodioxan-6-yi)ethyl]-4-[(4-
methoxyphenoxy)carbonyljpiperazine-2-acetamide; .

1-[6-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-methoxyphenyl)methyl]-4-{(4-
methoxyphenoxy)carbonyl]piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-ylJ-N-{(1-methyipyrrol-2-y)ethyil-4-[(4-
methoxyphenoxy)carbonyi]piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y1)-6-(methylethy!)pyrimidin-4-yl}-N-{(2,4-dimethoxyphenyl)methy(}-
4-[(4-methoxyphenoxy)carbonyl]piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(2,6-dimethoxyphenyl Ymethyi]-4-{(4-
methoxyphenoxy)carbonyllpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[(3 4-dimethoxyphenyl)methyl}-4-[(4-
methoxyphenoxy)carbonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y1)-6-methylethylpyrimidin-4-yi}- N-{1-(phenyimethy!)piperidin-4-
yllpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yI]-N-( 1 -cyanocyclohexyl)piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl}-6-methylethylpyrimidin-4-yl}-N-(2,2-dimethoxyethyl)piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]- N-tridecylpiperidine-2-acetamide;
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1-[2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N-(2-hydroxy-4-methylthiobutyl)piperidine-z-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]- N, N-[bis(2-cyancethyl)lpiperidine-2-
acetamide;

1-[2-(1H-imidazcl-1-y1}-6-methylpyrimidin-4-yi]-N, N-[bis(2-cyanomethyl)lpiperidine-2-
acetamide,

1-[2-(1H-imidazcl-1-yl)-6-methylethylpyrimidin-4-yl}- N-(4,4-diethoxybutyl)piperidine-2-
acetamide;

1-(4-fluorophenyl)-4-[1-[2-( {H-imidazol-1 -y)pyrimidin-4-yl|piperidine-2-acetyllpiperazine;

1-{(1.3-benzodioxol-5-yl)methyl}-4-[1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yllpiperidine-2-
acetyljpiperazine;

1-(phenylmethyl)-4-[1-[2-( 1H-imidazol-1-yYpyrimidin-4-yl}piperidine-2-acetyljpiperazine;

4-{1-[2-(1H-imidazol-1-yl)pyrimidin-4-yllpiperidine-2-acetyi]piperazine-1 -carboxylic acid,
ethyi ester;

1-(4-chlorophenyl)-4-[1-[2-( TH-imidazol- 1-yl)pyrimidin-4-yl|piperidine-2-acetyl}-4-
hydroxypiperidine;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[{2,3-dihydrobenzofuran-5-
yhmethyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-)}l]-N—[(indan-5—y|)methyl)piperidine—z-
acetamide; .

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(cyclohexyl)methyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N~(1,2,3 4-tetrahydronaphthalen-1-y/)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(naphthalen-1-yl)methyl)piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylethyipyrimidin-4-y!]-N-{(1,3-benzodioxol-5-
yl)methyl)piperidine-2-acetamide;

1-{2-(1H-imidazol-1-y!)-6-methylethyipyrimidin-4-yi]-N{(4-

_ chlorophenyl)methyljpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y1}-N-(2-sthylhexyl)piperidine-2-
acetamide,

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}- N-(2-ethylhexyl)piperidine-2-acetamide;

1-[2-(7H-imidazol-1-y!)-6-methylpyrimidin-4-y(]-N-(2-ethylhexyl)piperidine-2-acetamide;
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1-[2-(1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-yi}- N-[2-(morpholin-4-yl)ethyl|piperidine-
2-acetamide;

1-[2-(1H-imidazol-1 -yh)-6-methylpyrimidin-4-yi]-N-(1-methylhexyl)piperidine-2-acetamide;

1-{2-(1H-imidazol-1 -yl»-6-methylethylpyrimidin-4-yl}- N-(1-methylhexyl)piperidine-2-
acetamide;

1-2-(1H-imidazol-1-yl)pyrimidin-4-yll-N-(1 -methythexyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyri midin-4-yl]-N-[(2-methylphenyl)methyl]piperidine-2-acetamide:

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]- N{(d-
methoxyphenyl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methyipyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-8-methylethylpyrimidin-4-yl}- N-(cyclooctyt)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-d-yl]-N-(1-ethyl-3-hydroxy-1-
hydroxyethylpropyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}- N{3-(morpholin-4-
yl)propyijpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yi)-6-methylethylpyrimidin-4-yl)- N-(1-methyl-3-
phenyipropyl)piperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-(1-methyl-3-phenylpropyi)piperidine-2-
acetamide,;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-( 1-methyl-3-phenylpropy!)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylethylpyrimidin-4-yl]-N-(1-methylhepty))piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y|}-N-(1-methylheptyl)piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-(1-methylheptyl)piperidine-2-
acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-y{]-N-[(3-flucrophenyl)methyljpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yi}- N-[(3-fluorophenyl)methylipiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}-N-{(4-
methyiphenyl)methyilpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-(1-phenylethyl)piperidine-2-acetamide;
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1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-yl}-N-phenylmethylpiperidine-Z-acetamide;

1-[2-( 1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-y|]-N-[(3,4-
dichlorophenyl)methyl]piperidine-2—acetamide;

1-[2-(1H-imidazol-1 -yI)pyrimidin-4-yl]-N-(2-phenylethyl)piperidine-2—acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin—4-y|]-N-(2-pheny|ethyl)piperidine-2-acetamide:

1-[2-(7H-imidazol-1 -yl)-6-methylethylpyrimidin—4-yl]-N—[3-(pyrro|idin0n—1 -
yhpropyllpiperidine-2-acetamide;

1-[2-(7H-imidazol-1 -y)pyrimidin-4-yi]-N-(1 S-dimethylhexyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin~4—yl]-N—(1 S-dimethylhexylpiperiding-2-
acetamide;

1-{2-(1H-imidazol-1 -yI)—6-methylethyIpyrimidin-4-y|]- N-(1,5-dimethythexyl)piperiding-2-
acetamide;

T -[2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N—[(2-ﬂuorophenyl)methyl]piperidine—2-acetamide;

1-[2-(1H-imidazol-1 -yl)—6-methylpyrimidin-4-y|]-N—[(2-ﬂuoropheny|)methyl]piperidine-Z-
acetamide;

1-[2-( TH-imidazol-1 -yI)-6-mathylethylpyrimidin-4-yi}-N-[(3 4-
dimethoxyphenyl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)—6-methylpyrimidin-4~y|]-N—[(3,4-

‘dimethoxyphenyl)methyl]piperidine-2—acetamide;

1-{2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y|]-N-[2-(2-chIorophenyl)ethyl]piperidine-z-
acetamide;

1-[2-(1 H-imidazol-1-yI)pyrimidin-4-y|]-N-[(furan-2-yl)methyl]piperidine-z-acetamide;

1-[2-(1 H-imidazol-1-yI)-G-methyIpyrimidin—4-yl]-N-[(furan-2—yl)methyl]pi peridine-2-
acetamide;

1-[2-(1H-imidazol-1 -yI)—6~methylethylpyrimidin-4-yl]-N-[(furan-2-yl)methyl]piperidine-Z-
acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylethylpyrimidin—4-yl]-N~[(pyridin-2-y|)methyl]piperid_ine-z-
acetamide;

1-[2-( 1H-imidazol-1 -yl)pyrimidin—4-y|]-N-[(pyridin-2-y|)methyl]piperidine-z-acetamide;

1-f2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-yl]-N-[(pyridin-z-yl)methyl]piperidine-2-
acetamide; '

1-{2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yI}-N-[(3-
triﬂuoromethylphenyl)methyl]piperidine-Z-acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(3-triﬂuoromethylphenyl)methyl]piperidine-2-
acetamide;

1-[2-(1H-imidazo|-1-yl)-6-methylpyrimidin-4-yl]-N-(2-phenylpmpyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl)-8-methylpyrimidin-4-yl]- N-(2-phenyipropy!)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]- N-[2-(2-methoxyphenyl)ethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl)-pyrimidin-4-yl}-N-{2-(2-methoxyphenyl)ethy!]piperidine-2-
acetamide;

142 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}- N-(2-hydroxy-4-
methylthiobutyl)piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methylethylpyrimidin-4-yl}- N-(2-hydroxy-4-
methyithiobutyl)piperidine-2-acetamide:;

1-[2-(1H-imidazol-1-yI)-6-methylpyrimidin-4—yl]—N—[(2.4-dichlorophenyl)methyl]piperidine-
2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin-d-yl}- N-{(3-
methylphenyl)methyilpiperidine-2-acetamide; )

1-{2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-methylpheny!)methyl]piperidine-2-acetamide;

1~{2-( 1H-imidazol-1-yl)-6-methyipyrimidin-4-yi}-N-[(3-methyiphenyl)methyl]piperidine-2-
acetamide;

1+[2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y[]- N-[2-(3-
methoxyphenyl)ethyilpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(3-methoxyphenyl)ethylpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yi}-N-[2-(3-methoxyphenyl)ethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(3-methoxyphenyl)ethyl]pyrrolidine-2-

. carboxamide;

1-{2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yi]-N-[2-(3,4-
dimethoxyphenyl)ethyl]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-[2-(3 4-dimethoxyphenyl)ethyilpiperidine-2-
acetamide; '
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1-[2-(1H-imidazol-1-y1)-6-methy pyrimidin-4-yl}- N-{2-(3,4-
dimethoxyphenyl)ethyllpiperidine-2-acetamide;

1-[2~(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-(3 (4-dimethoxyphenyl)ethyllpyrrolidine-2-
carboxamide;

1-[2~(1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-yl}- N-(phenylbutyl)piperidine-2-
acetamide,

1-[2-( 1H-imidazol-1 -yl)-pyrimidin-4-y[}-N-(phenylbutyl)piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-y!)pyrimidin-d-yl]-N-(1 -hydroxymethyipentyl)piperidine-2-acetamide:;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-(1 -hydroxymethylpentyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1}-6-methylethylpyrimidin-4-y[]- N{(3,5-
dimethoxyphenyl)methylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(3,5-d imethoxyphenyl)methyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-{(3,5-
dimethoxyphenyl)methyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yi}- N-[2-(4-
ethoxyphenyl)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{2-(4-ethoxyphenyl)ethyllpiperidine-2-acetamide:

1-[2-(1H-imidazol-1 -y!)-6-methylpyrimidin-4-yi}-N-{2-(4-ethoxyphenyhethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazal-1-yl)pyrimidin-d-y(]-N-[2-(4-ethoxyphenylethyl}pyrrolidine-2-
carboxamide;

1-{2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yi)-N-{2-(4-
bromophenyl)ethyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(4-bromophenyl)ethyljpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[2-(4-bromophenyl)ethyl]piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y]-N-{2-(4-bromophenyl)ethyljpyrrolidine-2-
carboxamide;

1-[2-(1H-imidazol-1-yl}-6-methylethylpyrimidin-4-yi]- N-pentylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-pentylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y!]-N-pentylpiperidine-2-acetamide;
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1-[2-( 1H-imidazol-1-yl }-6-methylethylpyrimidin-4-yl}-N-[3-( 1H-imidazol-1-
yhpropyljpiperidine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[3-( 1H-imidazol-1 -yl)propyl]piperidine-
2-acetamide;

1-{2+(1H-imidazol-1 -yI)-6-methylpyrimidin-4-y|]-N-[(3-ch|orophenyl)methyl]piperidine-z-
acetamide;

1-[2-( 1H-imidazol-1 -yhpyrimidin-4-yl}-N-{(3-chlorophenyl)methyijpiperidine-2-acetamide;

1-[2-(1 H—imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(2,4-dichlorophenyl)methyl]piperidine- .
2-acetamide;

1-{2-(1H-imidazol-1 -y)pyrimidin-4-y(}-N-{(2 4-dichlorophenyl)methyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yI)-6-methylpyrimidin-4-yl]-N-[2-(1 -phenyl)ethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{1-(phenyl)ethyl]piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-y(}-N-[2-(3-flucrophenyl)ethyl]piperidine-2-
acetamide;,

1-[2-(1H-imidazol-1-yl}-6-methylethylpyrimidin-4-yl}- N-{2-(3-ethoxy-4-
methoxyphenyl)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y(]- N-[2-(3-ethoxy-4-methoxyphenyl)ethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[2-(3-ethoxy-4-
methoxyphenyt)ethyilpiperidine-2-acetamide;

1-2-(1H-imidazol-1-yl)pyrimidin-4-y/]-N-[2-(3-ethoxy-4-methoxyphenyl)ethyllpyrraiidine-
2-carboxamide;

1-[2-(1H-iridazol-1-yl)pyrimidin-4-yl}-N-[2-(4-chlorophenyl)ethylipiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]- N 2-(4-chlorophenyl)ethylpiperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-yl}-6-methylpyrimidin-4-yl}- N-(5-hydroxypenty|)piperidine-2-

~ acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-butylpiperidine-2-acetamide;

1-[2-(1H-imidazo!-1-yl)-6-methylpyrimidin-4-ylj- N-{(4-
fluorophenyl)(methyl)methyljpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]- N-[{4-fiuorophenyl)(methyl)methylpiperidine-2-
acetamide;
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1-{2-( 1H-imidazol-1 -yH)pyrimidin-4-yl}-N-[2-(2,5-dimethoxyphenyl)ethyl]piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1 -yl}-6-methylpyrimidin-4-yl]-N-[2-(2,5-
dimethoxyphenyl)ethyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4—yl]—N—[2-(2,5-dimethoxyphenyl)ethyl]pyrrolidine—2-
carboxamide,;

1-2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin~4-yl]-N—[2-(4-ethoxy—3-
methoxyphenyl)ethyi]piperidine-2-acetamide;

142-( 1H-imidazo|-1-yl)pyrimidin-4-yl]—N—[2-(4-ethoxy-3—methoxypheny!)ethyl]piperidine-z-
acetamide;

1-{2-(1H-imidazol-1-yi}-6-methylpyrimidin-4-yl]-N-[2-(4-athoxy-3-
methoxyphenyl)ethyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 -ylpyrimidin-4-yl}-N-[2-(4-ethoxy-3-methoxyphenyl)ethyllpyrrolidine-
2-carboxamide;

1-[2-(7H-imidazol-1-yl)-6-methylethylpyrimidin-4-yi]-N-[2-(4-
methoxyphenyl)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(4-methoxypheny))ethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[2-(4-methoxyphenylethyllpiperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-methoxyphenyl)ethyl]pyrrolidine-2-
carboxarmide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]- N-[3-
(methylethoxy)propyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y{}-N-hexylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-hexylpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-d-yl}- N-hexylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]- N-[2-(cyclohexen-1-yl)ethyllpiperidine-2-

_ acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-{2-(cyciohexen-1-yl)ethyl]piperidine-2-
acetamide;

1-[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(3-fluoro-5-
trifluoromethylphenyl)methyl]piperidine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}- N{(3-fluoro-5-

trifluoromethylphenyl)methyl]piperidine-2-acetamide;
" A-[2-(1H-imidazol-1 -yi)-pyrimidin-4-yl}-N-{2-(4-methyliphenyl)ethyljpiperidine-2-

acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methy|pyn'midin-4-yl]-N-[2-(4»methy|phenyI)ethyI]piperidine-z-
acetamide;

1-[2-( TH-imidazo!-1 -y1)-6-methylethylpyrimidin-4-yl]- N-(3-ethoxypropyl)piperidine-2-
acetamide;

1-{2-(7H-imidazol-1-y1)-6-methylpyrimidin-4-yl}- N-(3-ethoxypropyl)piperidine-2-
acetamide;

1-{2~(1H-imidazol-1 -yl)-6-methylethyipyrimidin-4-yl)- N-heptylpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y!}- N-heptylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl}-6-methyipyrimidin-4-yl}-N-heptylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N~(3-methoxypropyl)piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-(1-cyclahexylethyl)piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-(1-cyclohexylethyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1 -yl)-6-methylethylpyrimidiﬁ-4-yl]- N-[(4-
trifiuvoromethoxyphenyl)methyljpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-y1}-6-methylpyrimidin-4-yl}-N-[(4-
trifluoromethoxyphenyl)methyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}- N-[2-(4-flurophenyl)ethyl]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-y)-8-methylpyrimidin-4-yi]-N-[2-(4-flurophenyl)ethyljpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-ylJ- N-[2-(3-bromo-4-
methoxyphenyl)ethylpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y[]-N-[2-(3-bromo-4-methoxyphenyl)ethyl]piperidine-2-

~ acetamide;

1-[2~( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[2-(3-bromo-4-
methoxyphenyl)ethyl]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-[2-(3-bromo-4-methoxyphenyl)ethyllpyrrolidine-
2-carboxamide;
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1-{2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}-N-(3-phenylpropyl)piperidine-2-
acetamide;

1-[2-(1H—imidazol-1-yl)pyrimidin-4-yl]-N-(3-phenylpropyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-(3-phenylpropyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]-N-octylpiperidine-2-acetamide;

1-[2-(1H-imidazoi-1-yl)-6-methylpyrimidin-4-yi]-N-octyipiperidine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-(1-hydroxy-3-methylbutyl)piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylethyipyrimidin-4-yl]-N-[1-(4-
methylphenyl)ethyl]piperidine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl}- N-[1-(4-methylphenyl)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y{}-N-{1-(4-methylphenyi)ethyi]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-(4,4-diethoxybutyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-y!)-6-methylethylpyrimidin-d-yi]- N-[(4-
trifluoromethylphenyl)methyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-pyrimidin-4-yi}- N-[(4-trifiuoromethylphenyl)methy(lpiperidine-2-
acetamide; '

1-[2-(1H-imidazol-1-yt)-6-methylpyrimidin-4-yl]-N-[(4-
trifluoromethylphenyl)methyl]piperidine-2-acetamide;

1-{2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}- N-(3-butoxypropyljpiperidine-2-
acetamide;,

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-{ 3-butoxypropyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-yi)-6-methylethylpyrimidin-4-yI}-N-[2-(thiophen-2-yl)ethyl]piperidine-
2-acetamide;

1-{2-(1H-imidazo!l-1-yi}-6-methylpyrimidin-4-y(]-N-[2-(thiophen-2-yl)ethyl]piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-yl}-6-methylethylpyrimidin-4-y{]- N-[3-(pyrrolidin-1-
yl)propyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl}-8-methylethylpyrimidin-4-yl}- N-{(cyclohexyl)methylflpiperidine-2-
acetamide;
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1-[2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(cyclohexyl)methyl]piperidine—2-acetamide;

4-[[1-[2-( 1H-imidazol-1 -y)pyrimidin-4-yllpiperidine-2-acetyljamino]piperidine-1 -carboxylic
acid, ethyl ester;

4-[1-[2-( 1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-yl]piperidine-2-
acetyflamino|piperidine-1-carboxylic acid, ethyl ester;

4-[[1-[2-{ 1H-imidazol-1 -yl)-e-methylpyrimidin—4-y|]piperidine-2-acetyl]amino]piperidine-1 -
carboxylic acid, ethyl ester;

1-[2-(1H-imidazol-1 -yi)-6-methylpyrimidin-4-yi]-N-{(4-fluorophenyl)methyl]piperidine-2-
acetamide;

N-[(1,3-benzodioxol-5-yl)methy!]-1-[3-(1 H-imidazol-1-y)phenyl]piperidine-2-acetamide:

N-[(1,3-benzodioxol-5-yl)methyl}-1 -[3-chlbro-5-( 1H-imidazol-1-yl)triazin-1-yl)piperidine-2-
acetamide;

C N1 .3-benzodioxol-5-yl)methyl])-1-[2-(1 H-imidazol-1-yl)purin-6-yl]piperidine-2-

acetamide;

N-[(1.3-benzodioxol-5-yl)methyl]-1-[6-(1 H-imidazol-1 -yl)pyrazin-2-ylipiperidine-2-
acetamide;

N-{(1,3-benzodioxol-5-yljethyl}-6-chloro-2-(1 H-imidazol-1 -yl)pyrimidine-4-propionamide;

N-[(1,3-benzodioxol-5-yl)methyl]-2-(1 H-imidazol-1 -yl)pyrimidine-4-propionamide;

N-[(1,3-benzodioxol-5-yljethyl]-2-(1H-imidazol-1 -yt)pyrimidine-4-propionamide;

N-[(1,3-benzodioxol-5-yl)ethyl]-2-[2-(1H-imidazol-1-yl)pyrimidin-4-oxy)acetamide;

N-[(1,3-benzodioxol-5-yl)ethyl}-2-{2-(1H-imidazol- 1 -ypyrimidin-4-thiojacetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yi]piperidine-2-
ethanamine;

N-{{1,3-benzodioxal-5-yhmethyl]-1-[2-(1 H-imidazol-1-y1)pyrimidin-4-yl}-N-
methylpiperidine-2-ethanamine;

N-acetyl-N-{(1,3-benzodioxol-5-ylimethyl]-1-{2-(1 H-imidazol-1 -yhpyrimidin-4-
yllpiperidine-2-ethanamine;

N-[(1,3-benzodioxol-5-y)methyl]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-

_ (methylsulfonyl)piperidine-2-ethanamine;

4-{2-{{(1,3-benzodioxol-5-yl)methoxy)ethylipiperidin-1 -yl}-2-(1H-imidazol-1-yl)pyrimidine;
4-[2-[[4-(methoxy)phenoxy]propyl]pyrrolidin-1-yl]-2-(1H-imidazol-1-yl)pyrimidine;
4-[2-[[4-(methoxy)phenoxy]propyi]pyrrolidin-1-yl]-2-(1H-imidazol-1-yl)-6-
methylpyrimidine;
4-{2-{(1,3-benzodioxal-5-yl)propyl]pyrrolidin-1-yl}-2-(1H-imidazol-1-yl)pyrimidine;
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4-[2-[(1 .3-benzodioxol-5-yl)prop-2-ényl]pyrrolidin-1 -¥ll-2-(1H-imidazol-1-yl)pyrimidine;

4-chloro-2-(1H-imidazol-1-yl)-6-(perhydroazepin-1 -yl)pyrimidine;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]piperidine-2-ethanol;

4-chloro-2-(1H-imidazol-1-yl}-6-(piperidin-1 -yl)pyrimidine;

4-chloro-2-(1 H-Imidazol-1-yi)-6-(2-ethylpiperidin-1 -yl)pyrimidine;

4-fluoro-2-(1H-imidazol-1 -yl)-6-[(3,4-dimethoxyphenyljethyljaminojpyrimidine;

4-fluoro-2-(1H-imidazol-1 -y1)-6-[[(phenyl)ethyljamino]pyrimidine;

N-[{1,4-benzodioxan-6-yl)methyl]-1-[2-(1H-triazol-1 -yl)pyrimidin-4-yi}-4-
[(dimethylethoxy)carbonyl]piperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[6-(morpholin-4-yl)-2-( 1 H-imidazol-1 -y)pyrimidin-4-
yllpiperidine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl-4-[2-(1 H-imidazol-1 -yI)-6-methoxypyrimidin-4-
yl)piperidine-2-acetamide;

N-(1 ,3-benzodioxol-5—yl)methyl]-4-[6—[bis(ethoxycarbonyl)methyl]-z-(1 H-imidazol-1-
y)ipyrimidin-4-yl]-1-[(methoxy)carbonyllpiperazine-2-acetamide:

N-{(1,3-benzodioxol-5-yl)methyi}-4-[6-(aminocarbonyl)-2-(1H-imidazol-1 =y)ipyrimidin-4-
yl}-1-[(methoxy)carbonyl)piperazine-2-acetamide;

N-{(1,3-benzadioxol-5-yl)methyl]-3-[2-(1 H-imidazol'-1 -yl)pyrimidin-4-yl]-4-
methoxybenzamide;

4-chloro-2-(1H-imidazol-1-yl)-6-[(2-methoxyphenyl)amino)pyrmidine

N-[(1,3-benzodioxol-5-yl)methyl}-1-[2-(1H-imidazol-1-yl)pyrimidin-4-yljindole-6-
carboxamide;

N-[(1,3-benzodioxol-5-yl)ethyl]-1-[2-(1H-imidazol-1-yl)pyrimidin-4-yljpyrrole-2-
carboxamide;

N-{(3,4-dimthoxyphenyl)ethyl]-2-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-1,2,3 4-
tetrahydroisoquinoline-3-carboxamide;

N-I(1,3-benzodioxol-5-yl)ethyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yllpyrrolidine-2-
propionamide;

N-[(1,3-benzodioxol-5-yl)ethyl}- 1-[2-(1H-imidazol- 1-yl)-6-methylpyrimidin-4-yllpyrrolidine-
2-propionamide;

N-[(3,4-dimethoxyphenyi)ethyl]-1-[2-(1H-imidazol- 1-yhpyrimidin-4-yllpyrrolidine-3-
carboxamide;

N-[(3,4-dimethoxyphenyl)ethyl]-1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-
yllpyrrolidine-3-carboxamide;
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N-{(3 ,4-dimethoxyphenyl)ethyl]-1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yljpyrrolidine-3-
acetamide;

N-{(3,4-dimethoxyphenyljethyl}-1-[2-(1H-imidazol-1-y1}-6-methylpyrirmidin-4-
yljpyrrolidine-3-acetamide;

N-[(3,4-dimethoxyphenyl)ethyl]- 1-[2-(1H-imidazo!-1 -yl)-6-ethylpyrimidin-4-yljpyrrolidine-
3-acetamide;

N-{(3,4-dimethoxyphenyi)ethyl]-1-[2-(1 H-imidazol-1 -yl)-6-methylpyrimidin-4-yljazetidine-
2-carboxamide;

4-[2-(1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(1,3-benzodioxol-5-yl)ethyljmorpholine-2-
carboxamide;

4-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-y!}-N-[(1,3-benzodioxol-5-
ylethytjmorpholine-2-carboxarmide;

4-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1,4-benzodioxan-6-yl)ethymorpholine-2-
carboxamide;

4-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-[(1.4-benzodioxan-6-
yl)ethyl)morpholine-2-carboxamide;

4-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{{4-methoxyphenyl)ethylJmorpholine-2-
carboxamide;

4-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl]morpholine-2-
carboxamide;

4-[2-(1H-imidazol-1-yl)pyrimidin-4-y(}-N-[(3,4-dimethoxyphenyl)ethylimorpholine-2-
carboxamide;

4-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(3 4~
dimethoxyphenyl)ethyljmorpholine-2-carboxamide;

4-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyljmorpholine-2-
carboxamide;

4-[2-(1 H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenylimethyllmarpholine-
2-carboxamide;

4-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 13-benzodioxol-5-yl)methyljmorpholine-2-
acetamide;

4-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(1,3-benzodioxol-5-
yhmethyllmorpholine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-4-{2-(1 H-imidazol-1-yl)pyrimidin-4-yjmorpholine-3-
carboxamide;




10

15

20

25

30

WO 98/37079 PCT/US98/03176
-210-

N-{(1 »3-benzodioxol-5-yl)methyl]-4-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-
yllmorpholine-3-carboxamide;

N-(1,3-benzodioxol-5-yl)ethyl}-4-[6-ethyl-2-(1H-imidazol-1 -yh)pyrimidin-4-ylimorpholine-
3-carboxamide;

N-[(1.3-benzodioxol-5-yl)ethyl]-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl)morpholine-3-
carboxamide;

N-{{4-methoxyphenyl)methyl]-4-[2-(1 H-imidazol-1 -yt)-6-methylpyrimidin-4-yllmorpholine-
3-carboxamide;

N-[(4-chiorophenyl)methyl]-4-[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-yljmarpholine-3-
carboxamide;

N-[(3,4-dichlorophenyl)methyl]-4-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin-4-
yllmorphaline-3-carboxamide;

N-[(4-methylphenyl)methyl]-4-[2-(1H-imidazol-1 -yl)-6-methyipyrimidin-4-yljmorpholine-3-
carboxamide;

N-(3,4-dimethylphenyl)methyl]-4-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-
yllmorpholine-3-carboxamide;

N-{(1.3-benzodioxol-5-yl)methyl]-2-[[2-(1 H-imidazol-1-y!}-6-methy|pyrimidin-4-
yllamino)acetamide;

N-{(1,4-benzodioxan-6-yl)methyl-2-[{2-(1H-imidazol-1-yl)-6-methy pyrimidin-4-
yljamino]acetamide;

N-[(1,3-benzodioxol-5-yl)methyl}-1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yllperhydroazepine-
2-carboxamide;

N-{(1,3-benzodioxol-5-yl)methyl}-1-[2-(1H-imidazol-1 -yi)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(1,3-benzodioxal-5-yl)methyl]-1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-{(1,4-benzodioxan-6-yl)methyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-ylJperhydroazepine-
2-carboxamide;

N-[(1.4-benzodioxan-6-yl)methyl}-1-[2-(1 H-imidazol-1-yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-{(1,3-benzodioxol-5-yl)ethyl}-1-[2-(1H-imidazol-1 -yhpyrimidin-4-yl)perhydroazepine-2-
carboxamide;

N-[(1,3-benzodioxol-5-ylethyl]-1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;
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N-[(1,3-benzodioxol-5-yl)ethyl]-1-[2-(1H-imidazol-1 -yl)-6-ethylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-(1,3-benzodioxol-§-yl)ethyl]-1-[8-chloro-2-(1H-imidazol-1 -yh)pyrimidin-4-
yliperhydroazepine-2-carboxamide;

N-{(1,4-benzodioxan-6-yl)ethyl]-1-[2-(1 H-imidazol-1 -yI)pyrimidin-4-yl]perhydroazepine-z-
carboxamide;

N-[(1,4-benzodioxan-6-yl)ethyl]-1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(3,4-dimethoxyphenyl)ethyl}-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}perhydroazepine-2-
carboxamide;

N-[(3,4-dimethoxyphenyl)ethyl}-1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(3,4-dimethoxyphenyi)ethyl]-1-{2-(1H-imidazol-1 -yl)-6-ethylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(3,4-dimethoxyphenyl)methyl}-1-[2-(1 H-imidazol-1-yl)-6-(methylethy|)pyrimidin-4-
ylJperhydroazepine-2-carboxamide;

N-{(3.4-dimethoxyphenyi)ethyl]-1-[6-chloro-2-(1H-imidazol-1-ylpyrimidin-4-
yllperhydroazepine-2-carboxamide

N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl)perhydroazepine-
2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl}-1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-acetamide;

N{(1,3-benzodioxol-5-yl)methy(}-1-[2-(1 H-imidazol-1-y1)-6-sthylpyrimidin-d-
yl]perhydroazepine-2-acetamide;

N-{(1.4-benzodioxan-6-yl)methyl]-1-[2-{1 H-imidazol-1 -yh)pyrimidin-4-yljperhydroazepine-
2-acetamide;

N-[(1 4-benzodioxan-6-yl)methyi]-1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-
ylperhydroazepine-2-acetamide;

N-[(3,4-dimethoxyphenyl)methyl]-1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-

V yllperhydroazepine-2-acetamide;

N-{(3,4-dimethoxyphenyl)methyl]-1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-
yllperhydroazepine-2-acetamide;

N-I(3,4-dimethoxyphenyl)ethyl]-1-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-
yllperhydroazepine-2-acetamide;
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N-[(3.4-dimethoxyphenyl)ethyl]-1-{2-(1H-imidazol-1-y1}-6-(methylethyl)pyrimidin4-
yijperhydroazepine-2-acetamide;
N-{(4-methoxyphenyl)methyl}-1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]perhydroazepine-2-
acetamide;
5 N-{(4-methoxyphenyl)methyl]-1-[2-(1H-imidazo!- 1-yl}-6-methylpyrimidin-4-
yllperhydroazepine-2-acetamide; )
N-[(1,3-benzodioxol-5-yl)methyl]-1-[6-chloro-2-(pyridin-3-yl)pyrimidin-4-yllpiperidine-2-
acetamide; ‘
N-[(1.3-dioxolan-5-y|)memyn-1-[2-(1H-Imldazol-1-yl)pyrimldIn-4-yt]perhydroazeplne-2-
10 acetamide;
N-[(4-trifluoromethoxyphenyl)methyl]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllperhydroazepine-2-acetamide; and ‘
N-[(4-triﬂuorome_lhoxyphenyl)methyl]-1-[2-(1H-Irhldazol-1-y|)—6-methylpyrinﬂdin—4-
ylperhydroazepine-2-acetamide.
15

hhdh N

While the present invention has been described with reference to the speclfic
embodiments thereof, it should be uhderstood by those skilled in the art that various changes
20 maybe made and equivalents may be substituted without departing from the true spirit and
scope of the invention. in addition, many modifications may be made to adapt a particular
situation, material, composition of matter, process, process step or steps, o the.objective, spmt
and scope of the present invention. All such modif catlons are Intended to be within the scope
of the claims appended hereto.

XY}

el The reference to any prior art in this specification is not, and should not be taken
as, an acknowledgement or any form of suggestion that the prior art forms part of the

_common general knowledge in Australia.
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What is claimed is:
1. A compound of formuta (1), formula (1) or formula (H):
Q-R3
(CR™H),

y - (CRAH)— (CR™H),~C—(CR™)RP),—A
* R17
7
u )\

\Y "\‘/\N
W/

Q—(C(R”)R”)H—A
/J\

OR

ﬁ X (n; or
u )\
\Y '\\I/\N
W/

V/(C(R12)H)q*(C(R13)H)r(C(R")Rzo)n—A
)\
ﬁ ¥ am;
UG )\

vZ N
\

[

w

wherein:
Ais -R',-OR", -COIN(R")R?, -P(O)N(R"R? ]z, -N(R")COIR?, -NR™)C(O)OR? , -N(R')R?',
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NR®ICONRR', -S(O}R’, -SO,NHC(OR", NHSO,R?, -SO,N(R')H,
-C(O)NHSO,R?, and -CH=NOR';

each X, Y and Z are independently N or C(R™®);

each U is N or C(RY), provided thatU is N only when X isN and Z and Y are CR ',

Vis N(R*), S, 0 or C(R*)H;

each Wis N or CH;

Q is chosen from the group consisting of a direct bond, -C{Q)-, -O-, -C(=N -R")-, -S(O), and
N(R®);

mis zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

r is zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;
when A is -OR", -N(R")C(O)R?, -N(R™)C(0)OR?, -N(R")R?', -N(R™*)C(O)N(R")R,
-S(0)R' (where tis zero), or -NHSO,R%, n, g, and r cannot all be zero; and when Q is a
heteroatom and A is -OR’, -N(R")C(O)R?, -N(R*)C(O)OR? , -N(R)R?',
-NR™)C(OINR')R™, -S(O)R" (when t is zero) or -NHSO,R?, m and n cannot both be
zero;

tis zero, one or two;

( N3
I is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl,
each R and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C1-Cy alkyl, optionally substituted cycloalkyl, -[Co-Cg alkyl)-R®,
-[C5-Cs alkenyl]-R®, -[C-Cq alkynyl]-R®, -[C,-Cy alkyl]-R™ (optionally substituted by
hydroxy), -[C 1-C3]'R11 {optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR'and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -{C-Cs alkyll-C(O)N(R")R?, 4{G+-Cs alkyl}-N(R")R?, {C+-C, alkyl}-R®,
-[C-Cg alkyll-R™®, -[C;-Cs alkyl]-R"", and heteracyclyi (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
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imidazolyl);

or when Qis -N(RS)- or a direct bond to R3, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyi,
dialkylaminocarbonyl and -C(=NR'8)-NH,;

or -Q-R’ taken together represents -C(O)OH, -C(OIN(R'IR?, -C(=NH)-N(R")R? or

R is chosen from the group consisting of hydrogen, alkyl, aryi, aralkyl and cycloalkyl;

provided that when Ais -R" or -OR', R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, halo, alky!, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR'®, -S(0)-R', -N(R'™R?', -NR'®)COINR")R',
-N(R™)C(O)OR™, -N(R™)C(O)R®, -[C,-Cs alkyi]-C(O)OR™®,

-[Co-Cs alkyl]-C(H){C(O)OR "}y, and -[Co-Cp alkyl-C(O)N(R')R';

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C-Cs alkyi}-R®,
-[C2Cy alkyl-R", -[C4-Cy alkyll-R™, acyl, -C(O)R", ~-C(O)-[C-Cs alkyl]-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkyisulfony|, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted aryisulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminacarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R', -C(0)-R®-N(R")R?, -C(0)-R*-N(R")C(O)}-RZ-N(R")R?,
-C(O)-N(R")-R®-C(O)OR";

each R® and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alky, aralkyl or alkoxy);

eachR"Yis independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenyimethyhamino, hydroxy,
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mercapto, alkylsulfonamido;

eachR'is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyi, monoalkylarminocarbonyl and dialkylaminocarbonyl;

each R, R", R™, R", R", and R?" are independently hydrogen or alky!;

each R* is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralky! or cycloalkyl;

R'®is hydrogen, NO,, or toluenesutfonyl:

eachR™is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl
halo or haloalky?;

eachR? is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyt, -C(O)R% or -S0,R%;

or R* taken together with R" and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R taken together with R *® and the nitrogen to which they are atlached is an optionally
substituted N-heterocyciyl;

each RZis independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R* is an amino acid residue;

as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

2. The compound of formula (1) of Claim 1 having the formula (1a), formula (Ib) or
formula (lc):
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QR®
(CR™H),

PCT/US98/03176

_AACRIHY—(CR™H)~C—(CR™RD),—A
/\L R17
N| Ny (la);
Rﬁ)\)\l\\l/\N
wa/
T
(CR™)Hn
A (CRPH)g=(CR™H)~C—(CR™)R?),—A
Y R1T
NI x (Ib) ; or
wa/
Q-R®
(CR™H),

(CR™)H)g—(C(R")H)~C—(CR™)RP),— A
V/ q

RY
| Y (Ic).
/j\
RS N ,\{/\N
W§/
3. The compound of Claim 2 wherein;

Ais -OR', -COINR"R?, -N(R'™)C(O)N(R)R'®, -NR'C(O)R? or NR')R?";

Vis N(R*); and
Wis CH.
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4. The compound of Claim 3 wherein:
Ais -CONR")RZ
q, r and n are zero,
R’ is hydrogen; and
R? s lower alkyl or -[C,-C¢l-R®;
R*is hydrogen or lower alkyl; and
R®is hydrogen, halo, alkyl, or alkoxy.

5. The compound of Claim 4 wherein R is phenyl, tolyl, anisyl,
1.4-benzodioxan-6-yl, 1,3-benzodioxol-5-yl, chlorophenyl, carboxyphenyl, dimethoxyphenyi,
2-thieny! or morpholiny!.

6. The compound of Claim 2 where:
Ais -CONR")R%
m is zero;

Q s a direct bond to R and
RYis hydragen.

7. The compound of Claim 6, ie., N-{(1,3-benzodioxol-5-yl)ethyi]-2-[[2-(1 H-
imidazal-1-yt)-6-methylpyrimidin-4-ylj(methyl)aminojacetamide.

8. The compound of formula (11} of Claim 1 having the formula (lla), formula (lib) or
formula (lic):
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(Q—(C(R“)R”)n—A

(lla};

(;‘)—(C(R“‘)R”)n—A

N AN (IIb) ; or

9. The compound of Claim 8 wherein the N-heterocyclyl is selected from the group
cansisting of piperidinyl, piperazinyl, pyrrolidinyl, morphalinyl, thiomorphalinyl, azetidinyi, indolyl,
pyrrolyl, imidazolyl, tetrahydroisoguinolyl, and perhydroazepinyt.

10.  The compound of Claim 9 wherein the N-heterocyclyl is piperazinyl substituted
by RS, ie., the compound of formula (lld), formula (lle} or formula (lif):
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6

R
|
™
[ )—(C(R”)RZ")n-A

N

)\ (d);
|

N

pd

[N\
——(C(R™R®),—A
N)

N (lle); or
PN
RS N l\{/\N
W§/
RG
8
[ )—(C(R“)RZ")n—A
N
(.
)
RS N/‘\T/\N
W§/

11.  The compound of Claim 10 where:
Ais -OR", -C(OIN(R)R?, -N(R™)C(OIN(R")R'®, -NR'C(O)R? or -N(R")R?";
Wis CH; and
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R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C;-Cy alkyl)-R®,
1C2-Co alkyl-R™, -[C1-C; alkyl]-R ", acyl, -C(OR®, -C(O)-[C+-Cy alkyl-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optienally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminacarbonyl, monoalkylaminoccarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfony,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heteracyclyi,
-C(=NH)-N(CN)R", -C(O)}-RZ-N(R")R?, -C(0)-R®-N(R")C(0)-REN(RR?,
-C(0)-N(R")-R®-C(O)OR".

12.  The compound of Claim 11 wherein:

Ais ‘C(OIN(R"R;

R'is hydrogen;

R?is lower alkyl, -[C4-Cy alkyll-R®, of -{C,-Cg]-R™ :

RCis hydrogen, acetyl, t-butoxycarbonyl, 4-methoxyphenylaminocarbonyl, 4-methoxyphenyl-
methyl, methoxycarbonyl, methyl or benzyl;

R®is hydrogen, halo, alkyl, or alkoxy; and

nisQor1.

13.  The compound of Claim 12 wherein:
R?is -CH,-R® or {C1-Cgl-R™;
R®is aryl or substituted aryl; and
R™ is methylthio.

14, The compound of Claim 13 wherein:
R%is -CH; R,
R® is hydrogen, acetyl or +-butoxycarbonyl; and
_ R%is phenyl, tolyl, anisyl, 1,4-benzodioxan-6-yl, 1,3-benzodioxol-5-yl, methylthiophenyl,
chlorophenyl, carboxyphenyl, dimethoxyphenyl, or 2-thienyl.

15.  The compound of Claim 14 wherein R®is chloro, R® is acetyl and R® is p-tolyl.

16.  The compound of Claim 14 wherein R®is chloro, R® is hydrogen and R® is p-tolyl.
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17. The compound of Claim 14 wherein R®is chioro, R® is hydrogen and R? is
1,4-benzodioxan-6-yl or 1,3-benzodioxol-5-yl.

18.  The compound of Claim 14 wherein R¥is chioro, R® is +butoxycarbonyl and R® is
1,4-benzodioxan-6-y! or 1,3-benzodioxol-5-yl.

19.  The compound of Claim 10 selected from the group consisting of:

N-[(1,3-benzodioxol-5-yl)ethyl]-4-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-1-(2-
methyl-1-oxopropyl)piperazine-2-acetamide;

N-{(1,3-benzodioxol-5-yl)methyf]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}4-
(methoxycarbonyl)piperazine-2-acetamide;

N-H{(1.4-benzodioxan-6-yl)methyl]-1-[2-(1H-triazol-1-yi)pyrimidin-4-yi]-4-
[(dimethylethoxy)carbonyl]piperazine-2-acetamide;

N-{(1,3-benzadioxol-5-yl)methyl}-4-[2-(1 H-imidazol-1 -yl)-6-methoxypyrimidin-4-yi}-1-
(methoxycarbonyl)piperazine-2-acetamide;

1-(acetyl}-N-[(1,3-benzodioxol-5-yl)methyl]-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-

- yllpiperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1 —yI)pyrimidin-4-y|]-N-[(4-methoxy-3-chlorophenyl)methyl]-4-
(methyisulfonyl)piperazine-2-acetamide; and

1-{2-(7H-imidazol-1-y)pyrimidin-4-yl}-N-f(pyridin-3-yl)methy!]-4-(tetrahydro-3-
furanoyl)piperazine-2-carboxamide.

20.  The compound of Claim 9 wherein the N-heterocyclyl is optionally substituted
piperidinyl, .e., the compound of formula (lig), formula (!lh) or formula (11i):
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21.  The compound of Claim 20 wherein:
~ Ais-OR’, -CON(R")R?, -N(R™)C(OINR"R ™, -NR'C(O)R? or -N(R')R?"; and
W is CH.

22.  The compound of Claim 21 wherein
Als -CONR"RY
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R’ is hydrogen; _

R is lower alkyl or -[C{-Cj alkyl}-R®;

R® is hydrogen, halo, alkyl, or alkoxy; and
n is zero or one.

23.  The compound of Claim 22 wherein R is lower alkyl or -CH,-R® and R®is
4-methoxyphenyl, 1,4-benzodioxan-6-yl, 1,3-benzodioxol-5-yl or 3,4-dimethoxyphenyl.

24.  The compound of Claim 20 selected from the group consisting of:

N-{(1,3-benzodioxol-5-yl)methyl]-1-[2-( 1 H-imidazol-1 “yi)pyrimidin-4-yllpiperidine-2-
ethanamine,

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi}- N-[(3-methoxyphenyl)methy(]piperiding-2-
acetamide;

1-[2-(1H-imidazol-1-yI)-6-methylethylpyrimidin-4-y|]-N-[2-(morpholin-4-yl)ethy|]piperidine-
2-acetamide;

1-{2(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-(1-methylhexy|)piperidine-2-acetamide;

N-{(4-chlorophenyt)methyl]-1-[2,6-bis(1H-imidazol-1-y)pyrimidin-4-yl]piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[2-(4-methoxyphenyl)ethyl]piperidine-2-
acetamide; and

N-[(1,3-benzodioxol-5-yl)methyl}-4-[2-(1 H-imidazol- 1-y1)-6-methoxypyrimidin-4-
yllpiperidine-2-acetamide.

25.  The compound of Claim 9 wherein the N-heterocyclyl is optionally substituted
pyrrolidinyl, i.e., the compound of formula (1ij), formula (llk) or formula (im);
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26.  The compound of Claim 25 wherein:
Ais -OR', -C(OIN(R")R?, -N(R')C(O)N(R')R®, -NR'C(O)R? or -N(R")R?'; and
W is CH.

27.  The compound of Claim 26 whersin
Ais -C(O)N(R")R?;
R'is hydrogen;
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R? is lower alkyi or -[C ;-Cj alkyl-R®:
R® is hydrogen, halo, alkyl, or alkoxy; and
n is zero or one.

28.  The compound of Claim 27 having the R-configuration at C-2 of the pyrrolidinyl
ring.

29.  The compound of Claim 25 selected from the group consisting of:

N-[{(1,3-benzodioxol-5-yl)ethyl}-1-[2-(1 H-imidazo!-1 -yl)-6-methylpyrimidin-4-y(]pyrrolidine-
2-carboxamide;

N-{(1,3-benzodioxol-5-yljethy!]-1-[2-(1H-imidazol-1-yl)-6-ethylpyrimidin-4-yljpyrrolidine-2-
carboxamide;

N-(3.4-dimethoxyphenyl)methyl]-1-[2-( 1H-imidazol-1-yl)pyrimidin-4-y/]pyrrolidine-2-
acetamide;

N-{(4-methoxyphenyl)ethyl}-1-[2-(1 H-imidazol-1-yi)-6-methylpyrimidin-4-yI] pyrralidine-2-
carboxamide; and

N-{(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-yl)-6-sthylpyrimidin-4-y(Jpyrrolidine-
2-acetamide.

30.  The compound of Claim 9 selected from the group consisting of:

4-[2-(1H-imidazol-1-yhpyrimidin-4-yl]-N-{(1,3-benzodioxol-5-ylethylImorpholine-2-
carboxamide;

4-(2-(7H-imidazot-1-yl)-6-methylpyrimidin-d-yl}-N-[{4-methoxyphenyl)ethyl]-
thiomorpholine-2-acetamide;

N-[(1,3-dioxotan-5-yl)methyl]-1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yljperhydroazepine-2-
acetamide;

N-[(3 4-dimethoxyphenyl)ethyl]-1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yljazetidine-
2-carboxamide; and

4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)ethyljmorpholine-2-
carboxamide.

31.  The compound of formula (lll}) of Claim 1 having the formula (llla), formula (llib)
and formula {lllc):
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32.  The compound of Claim 31 wherein
C is optionally substituted phenyl or optionally substituted naphthyl.

33.  The compound of Claim 1 of formula (1), formuta (II) or formula (1) wherein each
X, Y or Zis C(R™), and each U is C(R®) where each R"™ and R® is as described above in
Claim 1.
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34.  The compound of Claim 1 of formula (1), formula (1f) or formula {IIN) wherein each
X,YorZis N, and each U is C(R ") where each R®is as described above in Claim 1.

35.  The compound of Claim 1 of formutla (1), formula (lI) or formuta (IIl) wherein each
Xis N, each Zor Yis C(R), and each U is N where each R*® is as described above in

Claim 1.

36.  The compound of Claim 1 of formula (1), formula (I1) or formuta (lll) wherein in

. eachformula, one of X, Y, and Z is N and the others are C(R '*), and U is C(R®) where each R"®

and each R® is as described above in Claim 1.

37. A compound of formula (IV):

T
AA-N
P
ﬁ xx v);
U )\
\Y T/\N
W=/
wherein:
AA is an amino acid;

X, Y and Z are independently N or C(R**);
Uis N or C(R®), provided that U is N only when Xis Nand Zand Y are CR '®;
Wis Nor CH; :
R" and R? are independently chosen from the group consisting of hydrogen, optionaly -
" substituted C.-Cx alkyl, optionally substituted cycloalkyl, {Cy-Cy alkyl-R’,
-[C-C, alkenyi]-R®, {C-Cy alkynyl]-R®, -{C-C; alkyl]-R"™ (optionally substituted by
hydroxy), -{C+-Ca}-R"! (optionally substituted by hydroxy), optionally substituted
heterocyclyl; '
orR'and R? together with the nitrogen atomto which they are attached Is an optionally
substituted N-heterocyclyl; ,
RS Is chosen from the group eonsisﬁng of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR", -S(0)-R™®, -N(R'®)R?, -N(R™)C(OINR"R™,
N(R'™®)C(O)OR™, -N(R™)C(O)R™®, {Co-C; alky}-C(O)OR',
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-[Cq-Cs alkyl]-C(H)IC(O)OR®];, and -[C,-Cs alkyl}-C(ON(R )R,

each R%is independently chosen from the group consisting of haloalky!, cycloalky! (optionally
substituted with halo, cyano, alkyl or alkoxy), carbocyclyt (optionally substituted with one
or more substituents selected from the group consisting of hato, alkyl and alkoxy), and
heterecyclyl (optionally substituted with alkyl, aralkyt or alkoxy);

each R" is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monoalkylamino, dialkylamine, (friphenyimethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

each R"is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminocarbonyl;

each R'®is independently hydrogen, alkyl, optionally substituted aryi, optionally subsituted
aralkyl or cycioalkyl; _

R%is hydrogen, alkyl (optionaly substituted with hydroxy), cyclopropyl, halo or haloalkyi;

each R*' is hydrogen, alky!, cycloalkyl, optionally substituted aryl, optionally substituted aralkyl,
-C(O)RZ or -SO,R%,

or R?' taken together with R" and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R?' taken together with R™® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R¥ s independently alkyl, cycloalkyl, optionally substituted ary! or optionally substituted
aralkyl; and

tis zero, one or two;

as a single isomer or mixture thereof, or a pharmaceutically acceptabie sait thereof.

38.  The compound of Claim 37 of formula (1Va), formula (IVb) or formula (IVc):
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39.  The compound of Claim 38 wherein said amino acid is an a-aminoacid of the
configuration at the carbon « to the acid.

40.  The compound of Claim 38 wherein said amino acid is an «-aminoacid of the D
~ configuration at the carbon « to the acid.

41.  The compound of Claim 38 wherein:
R'is hydrogen;
R is lower alkyl or -[C,-Cyalkyl]-R®; and
R®is hydrogen, halo, alkyl, or alkoxy.
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42.  The compound of Claim 41 wherein R® is phenyl, tolyl, anisyl,
1,4-benzodioxan-6-yl, 1,3-benzodioxol-5-yl, chlorophenyl, carboxyphenyl, 2-thieny,

dimethoxyphenyl or morphaolinyl.

43. A compound of formula (Va), formula (Vb) or formula (Vc):
QR
(CRH)m
y - (CR™)H)g= (CR"*)H) —C—(CR"RZ),— A

R17

G | )\ (Va) ;

14 RZO n_A
@—<C<R JR20)

(Vb}; or
G

N
L/

V,(C<R‘2)H)q—(C(R‘3)H),—@—(C(R1“)R2°)n—A
| Xy Vo) ;
)\N/\

Z’}
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wherein B is a fused 5-or 6-membered optionally substituted carbocyclyl or heterocyclyl; and

wherein:

Ais R', -OR", -C(O)N(R")R?, -P(O)IN(R")R? ], -N(R"JC(O)R?, -N(R')C(O)OR? , -N(R)R?",
NR™®)CIOINR"IR', -S(O)R', -SO,NHC(O)R', -NHSO,R%, -SO;N(R"H,
-C(O)NHSO,R?, and -CH=NOR';

each X and Y are independently N or C(R™);

Vis N(R*), S, O or C(R*)H;

eachWis N or CH;

Q is chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N-R")-, -S(0),, and
-NR®)-;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

ris zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;
when A is -OR’, -N(R")C(O)R?, -N(R")C(0)OR?, -NRHR?', NR™)C(OINR')R',
-S(O)(R1 (where t is zero), or -NHSO;R”, n, g, and r cannot all be zero; and when Qis a
heteroatom and A is -OR', -N(R"C(O)R?, -N(R'®)C(0)OR?, -N(R")R?',
-N(R™)C(OINRIR', -S(O)R (when tis zero) or -NHSO,RZ, m and n cannot both be
zero;

tis zero, one or two;
T

is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted A-heterocyclyt;

each R' and R? are independently chosen from the group cansisting of hydrogen, optionally
substituted C4-Cyg alkyl, optionally substituted cycloalkyl, {Cy-Cy aIkyI]—Rg.
-[C2-Cs alkenyl]-R®, -[C,-Cq alkynyl]-R®, -[C,-C; alkyll-R*° (optionally substituted by
hydroxy), -[C+-Co-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR'and R? together with the nitrogen atom to which they are attached is an optionalty
substituted N-heterocyclyl;

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -[C1-Cs alkyl-C(O)N(R")R?, -[C1-Cq alkyl}-N(RR?, -{C+-Cs alkyll-R®,
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-[C2-Cs alkyll-R™, -[C+-Cy alkyl}-R", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazoiyl);

orwhen Qs -N(Rs)- or a direct bond to R, R® may additionally be
aminacarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyl and -C(=NR'®)-NH,;

or -Q-R’ taken together represents -C(O)OH, -C(ON(R')R?, -C(=NH)-N(R")R? or

0
R
—N .
R2
o}

R*is chosen from the group consisting of hydrogen, alkyl, anyl, aratkyl and cycloalkyt;

provided that when A is -R" or -OR', R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C+-Cy alkyl}-R®,
-[C2-Cs alkyil]-R"®, [C4-Cy alkyl-R™", acyl, -C(O)R®, -C(OC,-Cs alkyi}-R?,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsuifonyl, optionally substituted aryl, optionally substituted
heterocyelyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosuifonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyi, optionally substituted N-heteracyclyl,
-C(=NH)}-N(CN)R', -C(O)}-R®-N(R")R?, -C(0)-R®-N(R")C(0)-RZ-N(R")R?,
-C(0)-N(R")-R®-C(0)OR’;

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
{optionally substituted with halo, cyano, alky! or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halg,
alkyt and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

each R" is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted arafkoxy, optionally substituted -S(O)R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

each R" is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
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alkoxycarbonyl!, aminocarbonyl, monoalkylaminacarbonyl and dialkylaminocarbonyl;
each R™ R™, R™, R™, R", and R? are independently hydrogen or alkyf;

each R" s independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyi;

R'® is hydrogen, NO,, or toluenesulfonyl;

each R is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl,
halo or haloalkyi;

each R?' is independently hydrogen, alkyl, cycloalky!, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R% or -SO,RZ,

or R*' taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heteracyclyl;

or R?" taken together with R™® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R%is independently alkyl, cycloatkyt, optionally substituted aryl or optionally substituted
aralkyl; and
R® is an amino acid residue;

as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

44, The compound of Claim 43 wherein each X and each Y is N; each W is CH: and
B is a fused optionally substituted heterocyclyl.

45.  The compound of Claim 44 of the formula (Vba):

14,0520\ __
(,\}—(C(R ROy —A

i
<,N | N/kN/\
H

Y

(Vba)

r

where Ais -OR’, -C(O)N(R")R?, -N(R™)C(O)N(R')R ™, -NR'C(O)R? or -N(R")R?"; and
T

is an N-heterocyclyl selected from group consisting of pipéridinyl, piperazinyl,
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pyrrolidinyl or morpholinyl.

46.  The compound of Claim 45, j.e., N-[(1 ,3-benzodioxol-5-yl)methyl]-1-[2-(1H-
imidazol-1-yl)purin-6-yllpiperidine-2-acetamide.

47. A compound of formula (Vla), formula (Vlb) or formula (Vic):
aQR?
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v ACR)H)—(CR™)H)~C—(CR™RP)—A
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Xy
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° —
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wherein B is a fused 5-or 6-membered optionally substituted carbocyelyl or héterocyclyl; and

wherein:

Ais-R', -OR', -CONR"IR?, -P(O)IN(R"R? ], NR"CIO)RZ, -N(R™®)C(0)OR? , -N(R")R?',
-NR®)CONRR'™, -S(O)R', -SO,NHC(O)R!, -NHSO,RZ, -SON(R')H,
-C(O)NHSO,R?, and -CH=NOR';

each X and Z are independently N or C(R’g);

Vis N(R%), S, O or C(RY)H;

eachWis N or CH;

Q is chosen from the group consisting of a direct bond, -C(O)-, -0-,-C(=N -R'}-, -3(0),, and
-NR®);

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

r is zero or one, provided that when Q and V are hetercatoms, m, q, and r cannot all be zero;
when A is -OR’, -N(R"YC(O)R?, NR™)C(OJOR?, -N(R")RZ, -N(R'®)C(O)N(RMR',
-S(O)R (where tis zero), or -NHSO,R%, n, q, and r cannot all be zero; and when Qis a
heteroatom and A is -OR”, -N(R')C(O)R?, -N(R®)C(O)OR? , -N(R")R?",
-N(R™)C(O)N(R"R'®, -S(O)R" (when t is zero) or -NHSO,R?, m and n cannot both be
zero,

tis zero, one or two;
T

is an optionally substituted N-heterocyclyl,

C is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

each R' and R’ are independently chosen from the group consisting of hydrogen, optionally
substituted Cy~Cy alkyl, optionally substituted cycloatkyl, -[C¢-Cs alkyl]-R®, :
-[Co-Cy alkenyl]-R®, -[C-Cj alkynyl]-R®, 4C,-Cs alkyl]-R " (optionally substituted by
hydroxy), [C1-Cg-R"" (aptionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyciy!;

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optianally substituted aryl,
haloalkyl, -[C1-Cg alkyl]-C(OIN(R")R?, 4[C,-Cq alkyl}-N(R")R?, -[C4-C; alkyl]-R®,
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-[C2-Cy alkyl]-R™, -[C+-C alkyll-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Qs -N(R%)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyl and -C(=NR'®)}-NH,:

or -Q-R* taken together represents -C(O)OH, -C(OIN(R')R?, -C(=NH)-N(R")R? o

R*is chosen from the group consisting of hydrogen, alkyl, aryi, aralkyl and cycloalkyl;

provided that when A is -R' or -OR", R* cannot be hydragen, and when V is CH, R* may
additionally be hydroxy;

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C-Cg alkyl}-R®,
-[C2-Cq alkyl]-R™, [C+-Cq alkyl}-R"", acyl, -C(O)R®, -C(O)-C-Cs alkyl]-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionaily substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryi, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyt,
aminocarbonyl, monoalkylaminocarbony!, dialkylaminocarbony!, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfony!,
arylaminosulifonyl, arylsulfonylaminocarbonyi, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R', -C(0)}-RZN(R"R?, -C(0)-RE-N(R")C(O)}-RENR"R?,
-C(O)-N(R")-R*-C(O)OR";

each R® and R® are independently chosen from the group consisting of haloalkyl, cycloalky!
(optionally substituted with halo, cyano, alky! or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

each R" is independently chosen from the group consisting of halo, alkaxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(O).-R”.
acylamino, amino, monoalkylarﬁino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamide;

eachR"'is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
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alkoxycarbonyl, aminocarbony!, monoalkylaminocarbonyi and dialkylaminocarbonyl;
each R R"™, R™, R', R", and R? are independently hydrogen or alkyl:

eachR" s independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralky! or cycloalkyl,

R"®is hydrogen, NO,, or toluenesulfonyl;

eachR"is independenty hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl,
halo or halealkyl;

each R?' is independently hydrogen, atkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%;

or R?" taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R? taken together with R '€ and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and
R? is an amino acid residue;

as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

48. A compound of formula (VIla), formula (VIIb), or formula (Vilc):
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Q-R3
(CR"Hm
v -~ CR™)H)g—(CR™)H)~C—(CR™)RZ),—A
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wherein:

" Ais-R’, -OR', -COINR"R?, -P(O)N(R")R? I, -N(R')C(O)RZ, -N(R'®)C(O)OR? , -N(R)R?",
NR™®)COINR")R™, -S(O)R', -SO,NHC(OJR', -NHSO,RZ, -SON(R")H,
-C(O)NHSO,R?%, and -CH=NOR';

each X, Y and Z are independently N or C(R*);
each U is N or C(R®), provided that U is N only when X is Nand Z and Y are CR ™®;
Vis N(R*), S, O or C(RYH;
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eachWis Nor CH;

Qs chosen from the group consisting of a direct bond, -C(Q)-, -0-, -C(=N -R")-, -3(0),, and
NER®)-;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

r is zero or one, provided that when Q and V are heteroatoms, m, q, and r cannot all be zero:
when A is -OR’, -NR)C(OJR?, -N(R™®)C(0)OR?, -N(R")R?', NR')COINRHR',
-S(O}R" (where tis zero), or -NHSO,RZ, n, g, and r cannot all be zero: and when Q s a
heteroatom and A is -OR”, -N(R")C(O)R?, -N(R*)C(0)OR? , -N(R')R?",
-NR™)C(OINRIR', -S(O)R' (when t is zero) or ~NHSO,RZ, m and n cannot both be
zero,

tis zero, one or two;

(TB—

is an optionally substituted N-heterocyclyl;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyt;

eachR' and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C,-Cy, alkyl, optionally substituted cycloalkyl, -[Co-Cy alkyl]-R?,
-[C2-Cs alkenyl]-R®, -{C;-Cy alkynyl]-R®, -[C5-C; alkyl]-R ™ (optionally substituted by
hydroxy), -[C-C¢}-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR'and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R¥is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted ary!,
haloalkyl, -[C+-Cs alkyl]-C{OIN(R")R?, -[C1-Cg alkyl]-N(R")R?, -[C-Cy alkyl]-RE,
-[Co-Cs alkyl]-R", -{C4-Cs alkyl]-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, atkoxy and
imidazolyl);

or when Qis -N(R%)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbony! and -C(=NR'®)-NH;;

or-Q-R’ taken together represents -C(O)OH, -C(Q)N(R")R?, -C(=NH)-NR")R? or
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R*is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when Ais -R" or -OR", R* cannat be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R%is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR', -S(0)rR"®, -N(R'™)R?, -N(R")C(OIN(R")R',
NR™)C(O)OR'™, -NR')C(O)R™, -[C;-C; alkyl-C(O)OR',

-[C-Cs alkyl]-C(H)[C(O)OR®),, and -{Cy-Cs alkyl-C(OIN(RHR';

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C1-Cg alkyl-R%,

-[C-Cs alkyl]-R™, -{C+-Cy alkyl]-R"", acyl, -C(O)R®, -C{O)-[C,-Cg alkyl]-R?,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted aryisulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)}-N(CN)R', -C(O)-R™*-N(R"R?, -C(0)-R®-N(R")C(0)-R®-N(R")R?,
-C(0)-N(R")-R®-C(O)OR":

each R® and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyana, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocycly! (optionally substituted with alkyl, aratkyl or alkoxy);

each R" is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(O)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mércapto, alkylsulfonamido;

eachR'"is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminocarbonyt;

each R™?,R™ R" R™,R", and R% are independently hydrogen or alkyl;

each R'® is independently hydrogen, alkyl, optionally substituted arjl, optionally subsituted
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aralkyl or cycloalkyt;
R*®is hydrogen, NO,, or toluenesutfonyl;

each R'is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclapropyl,
halo or haloalkyl;

. each R”' is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, aptionally
substituted aratkyl, -C(O)R? or -SO,R?;

or R?" taken together with R' and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R¥' taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyciyt;

sach R% s independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and
R® is an amino acid residue;

as a single stereocisomer or mixture thereof, or a pharmaceutically acceptable salt thereof,

49.  The compound of Claim 48, i.e., N-[(1,3-benzodioxol-5-yl)methyi]-1-[6-chioro-2-
(pyridin-3-yl)pyrimidin-4-y{]piperidine-2-acetamide.

50. A compound of formula (VIl1):

Cl
l)\x (Vi)
CIJ\ Y)\N/\\N

—

wherein two of X, Y and Z are nitrogen and the third is CH.
51.  The compound of Claim 50 which is 4,6-dichloro-2-(1 H-imidazol-1-yl)pyrimidine.
52, The compound of Claim 50 which is 2 4-dichloro-6-(1H-imidazol-1-yl)pyrimidine.

53. A compound of formula (IXa), formula (IXb), or formula {IXc):




WO 98/37079 PCT/US98/03176

(CR™H)m

V/(C(R‘2>H)q—<C(R’3>H)r—c—<c<R“‘>R2°>n . @
/

/k o »‘N\
77 X

X 0 R2
I

A

AT
U~
\Y T/\N

W=/
V/(C(R1‘*)H)q——(C(R“)H)r (CR™RDY,
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[ /k d ke
7 N\ (IXc);

\ N

wherein:

@ is a solid support;

L is a linker residue;
each X, Y and Z are independently N or C(R™®);
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each Uis N ar C(R®), provided that U is N only when Xis N and Z and Y are CR *°,

Vis N(R*, S, O or C(RYH;

"~ each Wis N or CH,

Q s chosen from the group consisting of a direct bond, -C(Q)-, -O-, -C(=N -R')-, -S(O), and
NER®);

m s zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

ris zero or one, provided that when Q and V are heteroatoms, m, q, and r cannot all be zero;
when Ais -OR’, -N(R")C(O)R?, -N(R"®)C(0)OR?, -N(R")R?', -N(R'6)C(O)N(R")R'®,
-S(O)R" (where t is zero), or -NHSO,R?, n, q, and r cannot all be zero; and when Qs a
heteroatom and A is -OR’, -N(R")C(O)R?, -N(R®)C(0)OR?, -N(R")R?',
-N(R16)C(O)N(R')R16, -S(O)R" (when tis zero) or -NHSO,R?, m and n cannot both be
zero;

tis zero, one or two;

(,Ib—

is an optionally substituted N-heterocyclyl;

: is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyt;

eachRis independently chosen from the group consisting of hydrogen, optionally substituted
C1-Cy alkyl, optionally substituted cycloalkyl, -{Cy-Cs alkyI]-Rg, -[C,-Ca alkenyl]-Rg,
-[C-Cq alkynyl]-R®, -[C5-Cy alkyl]-R'™ (optionally substituted by hydroxy), -[C -Ce]-R"*
(optionally substituted by hydroxy), optionally substituted heterocyclyl;

R is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionaily substituted aryl,
haloalkyl, -[C;-Cg alkyl]-C(O)N(R")R?, -[C4-Cg alkyl-N(R*)R?, -[C4-C; alkyl]-R®,
-[C2-Cq alkyl}-R", -[C-Cq alkyl]-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Qis -N(R%)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyi, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminacarbonyl and -C(=NR"®)-NH,;

or -Q-R® taken together represents -C(Q)OH, -C(O)N(R")RZ, -C(=NH)-N(R")R? or
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R
—N .
R2
0

R* is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when A is -R" or -OR", R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R® is chosen from the group consisting of hydrogen, halo, alkyl, haloalky!, oplionally substituted
aralkyl, optionally substituted aryl, -OR", -S(0)-R'®, -N(R'®)R?, -N(R"®)C(O)N(R")R"®,
N(R™)C(O)OR™, -N(R'™)C(O)R"®, -[C-C; alkyl-C(O)OR ™,

-[Co-Cy alkyl]-C(H)IC(O)OR "®},, and -{Cq-Cs alkyl)-C(O)N(RNR';

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C4-Cs alkyl]-R®,
-[C2-Cy alkyl}-R", -[C-Cy alkyl]-R"", acyl, -C(O)R®, -C(0)-[C+-C; alkyl}-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfony!, opticnally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylaikyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbony!, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfony!, arylsulfonylaminacarbonyl, optionally substituted N-heterocyciyl,
-C(=NH}-N(CN)R’, -C(O)}-RZ-N(R")R?, -C(0)-R®-N(R")C(O}R®-N(R")R?,
-C(0)-N(R")-RE-C(O)OR";

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocycly! (optionally substituted with alkyl, aralkyl or alkoxy);

eachR"is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S{(0)-R%,
acylamino, amino, monoalkylamine, dialkylamino, (triphenyimethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

each R"' is independently chosen from the group consisting of cyano, dialkoxy)alky!, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkytaminocarbonyl;

sachR", R™, R™, R, R", and R? are independently hydrogen or alkyt;

each R'® is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
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aralkyl or cycloalkyl;

R is hydrogen, NO,, or toluenesutfonyl;

each R" is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl,
halo or haloalky!;

eachR* is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%;

or R*" taken together with R'® and the nitrogen to which they are attached is an optionaily
substituted N-heterocyciyt;

eachR%is independently alkyl, cycioalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R® is an amino acid residue;

as a single stereoisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

54.  The compound of Claim 53 wherein L is a photolytically cleavable linkage of
formula (X):

NO,

o
X)
wherein the unsatisfied valence on the right of the formula represents the point of attachment to
the solid substrate and the unsatisfied valence on the left of the formula represents the point of
attachment to the ligand.

35.  The compound of Claim 1 selected from the group consisting of:

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)-methyl]piperazine-
2-acetamide;

1-[2-(1H-imidazol-1-y!)pyrimidin-4-y()- N-[(4-methylphenyl)-methyllpiperazine-
2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl)-N-[(1,3-benzodioxol-5-yl)methyl}piperazine-2-
acetamide;

2-[[2-(1H-imidazol-1-y!)pyrimidin-4-ylJamino}-3-hydroxy-N-{(1,3-benzodioxol-5-
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ylimethyl]propanamide;

2-{[2-(1H-imidazol-1-yl)pyrimidin-4-yljamino}-N-I(1,3-benzodioxol-5-
yl)methyl]pentanediamide;

2-[[2-(1H-imidazol-1 ~y|)pyrimidin-4-y|]amino]-5-[[amino(nitroimino)methyl]amino]-
N-[(1 »3-benzodioxol-5-yl)methyllpentanamide;

2-[[2-(1H-imidazol-1 -yl)pyrimidin-4-yljamino]-3-(thiophene-2-yl)- N-[3-(morpholin-
4-yhpropyllpropanamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{{(4-chiorophenyl)methyl]piperazine-
2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-{(4-methylphenyl)methyl]piperazine-
2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-ylpyrimidin-4-yl}-N-[(1,3-benzodioxol-5-
y)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[(4-methoxyphenyl)methyl]piperazine-
2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -ylpyrimidin-4-yl}-N-[phenylmethylipiperazine-2-acetamide;

1-{6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(3,4~
dimethoxyphenyl)ethyl]piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1 -yI)pyrimidin-4-yl]-N—[3-phenylpropy|]piperazine-
2-acetamide; .

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-phenylethyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo!-1 -yhpyrimidin-4-y1)-N-[(thiophene-2-yl)methyi]piperazine-
2-acetamide;

1-{6-chlore-2-(1H-imidazol-1-yhpyrimidin-d-yl}-N-(methy!)piperazine-2-acetamide;

2-{[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yljamino}-3-(methyithio)-
NH(1,3-benzodioxol-5-yl)methyllbutanamide;

2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllamino]<-(methy/thio)-
N-{(4-methoxyphenyl)methyllbutanamide;

2-{[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllamino}-4-(methyithio)-
© N{2-(3 4-dimethoxyphenyhethyllbutanamide;

2-{[6-chloro-2-(1H-imidazol-1-y)pyrimidin-4-yllamino}-4-(methyithio)-N-
{methyl)butanamide; '

2-{16-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yljamino]-3-[(1,1-dimathylethyl)thiol-
N-{3-(methylthio)propyl]propanamide;
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2-{[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yijamino)-3-[(1,1 -dimethylethyl)thio}-
N-[3-(phenyl)propyl)propanamide;

o-[[B-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-ylJamino}- N-[2-(3,4-dimethoxyphenyl)ethyl}-
2-thiophenepropanamide:;

o~[[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-ylJamino}- N-(butyl)-2-
thiophenepropanamide;

«-[[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yllaminc]-N-[(1 ,3-benzodioxol-5-yl)methyi]-
2-thiophenepropanamide;

2-[[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yi]amino]-3-[(1,1 -dimethylethyl)thio]-
N-2-(3,4-dimethoxyphenyl)ethyl|propanamide;

2-[[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yllamino}- N-[2-(3,4-
dimethoxypheny!)ethyljacetamide;

2-[[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yllaminc}- N-[2-(3,4-
dimethoxyphenyl)ethyljpropanamide;

2-[[6-chioro-2-(1H-imidazol-1-y)pyrimidin-4-yiJaming]- N-[2-(3,4-
dimethoxyphenyl)ethyl]pentanediamide;

2-[[6-chloro-2-{1H-imidazol-1-yl)pyrimidin-4-y{lamino}- N-[(4-
methoxyphenyl)methyllpentanediamide;

N-{(1,3-benzodioxol-5-yl)methyl}-2-[[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-
yllamino]pentanediamide;

N-{(1,3-benzodioxol-5-yl)methyl]-2-[[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-ylJamino]-
5-[[amino(nitroimino)méthyl]amino]pentanamide;

2-[[6-chioro-2-(1H-imidazol-1 -y)pyrimidin-4-yllamino]- N-[(4-methoxyphenyl)methyl]-5-
[[imino{amino)methyllamino]pentanamide;

1-{B-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[2-(3,4-
dimethoxyphenyl)ethyljpyrrolidine-2-carboxamide:

2-[[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yllamino]- N-[(4-methoxyphenyl)methyl]-5-
[limino(nitroamino)methyl]amino)pentanamide;

N-[(1,3-benzodioxol-5-yl)methy!]-2-[[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yljamino]-
5-[[amino(imino)methyllaminc]pentanamide:

1-{6-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-4-hydroxy-N-
[4-(hydroxycarbonyl)phenyllmethyl]pyrrolidine-2-carboxamide;

N-{(1,3-benzodioxol-5-yljmethyl]-2-[[6-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yllamino]-
3-hydroxypropanamide;
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6-amino-[[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yiJamino)-N-[2-(3,4-
dimethoxyphenyl)ethyllhexanamide;

a-[[6-chloro-2-(1H-imidazol-1 -ylpyrimidin-4-yljaming]- N-[3-
(methylsulfonyl)propyllbenzene-propanamide; :

N-[(1 ,3-benzodioxoI-5-yl)methyl]-2-[[6-chIoro-2-(1 H-imidazol-1-yl)pyrimidin-4-
yll(methyl)amino]acetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-6-|(6-chloro-2-(1 H-imidazol-1 -yhpyrimidin-4-
yilamino]hexanamide;

5-amino-N-[(1 .3-benzodioxol-5-yl)methyl}-2-[[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-
yllamino]pentanamide;

5-amino-N-butyl-2-{[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yllamino]pentanamide;

4-[3-hydroxy-3-oxopropyl)amino]-3-{[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-y{]Jamino]-
4-oxobutanoic acid;

2-[6-chloro-2-(1H-imidazol-1 =yl)pyrimidin-4-yl){methyl)aminc}- N-{(pyridin-4-
yl)methyljacetamide;

1-[6-chloro-2-{1 H-imidazol-1-yl)pyrimidin-4-yi}-N-methylpiperidine-2-carboxamide;

N-[2-(3,4-dimethoxyphenyl)ethyl]-4-[[6-(1 H-imidazoi-1 -yl)pyrimidin-4-yl}amino}-2-
thiophenepropanamide;

N-[(1,3-benzodiaxol-5-yl)methyl]-2-[[6-(1 H-imidazol-1-yl)pyrimidin-4-yljamino}-4-
methylpentanamide;

N-[(1,3-benzodioxol-5-yl)methyl]-2-[[6-(1 H-imidazol-1-yE)pyrimidin-4-
yllamino]pentanediamide;

N-[2-(3,4-dimethoxyphenyl)ethyl]-2-{[6-(1 H-imidazol-1 ~yl)pyrimidin-4-ylJamino}-4-
methylpentanamide;

N-[(1,3-benzodioxol-5-ylymethy!}-2-[[6-(1 H-imidazol-1-yl)pyrimidin-4-yljamino}-3-
hydroxypropanamide;

N-[(1,3-benzedioxol-5-yl)methyl]-a-[[6-(1 H-imidazol-1-y))pyrimidin-4-
yilaminolbenzenepropanamide;

5-[[amino(imino)methyllamino]-6-(1 H-imidazol-1 ~yl)pyrimidin-4-yi}-N-
(phenyimethyl)pentanamide;

N-[(1,3-benzodioxol-5-yhmethyl}-1,4- bis[B-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-
4-yllpiperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyi}-1-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-
4-[[(phenyhamino]carbonyl]piperazine-2-acetamide:




WO 98/37079 PCT/US98/03176
-250 -

NH(1,3-benzodioxol-5-yl)methyl}-1 -[6-chloro-2-(1H-imidazol-1 -yl)pyﬁrhidin-4-y|]-
4-[(methoxy)carbonyllpiperazine-2-aceta mide;

N-{(1,3-benzodioxol-5-yl)methyl]-1 -[6-chiorg-2-(1H-imidazol-1 -yhpyrimidin-4-y]-
4-[(4-methoxyphenyl)methyl]piperazine-2-acetamide;

4-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y(}- N-[(4-methylphenyl)methyl]-1-
methylpiperazine-2-acetamide;

4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl)-N-{(4-methyipheny|)methyl]-1-
methylpiperazine-2-acetamide;

N-[(3-chloro-4—methoxyphenyl)methyl]-4-[2-(1 H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-1-
methyipiperazine-2-acetamide;

4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yI]-N-[(3-chIoro-4—methoxyphenyl)methyl]-1 -
methylpiperazine-2-acetamide;

4-[6-chloro-2-(1H-imidazol-1 =yhpyrimidin-4-y1}-N-[(3,4,5-trimethoxyphenyl)methyt]-1-
methylpiperazine-2-acetamide; _

N-[2-(1,4-benzodioxan-6-yl)ethyl]-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yi}-1-
methylpiperazine-2-acetamide;

1-butyl-4-[6-chloro-2-(1 H-imidazol- 1 -yl)pyrimidin-4-y|]—N-[(furan-z-yl)methyI]piperazine-z-
carboxamide; .

N-{(1.4-benzodioxan-6-yl)methyl]-1 -butyl-4-[6-ch16ro-2-(1 H-imidazol-1-yh)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[2-(1,4-benzodioxan-6-yl)ethyl]-1 -butyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[(2,3-dimethoxyphenyi)methyl]-1-butyl-4-[2-(1 H-imidazol-1 -yhpyrimidin-4-
ylipiperazine-2-acetamide;

4-[6-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl)-N-[(4-chiorophenyl)methyl]-1-[(4-
methyoxyphenyl)methyl]ipiperazine-2-acetamide;

4-[6-methyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-y)methyl]-1-[(4-
methyoxyphenyt)methyl]piperazine-2-carboxamide;

4-[2-(1H-imidazol-1 ~yl)pyrimidin-4-yi]-N-{(4-chicrophenylmethyl}-1-[(4-
methyoxyphenyl)ethyl]ipiperazine-2-acetamide;

4-[6-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 »4-benzodioxan-6-yl)methyl}-1-[(4-
methyoxyphenyl)methyl]ipiperazine-2-carboxamide;

4-{6-methyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenylimethyl}-1-[(4-
methyoxyphenyl)methy!jpiperazine-2-acetamide:
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4-[6-ch|oro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-1-[(4-
methyoxyphenyl)methyllpiperazine-2-acetamide;

4-[6-methyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)ethy(]-1 -(4-
methyoxyphenyl)methyl]piperazine-2-acetamide:

4-[6-methyi-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)methyl]-1 -[(4-
methyoxyphenymethylfjpiperazine-2-acetamide;

4-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[(indan-5-yl)methyl}-1-[(4-
methyoxyphenyl)methylpiperazine-2-acetamide;

N-[(1,3-benzodioxcl-5-yl)methyi]-1 -{(2,3-dichlorophenylymethyl]-4-[2-(1 H-imidazol-1-
yhpyrimidin-4-y(]piperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl)-1 -[(3.4-dichlorophenylymethyi]-4-[2-(1 H-imidazol-1-y})-
6-methylpyrimidin-4-ylJpiperazine-2-carboxamide;

N-[{1,3-benzadioxol-5-yl)methyl]-1-[(3,4-dichlorophenyl)methylJ4-[2-(1 H-imidazol-1-
yl)pyrimidin-4-y|]piperazine-2-carboxamide;

4-[6-methyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1 .3-benzodioxal-5-yl)ethyl]-1-[(3,4-
dichlorophenyl)methyl]piperazine-2-acetamide;

N-[{1,3-benzodioxol-5-yl)methyl]-1-[(1 ,3-benzodioxol-5-ylymethyl}-4-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yl]piperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyll-1-[(1,3-benzodioxol-5-yl)methyl}-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-ylpiperazine-2-carboxamide;

N-{(1,3-benzadioxol-5-yl)methyl]-1-[(1,3-benzadioxol-5-yl)methyl]-4-[6-chioro-2-(1 H-
imidazol-1-yl)pyrimidin-4-yl]piperazine-2-carboxamide;

N-{(1,3-benzadioxol-5-yl)methyl]-1-[(1,3-benzodioxcl-5-ylymethyl]-4-[6-(1 H-imidazol-1-
yl)pyrimidin-4-yl]piperazine-2-carboxamide:

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-[(1,3-benzodioxol-5-yi)methyl}-4-[2-(1 H-imidazol-1-
yI)-6-methylpyrimidin-4-yllpiperazine-2-acetamide;

N-2-(1,3-benzodioxan-6-yl)ethy(]-1-{(1,3-benzodioxol-5-yl))methyl]4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yl]piperazine-2-acetamide:

N-{(4-methoxyphenyl)methy(]-1-[(1,3-benzadioxol-5-ymethyl}-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yi]piperazine-2-carboxamide:

N{(4-methoxyphenyl)methyl]-1-[(1,3-benzadioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1-yl)-6-
methyipyrimidin-4-yl]piperazine-2-acetamide;

N-{{4-methoxyphenyl)methyi}-1-{(1,3-benzodioxol-5-yl)methyl]-4-[2-(1 H-imidazol-1 -yl)-6-
(iso-propyl)pyrimidin-4-yl]piperazine-2-acetamide;
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N—[2-(4-methoxyphenyl)ethyl]-1 -[(1,3-benzodioxol-5-yl)methyi]-4-[2-(1 H-imidazol-1 -ylh)-6-
methylpyrimidin-4-yi]piperazine-2-acetamide;

N-[[2-(phenyl)cyclopropyl]amino}-1-[(1 13-benzodioxol-5-yi)methyl]-4-[{6-chloro-2-(1 H-
imidazol-1-yl)pyrimidin-4-yllpiperazine-2-carboxamide;

N-[(4-eth6xyphenyl)methyl]-1-[(1 ,3-benzodioxan-6-yl)methyl]-4-[2-(1 H-imidazol-1 -yl)-6-
methylpyrimidin-4-ylpiperazine-2-acetamide;

NA{(1 »3-benzodioxol-5-yl)methyi]-1-[(1 ,3-benzodioxan-6-yl)methyl]-4-[2-(1 H-imidazol-1-
y)-6-(iso-propyl)pyrimidin-4-ylpiperazine-2-acetamide;

N-{(1,3-benzodiaxol-5-yl)methyl]-1-[(1 .3-benzodioxan-6-yl)methyl}-4-[2-(1 H-imidazol-1-
yhpyrimidin-4-yljpiperazine-2-acetamide:;

N-{{1,3-benzodioxol-5-yl)methyl]-1-[(1 ,3-benzodioxan-6-yl)methyl]-4-[6-(1 H-imidazol-1-
yl)pyrimidin-4-yl]piperazine-2-carboxamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-[(1,3-benzodioxan-6-yl)methyl]-4-[2-(1 H-imidazol-1-
¥1)-6-methylpyrimidin-4-yljpiperazine-2-acetamide;

N-{2-(1,3-benzodioxol-5-yl)ethyl}-1 -{(1,3-benzodioxan-6-yl)methyl}-4-{2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yllpiperazine-2-carboxamide;

N-[(4-methoxyphenyl)methyll-1-[(1,3-benzodioxan-6-yl)methyl]-4-[2-(1 H-imidazol-1 -yl)-6-
chloropyrimidin-4-yljpiperazine-2-acetamide;

N-[(3,4-dimethoxyphenyl)methyl]-1-[(1,3-benzodioxan-6-ylimethyl}-4-[2-(1 H-imidazol-1-
yl)-6-(iso-propyl)pyrimidin-4-yl]piperazine-2-acetamide;

N-[(3.4-dimethoxyphenyl)methyl}-1-{{1,3-benzodioxan-6-yl)methyl}-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yllpiperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-[(pyridin-3-yl)methyl]-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yllpiperazine-2-acetamide;

N-[(1 .4-benzodioxan-6-yl)methyl]-1-[(pyridin-3-y|jmethyl]-4-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yljpiperazine-2-carboxamide;

N-[2-(1,4-benzodioxan-6-yl)ethyl}-1-[(pyridin-3-yl)methyl]4-[2-(1 H-imidazol-1-y1)-6-
methylpyrimidin-4-yl]piperazine-2-acetamide;

v N-[{4-methoxyphenyl)methyl]-1-[(pyridin-3-ylymethyl}-4-[2-(1 H-imidazol-1-yl)-6-

chioropyrimidin-4-y(]piperazine-2-carboxamide;

N-{(3.4-dimethoxyphenyl)methyl]-1-{(pyridin-3-yl)methyl]-4-[2-(1 H-imidazol-1-y!)-6-(iso-
propyl)pyrimidin-4-yl]piperazine-2-acetamide;

N-[2-(3,4-dimethoxyphenyl)ethyi}-1-[(3-fluoro-4-methoxyphenyl)methyl]-4-[2-(1 H-
imidazol-1-yl)-6-{iso-propyl)pyrimidin-4-yl]piperazine-2-acetamide;
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N—[3—(3,4-dimethoxyphenyl)propyl]-1-[(3-ﬂuoro-4-methoxyphenyl)methyl]-4-[2-(1 H-
imidazol-1-yl)-6-(iso-propyl)pyrimidin-4-ylpiperazine-2-acetamide;

N-[(4-ethoxyphenyl)methyl}-1 ~[(3-fluoro-4-methoxyphenyl)methyl}-4-{2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yi]piperazine-2-acetamide;

N-[2-(4-methy|phenoxy)ethyl]-1-[(3-ﬂuoro-4-mehoxyphenyl)methyl]-4-[2—(1 H-imidazol-1-
y!)-6-chloropyrimidin-4-yljpiperazine-2-acetamide;

N-[(4-methylphenyl)methyl}-1-{(3-fluoro-4-methoxyphenylymethyl]-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yilpiperazine-2-acetamide:

N-{(4-chiorophenyl)methyl]-1-[(3-fluoro-4-methoxyphenyl )methyl]-4-[2-(1 H-imidazol-1-
y1)-6-methylpyrimidin-4-yijpiperazine-2-acetamide;

N-[(4-chlorophenyf)methyl]-1-{(3-fluoro-4-methoxyphenylymethyl]-4-[2-(1 H-imidazol-1-
yl)-8-chioropyrimidin-4-yllpiperazine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1 -{(3-fiuoro-4-methoxyphenyl)methyi]-4-[2-(1 H-
imidazol-1-yl)-6-chloropyrimidin-4-ylpiperazine-2-acetamide;

N-2-(1,3-benzodioxol-5-yl)ethyl]-1-[(3-fluoro-4-methoxyphenyl)methyl}-4-[2-(1 H-
imidazol-1-yl)-6-methylpyrimidin-4-yl}piperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl}-1-[(3-fluoro-4-methoxyphenylmethyl}-4-[2-(1 H-
imidazol-1-ylypyrimidin-4-yl]piperazine-2-acetamide; ‘

N-2-(1,4-benzodioxan-6-yl)ethyl}-1-[(3-fluoro-4-methoxyphenyl)methyl}-4-[2-(1 H-
imidazol-1-yl)pyrimidin-4-yl]piperazine-2-acetamide;

N-2-(4-methoxyphenyl)ethyl]-1-{(3-flucro-4-methoxyphenylimethyl}-4-[2-(1 H-imidazol-1-
yl)-6-(iso-propyl)pyrimidin-4-yllpiperazine-2-acetamide;

N-{(3,4-dimethoxyphenyl)ethyl]- 1-acetyl-4-{2-(1 H-imidazol-1-yl)-6-(iso-propyl)pyrimidin-
4-yllpiperazine-2-acetamide;

N-[(4-ethoxyphenyl)methyl]-1-acetyi-4-[2-(1 H-imidazol-1-y1)-6-(iso-propyl)pyrimidin-4-
yllpiperazine-2-carboxamide; '

N-[2-(4-methyiphenoxy)ethyl}- 1-acetyi-4-[2-(1 H-imidazol-1-y!)-6-chloropyrimidin-4-
yllpiperazine-2-acetamide;

N-{2-(3-chioro-4-methoxyphenyl)ethyl]-1 -acetyl-4-[2-(1 H-imidazo!-1-yl)-6-
chloroylpyrimidin-4-yi]piperazine-2-carboxamide; ’

N-[(1,3-benzodioxol-5-yl)methyl]-1-acetyl-4-[2-{1 H-imidazol-1-yl)-6-methylpyrimidin-4-
yllpiperazine-2-acetamide;

N-[(4-methoxyphenyl)methyl]-1-acetyl-4-[2-(1 H-imidazol-1-yl)-6-methylpyrimidin-4-
Yllpiperazine-2-carboxamide;
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N-[{4-methoxyphenyl)methyl]-1-acetyl-4-[2-(1 H-imidazol-1-yl)-6-chloropyrimidin-4-
yllpiperazine-2-acetamide;

N-[2~(3,4-dimethoxyphenyl)ethyl]-1 -(3-methyl-1-oxobutyl)}-4-{2-(1 H-imidazol-1 -yh)-6-(iso-
propy!)pyrimidin-4-yl]piperazine-2-acetamide;

N-[2-(3,4-dimethoxyphenyljethyl]-1-(3-methyl-1 -oxobutyl)-4-[2-(1 H-imidazol-1-yl)-6-
chloropyrimidin-4-ylJpiperazine-2-carboxamide;

N-{2-(3-chloro-4-methoxyphenyl)ethyil-1-(3-methyi-1 -oxobutyl)-4-[2-(1 H-imidazol-1-y1)-6-
chloropyrimidin-4-yl]piperazine-2-carboxamide;

N-[2-(3-chloro~4-methoxyphenyl)ethyi}-1-(3-methyl- 1-oxobutyl)-4-[2-(1 H-imidazol-1 -yl)-6-
methylpyrimidin-4-yl]piperazine-2-acetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-1-(3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1-
yi)pyrimidin-4-yllpiperazine-2-carboxamide;

N-[(1,3-benzadioxol-5-ylymethyl]-1-(3-methyl- 1-oxobutyl }-4-[2-(1 H-imidazol-1-yi)-6-
methyipyrimidin-4-yllpiperazine-2-carboxamide;

N-42-(1,3-benzodioxol-5-yl)ethyl}-1-(3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1 -yl)-6-
chloropyrimidin-4-yljpiperazine-2-carboxamide:

N-{(1,4-benzodioxan-6-yl)methyl]-1-(3-methyl- 1-oxobutyl)-4-[2-(1 H-imidazol-1 -yl)-6-
chioropyrimidin-4-yllpiperazine-2-carboxamide;

N-{2-(1,4-benzadioxan-6-yl)ethyl]-1 -(3-methyi—1 -oxobutyl)-4-[2-(1 H-imidazol-1-yt)-6-
chloropyrimidin-4-yl}piperazine-2-carboxamide;

N-{2-(1.4-benzodioxan-6-yl)ethy!}-1-(3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1-yl)-6-
(trifluoromethyl)pyrimidin-4-y(lpiperazine-2-acetamide;

N-{(2,8-dimethoxyphenyl)methyl]-1-(3-methyl-1-oxobutyl)-4-[2-(1 H-imidazol-1-yl)-6-
chloropyrimidin-4-yl}piperazine-2-acetarmide;

N-[2-(3 4-dimethoxyphenyl)ethyl)-1-(methoxyacetyl)-4-[2-(1 H-imidazol-1-y!)-6-(iso-
propyl)pyrimidin-4-yljpiperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl)-1-{methoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-
methylpyrimidin-4-yi]piperazine-2-carboxamide;
. N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-(methoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-

chioropyrimidin-4-yljpiperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-(methoxyacetyt)-4-{2-(1 H-imidazol-1-yl)-6-
(trifluoromethyl)pyrimidin-4-yljpiperazine-2-acetamide; .

NH(3,4-dimethylphenyl)methyl]-1-(methoxyacetyl)-4-[6-( 1 A-imidazol-1-y1)-6-
(trifluoromethyl)pyrimidin-4-yllpiperazine-2-carboxamide;
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N-[(1,4-benzodioxan-6-yl)methyl]-1 -(methoxyacetyl)-4-[2-(1 H-imidazol-1 -yl)-6-(iso-
propyl)pyrimidin-4-yl]piperazine-2-acetamide;

N-[(1 ,4-benzodioxan-6-yl)methyl]-1-(methoxyacetyl)-4-[2-(1 H-imidazol-1-y1)-6-(iso-
propyl)pyrimidin-4-yl]piperazine-2-carboxamide:

NH2-(1,4-benzodioxan-6-yl)ethyl}-1 ~(methoxyacetyl)-4-[2-(1 H-imidazo}-1-y!)-6-
(triﬁuoromethyl)pyrimidin—4—yl]piperazine-2—acetamide;

N-[(4-methoxyphenyl)methyl]-1-(methoxyacetylH-[Z-U H-imidazol-1-yl)-6-
methylpyrimidin-4-yl]piperazine-2-acetamide;

N-2-(3,4-dimethoxyphenyl)ethyl]-1 -[(tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-
y1)-6-chloropyrimidin-4-yl]piperazine-2-carboxamide:

N-[(4-methytphenyl)methyl}-1-{(tetrahyd rofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-yl)-6-
chloropyrimidin-4-yljpiperazine-2-acetamide:

N-2-(4-chlorophenyt)ethyl)-1-[(tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1 -yl)-6-
methytpyrimidin-4-yljpiperazine-2-acetamide;

N-[(S-chloro-4-methoxyphenyl)methyl]—1-[(tetrahydrofuran-2-yl)carbonyl]—4-[2-(1 H-
imidazol-1-yl)-6-chloropyrimidin-4-yllpiperazine-2-carboxamide: :

N-[(1,3-benzodioxol-5-y)methyl]-1 -[(tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazoi-1-
yl)pyrimidin-4-yi]piperazine-2-carboxamide;

N-[(1,3-benzodioxol-5-yl)methyl)-1 -[(tetrahydrofuran-2-y!)carbonyt}-4-[6-(1 H-imidazol-1-
yhpyrimidin-4-yl]piperazine-2-carboxamide:

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-[{tetrahydrofuran-2-yl)carbonyi]-4-[2-(1 H-imidazol-1-
yi)-6-methylpyrimidin-4-yllpiperazine-2-acetamide;

N-[2-(1,3-benzodioxol-5-yl)ethyi}-1 -[{tetrahydrofuran-2-yl)carbonyl]-4-{2-(1 H-imidazol-1-
yhpyrimidin4-yl]piperazine-2-acetamide:

N-[2-(1,3-benzodioxol-5-yl)ethyl]-1-[(tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-
yh-6-(iso-propyl)pyrimidin-4-yllpiperazine-2-acetamide;

N-2-(1,3-benzodioxol-5-yl)ethyl]-1-{(tetrahydrofuran-2-yl)carbonyl]-4-[2-(1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yllpiperazine-2-carboxamide;

N-[(1,4-benzodioxan-6-y)methyi}-1-[(tetrahydrofuran-2-yl)carbonyi}-4-[2-(1 H-imidazol-1-
yl)-6-(iso-propyl)pyrimidin-4-yllpiperazine-2-acetamide;

N-[{(1 4-benzadioxan-6-yl)methyl]-1-[(tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yfjpiperazine-2-acetamide;

N-[(1,4-benzodioxan-6-yi)methyl]-1-[(tetranydrofuran-2-yl)carbonyl-4-[2-(1 H-imidazol-1-
yl)-6-chloropyrimidin-4-yl]piperazine-2-carboxamide;
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N-[2-(1,4-benzodioxan-6-yl)ethyl]-1 -[{tetrahydrofuran-2-yl)carbonyi]4-{2-(1 H-imidazol-1-
yl)-G-methylpyrimidin-4-y|]piperazine-Z—carboxamide;

N-[(4-methoxyphenyl)methyl]-1 -[(tetrahydrofuran-Z-yI)carbonyl]-4-[2-(1 H-imidazol-1-yl)-
6-chloropyrimidin-4-ylJpiperazine-2-acetamide;

N-[2-(4-methoxyphenyl)ethyl]-1-[(tetrahydrofuran-2-yl)carbonyl]-4A[2-(1 H-imidazol-1-yl)-
6-chIoropyrimidin-4-y|]piperazine-2-carboxamide;

N-[2-(3—methoxyphenyl)ethyl]-1-[(tetrahydrofuran-z-yl)carbonyl]-4-[2-(1 H-imidazol-1-yl)-
6-chloropyrimidin-4-y|]piperazine-z-carboxamide;

N-[(1,4-benzodioxan-2-yl)methyl]-1 {(tetrahydrofuran-2-yl)carbonyl}-4-[2-(1 H-imidazol-1-
yI)—G-(iso-propyl)pyrimidin-4-yl]piperazine-2-carboxamide;

N-[(3,4-dimethoxyphenyl)methyl]-1-[(tetrahydrofuran-z-yl)carbonyl]-4-[2-(1 H-imidazol-1-
yl)-6-(iso-propyl)pyrimidin-4-y|]piperazine-2-acetamide;

’ N-[(3.5-dimethoxyphenyl)methy!]-1-[(tetrahydrofuran-2-yl)carbonyl]-4-[2-( 1 H-imidazol-1-

yh)-8-chioropyrimidin-d-yllpiperazine-2-acetamide;

N-[(4-ethoxyphenyl)methyl]-1~[(2-hydroxy-2-oxoethoxy)acetyl]—4—[2-( 1H-imidazol-1-yl)-6-
chloropyrimidin-4-yl}piperazine-2-carboxamide;

N-[(3-chloro-4-methoxyphenyl)methyl]-1 -{(2-hydroxy-2-oxcethoxy)acetyl]-4-[2-(1 H-
imidazol-1-yl)-e-chIoropyrimidin-4-yl]piperazine-2-carboxamide;

N-{(1,3-benzodioxol-5-yl)methyi}-1 -[(2-hydroxy-2-oxoethoxy)acetyll-4-[2-{1 H-imidazol-1-
yl)-6-methylpyrimidin-4-yl]piperazine-2-carboxamide:

N-[2-(3 4-dimethoxyphenyi)ethyl)-1 -(phenoxyacetyl)-4-[2-(1 H-imidazol-1-yl}-6-
methylpyrimidin-4-yljpiperazine-2-acetamide;

N-[3-(3,4-dimethoxyphenyl)propyl}-1 -(phenoxyacetyl)-4-[2-(1 H-imidazol-1-y1)-6-
chioropyrimidin-4-yl)piperazine-2-acetamide;

N-[(4-methylphenyl)methyl]-1 -(phenoxyacetyl)-4-[2-(1 H-imidazol-1 -yl}-6-methylpyrimidin-
4-ylpiperazine-2-acetamide;

NH{(1 »3-benzodioxol-5-yl)methyl]-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-
yilpiperazine-2-carboxamide;

N{(1 »3-benzodioxol-5-yl)methyi]-1-(phenoxyacetyl)-4-[6-(1 H-imidazol-1 -yl)pyrimidin-4-

» yijpiperazine-2-acetamide;

N-[2-(1 ,3-benzodioxol-s-yl)ethyl]-1-(phenoxyacetyl)-4-[2—( 1H-imidazol-1-yl)pyrimidin-4-
vilpiperazine-2-acetamide; .

N-2-(1,3-benzodioxol-5-yl)ethyl]-1 -(phenoxyacetyl)-4-[2-(1H-imidazol-1-y1)-6-
chloropyrimidin-4-yl)piperazine-2-carboxamide;
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N-[{1,4-benzodioxan-6-yl)methyi]-1 -(phenoxyacetyl)-4-[2-(1 H-imidazol-1-yl)-6-
chioropyrimidin-4-yljpiperazine-2-acetamide:;

N-[2-(1,4-benzodioxan-6-yljethyl]-1 -{phenoxyacetyl}-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[(4-methoxyphenyl)methyl}-1 -(phenoxyacetyl)-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-{(4-methoxyphenyl)methyi]-1 -{phenoxyacetyl}-4-[2-(1 H-imidazol-1-y1)-6-
chloropyrimidin-4-yljpiperazine-2-carboxamide:

N-[2-(4-methoxyphenyl)ethy(]-1-(phenoxyacetyl)-4-[2-(1 H-imidazol-1 -yl)-6-
methylpyrimidin-4-yl]piperazine-2-acetamide;

N-[2-(4-methoxyphenyl)ethyl]-1-(phenoxyacetyl)-4-{2-(1 H-imidazol-1 -yl)pyrimidin-4-
yllpiperazine-2-acetamide;

N-[2-(3.4-dimethoxyphenyl)ethyl]-1-[(4-methoxyphenyl)carbonyl]-4-[2-(1 H-imidazol-1-yl)-
6-chloropyrimidin-4-yl]piperazine-2-acetamide;

N-[(1 »3-benzodioxol-5-yl)methyll-4-(6-fluoropyridin-2-yl)-1-[2-(1 H-imidazol-1 -yhpyrimidin-
4-yllpiperazine-2-acetamide;

1-{acetyl)-4-{2-(1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(4-
methylsulfonylphenyl)methyl]biperazine-z—acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(4-methy|éulfony|phenyI)methyl]pi peridine-2-
acetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-4-[[2-(ethoxycarbonyl)methyl]1-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yl]piperazine-2-acetamide;

4-[amino(imino)methyl]- N-[(1,3-benzodioxol-5-yi)methyl}-1-[2-(1 H-imidazol-1-
yl)pyrimidin-4-yilpiperazine-2-acetamide;

1-methylsulfonyl-4-[6-methyl-2-(1 H-imidazol-1-yhpyrimidin-d-yJ-N-[2-(1,4-benzodioxan-
6-yt)ethyl)piperazine-2-acetamide;

1-methylsulfonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}- N-[2-(1,4-benzodioxan-6-
yl)ethyllpiperazine-2-acetamide;
_ 1-methylsuifonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(4-

methoxyphenyl)ethyljpiperazine-2-acetamide;

1-methylsulfonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[(3,4-
dimethoxyphenyl]methyllpiperazine-2-acetamide;

1-(n-octyl)sulfonyi-4-{6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-y(}-N-{2-(3,4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;




WO 98/37079 ‘PCT/US98/03176

- 258 -

1-{n-octyl)sulfonyl-4-[6-chloro-2-(1 H-imidazal-1 -yl}pyrimidin-4-y|}- N-[(3-ch|6ro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-(n-octyl)sulfonyl-4-[6-(1H-imidazol-1 Yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-
yl)methyi]piperazine-2-acetamide;

1~(n-octyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 -ylpyrimidin-4-yl]-N-[2-(1,3-benzodioxal-
S-ylethyl]piperazine-2-acetamide;

1+(n-octyl)sulfonyi-4-[6-methyl-2-(1 H-imidazol-1 yl)pyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yl)ethylpiperazine-2-acetamide:

1-(n-octyl)sulfonyi-4-[6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl)-N-{(3-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-(n-octyl)sulfonyl-4-[6-methyl-2-(1 H-imidazo!-1 -ypyrimidin-4-yi}-N-[(4-
fluorophenyl)sulfonyl]piperazine-2-acetamide;

1-(4-methylphenyl)sulfonyt-4-f6-chioro-2-(1 H-imidazol-1 -yhpyrimidin-4-yl]-N-[(pyridin-3-
yl)methyllpiperazine-2-carboxamide;

1-(4-methylphenyl)sulfonyl-4-[{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-
methoxyphenyl)methyljpiperazine-2-carboxamide:

1-(4-methylphenyl)sulfonyl-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(3,4-
dimethoxypheny!)methyl]piperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-y(}-N-[2-(3,4-
dimethoxyphenyl)ethyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl|-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide;

1-(4-methoxyphenyl)sulfonyl-4-[2-( 1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;

1-{4-methoxyphenyl)sulfonyl-4-2-(1H-imidazoi-1-y})pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-{6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3 4-
dimethoxyphenyl)methyljpiperazine-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 -y)pyrimidin-4-yl]-N-[2-(1,4-

' benzodioxan-6-yl)ethyl)piperazine-2-carboxamide:

1-(4-methoxyphenyl)sulfonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide:

1-(4-methoxyphenyl)suifonyl-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(2-
methoxyphenyl)methyl]piperazine-2-carboxamide;
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1-(4-methoxyphenyl)sulfonyi-4-[8-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-y}-N-[2-(4-
methoxyphenyI)ethyl]piperazihe-2-acetamide;

1-(4-methoxyphenyl)sulfonyl-4-[6-chioro-2-(1H-imidazol-1 ~ylpyrimidin-4-yl]-N-[2-(4-
methoxyphenyl)ethyljpiperazine-2-carboxamide:

1-(4-methoxyphenyl)sulfony|-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3.4-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;

1 -(4-methoxyphenyl)sulfonyl-4-[6-iso-prapyl-2-(1H-imidazol-1 -yl)pyrimidin-4-y/]-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide; ‘ V

1-(4-methoxyphenyl)sulfonyl-4-{6-chloro-2-(1H-imidazal-1 -yhpyrimidin-4-yl]-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide;

1-(4-fluorophenyl)sulfonyi-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2(1,3-
benzodioxol-5-yl)ethylipiperazine-2-acetamide;

1-(4-fluorophenyi)sulfonyl-4-[2-(1H-imidazol-1 -yljpyrimidin-4-yl}-N-{2-(1,4-benzodioxan-
6-y|)éthyl]piperazine-2—acetamide;

1-(dimethylamino)suifonyl-4-[6-methyl-2-(1 H-imidazol-1 -yh)pyrimidin-4-yl}-N-[(4-
methylphenyl)methyl]piperazine-2-acetamide:

1-(dimethylamino)sulfonyl-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(3-chloro-4-
methoxyphenyl)ethyl)piperazine-2-acetamide;

1-(dimethylamino)squonyI-4-[6-methyI-2—(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-(dimethylamino)sulfonyi-4-[2-(1 H-imidazok-1 -yl)pyrimidin-d«yl}-N-[(1,3-benzodioxol-5-
ylymethyllpiperazine-2-carboxamide;

1-(dimethylamino)sulfonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl)-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide;

1-(dimethylamino)sulfonyl-4-[2-(1 H-imidazot-1 -yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-
ylymethylpiperazine-2-acetamide;

1-(dimethylamino)sulfonyl-4-[6-triﬂuoromethyl-z-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-(dimethylamino)sulfonyl-4-{6-iso-propyl-2-(1H-imidazo!-1 -yhpyrimidin-4-yl}-N-[2-(1 4-
A benzadioxan-6-yl)ethyl]piperazine-2-acetamide;

1-{dimethylamino)sulfonyl-4-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[2-(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide;

1-{dimethylamino)sulfonyl-4-[6-methyl-2-(1 H-imidazol-1 ~yhpyrimidin-4-yl}-N-[2-(4-
methoxyphenyl)ethy!]piperazine-2-acetamide;
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1-(dimethylamino)sulfonyl4-[6—iso-propyl-z-(1 H-imidazol-1 ~yhpyrimidin-4-yl)-N-[(3,4-
dimethoxyphenyl)methyl]piperazine-z-acetamide;

1-(n-propyi)aminocarbonyi-4-{6-methyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[2-(3,4-
dimethoxyphenyl)ethyl]piperazine-z-acetamide;

1-(n—propyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-y(}-N-[2-(4-
methylphenoxy)ethylpiperazine-2-carboxamide;

1-(n-propyl)aminocarbonyl-4—[6—chloro-2—(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
chlorophenyljethyl]piperazine-2-carboxamide:

1-(n-propyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 ~yl)pyrimidin-4-yl)-N-[{3-chloro-
4-methoxyphenyl)methyljpiperazine-2-acetamide;

1-(n-propyl)aminocarbonyl-4-[6-chlora-2-(1 H-imidazol-1 -yl)pyrimidin-4-y{]-N-[2-(3-chloro-
4-methoxyphenyl)ethyllpiperazine-2-carboxamide;

1-(n-propyhaminccarbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -yi)pyrimidin-4-yll-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide:

1-(n—propyl)aminocarbonyl-4-[6-chloro-2-(1 H-imidazal-1-yhpyrimidin-4-yl]-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbenyl-4-{6-chioro-2-(1 H-imidazol- 1 =-yl)pyrimidin-4-yl}-N-[(1,3-
benzedioxol-5-yl)methyl]piperazine-2-acetamide:;

1-(n-propyl)aminocarbonyl-4-{6-chtoro-2-(1 H-imidazal-1 -ylhpyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;

1-(n-propyl)aminocarbonyi-d-[6-chioro-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-(1,3-
benzedioxol-5-yl)ethyllpiperazine-2-acetamide;

1-(n-propyl)aminocarbonyl-4-[6-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(1,3-benzodioxol-
S-yl)ethyt]piperazine-2-carboxamide;

1-(n—propyl)aminocarbonyl-4-[6-iso—propyl-2-(1 H-imidazo!-1-yl)pyrimidin-4-yl)-N-[(1 4-
benzodioxan-6-yl)methyljpiperazine-2-carboxamide;

1-(n-propyl)aminocarbonyl-4-[2-(1 H-imidazol-1 yl)pyrimidin-4-yl}-N-[2-(1,4-benzodioxan-
6-ylethyilpiperazine-2-carboxamide;

1-(n~propyl)aminocarbonyl-4-[6-chloro-2-(1 H-imidazal-1-yl)pyrimidin-4-yl]-N-{(3,4-

' dimethoxyphenyl)methyl]piperazine-2-acetamide:

1-(cyclohexyl)aminocarbonyl-4-[6-chloro-2-(1 H-imidazol-1-y)pyrimidin-4-yl)-N{2-(3,4-
dimethoxyphenyl)ethyllpiperazine-2-acetamide;

1-(cyclohexyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-y)pyrimidin-d-yij-N-[(4-
ethoxyphenyl)methyl]piperazine-2-carboxamide;
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1-(cyclohexyi)aminocarbonyl-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(3-chioro-4-
methoxyphenyhethyl]piperazine-2-acetamide;
1-(cyclohexyl)aminocarbonyl-4-[6-iso-propyl-z-(1 H-imidazol-1-yl)pyrimidin-4-yl]- N-[2-(3-
chloro-4-methoxyphenyl)ethyijpiperazine-2-acetamide:
1-(cyclohexyl)aminocarbony|-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[{1,3-
benzadioxol-5-yl)methyl]piperazine-2-acetamide;
1-(cyclohexyl)aminocarbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,3-bnzodioxol-
S-yl)ethyllpiperazine-2-acetamide:
1-(cyclohexyl)aminocarbonyl-4-{6-(1 H-imidazol-1-y)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide;
1-(cyclohexyl)aminocarbonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-yi}-N-[(1 4~
benzodioxan-6-yl)methyl|piperazine-2-carboxamide;
1-(cyclohexyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-y|)pyrimidin-4-yl]-N-[(1 4-
benzodioxan-6-yl)methyllpiperazine-2-carboxamide;
1-{cyclohexyl)aminacarbonyl-4-[6-chioro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-carboxamide;
1-(cyclohexyl)aminocarbonyi-4-{6-chioro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl-N-[(1 4-
benzodioxan-6-yl)methyl]piperazine-2-acatamide:
1-(cyclohexyl)aminocarbonyl-4-[6-trifluoromefhyl-z-(1 H-imidazol-1-yl)pyrimidin-d-ylj-N-[-
(1,4-benzodioxan-6-yl)ethyllpiperazine-2-acetamide;
1-(cyclohexylyaminocarbonyl-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(4-
methoxyphenyl)ethyl]piperazine-2-carboxamide;
1-(cyclohexyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 4~
benzodioxan-2-yl)methyljpiperazine-2-carboxamide;
1-(cyclohexyl)aminocarbony|-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-y(]-N-[(1,4-
benzodioxan-2-yt)methyl)piperazine-2-carboxamide:;
1-(cyclohexylyaminocarbonyi-4-[6-iso-propyl-2-(1H-imidazol-1 -ylpyrimidin-4-yl]-N-[(2,3-
dimethoxyphenyl)methyi]piperazine-2-carboxamide:
1-(cyciohexyl)aminccarbonyi-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(2,3-
‘ dimethoxyphenyl)methyllpiperazine-2-carboxamide:
1-(phenylsulfonyt)aminocarbonyl-4-[6-chloro-2-(1 H-imidazol-1 -y)pyrimidin-4-yl]-N-{2-
(3,4-dimethoxyphenyl)ethyl]piperazine-2-acetamide; i
1-(phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 ~yhpyrimidin-4-y{}- N-[(4-
ethoxyphenyl)methyl}piperazine-2-acetamide;
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1-(phenylsulfonyl)aminocarbonyi-4-[2-(1 H-imidazo}-1 -yhpyrimidin-4-yl)-N-[(4-
ethoxyphenyl)methyl]piperazine-2-acetamide;
1-(phenylsulfonyl)aminocarbonyl-4-[6—chloro-2—(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-(4-
methylphenoxy)ethyllpiperazine-2-acetamide:
1-(phenylsulfenyt}aminocarbonyl-4-[6-chioro-2-(1H-imidazol-1 -yDpyrimidin-4-yl}-N-[(4-
methylphenyl)methyl]piperazine-2-acetamide;
1-(phenyisulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-(3-
chloro-4-methoxyphenyljethyl]piperazine-2-acetamide;
1-(phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 ~yh)pyrimidin-4-yI}-N-{(1,3-
benzodioxol-5-yl)methyljpiperazine-2-acetamide;
1-(phenyisulfonyl)aminocarbonyl-4-{6-methyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-carboxamide:
1~(phenyisulfonyl)aminocarbonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yI}-N-[(1,3-
benzedioxol-5-yl)methyl]piperazine-2-carboxamide;
1-(phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yDpyrimidin-4-yi]-N-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;
1-(phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-N-[2-
(1,4-benzodioxan-6-yl)ethyllpiperazine-2-acetamide;
1-(phenylsulfonyl)aminocarbonyl-4-[2-(1 H-imidazol-1 -yhpyrimidin-4-yl)-~N-[2-(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide:
1-(phenylsulfonyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-y{}-N-{(4-
methoxyphenyi)methyllpiperazine-2-acetamide;
1-(phenylsulfonyl)aminocarbonyl-4-[6-chloro-2-(1H-imidazal-1 -yl)pyrimidin-4-yi]-N-[(2,5-
dimethoxyphenyl)methyllpiperazine-2-acetamide;
1-[2-(thien-2-yl)ethyl]-4-[{2-(1H-imidazol-1-yl)pyrimidin-4-y}- N-[(1,3-benzodioxol-5-
yl)methyl]piperazine-2-carboxamide;
1-[2{thien-2-yl)ethyl]-4-[6-methyl-2-(1 H-imidazoi-1 -ylpyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyljpiperazine-2-carboxamide;
1-[2-(thien-2-yl)ethyl]-4-[6-iso-propyl-2-(1H-imidazol-1-yl )pyrimidin-4-yi]-N-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-acetamide;
1-[2-(thien-2-yl)ethyl}-4-[6-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(1,4-
benzodioxan-6-yymethyllpiperazine-2-carboxamide;
1-[2-(thien-2-yl)ethyl]-4-[6-chioro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl)-N-[(2,3-
dimethoxyphenyl)methyi]piperazine-2-acetamide;
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1-[2-(1hien-2-y|)ethyl]-4-[6-iso-propyl-2-(1 H-imidazol-1-yhpyrimidin-4-yl}-N-
[(cyclopropylimethyl]piperazine-2-acetamide;
1-(4-methoxyphenyl)aminocarbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}- N-[(4-
chlorophenyl)methyl]piperazine—2-carboxamide;
1-(4—methoxyphenyl)aminocarbonyl-4-[2—(1 H-imidazol-1-yI)pyn‘midin-4-yl]-N-[2-(2,4-
dimethoxyphenyI)ethyl]piperazine-2-carboxamide;
1-(4-methoxyphenyl)aminocarbonyl-4-[6-methyl—2-(1 H-imidazol-1 -ylpyrimidin-4-yi]-N-
{(1 ,3-benzodioxol-5-yl)methyl]piperazine-z-carboxamide;
1-(4-methoxyphenyl)aminocarbonyl-4-[2—(1 H-imidazal-1-yl)pyrimidin-4-yll-N-[2-(1,3-
benzodioxol-5-ylethyllpiperazine-2-acetamide; '
1 -(4-methoxypheny|)aminocarbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-6—y|)methyI]piperazine-Z-carboxamide;
’ 1-(4-methoxyphenyI)aminocarbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl)-N-
[ .4-benzodioxan—6-y|)methyI]piperazine-z-carboxamide;
1 -(4-methoxyphenyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{2-
(1,4-benzodioxan-6-yl)ethyljpiperazine-2-acetamide:
1-(4-methoxyphenyl)aminocarbonyl-4-{2-(1H-imidazol-1 -yl)pyrimidin-4-y(}-N-[(4-
methoxyphenyl)methyilpiperazine-2-acetamide;
1-(3.4-dichIorophenyl)aminocarbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-
[2-(3,4-dimethoxyphenylethyl]piperazine-2-acetamide;
1-(3,4-dichlorophenyl)aminocarbonyi-4-[2-(1 H-imidazol-1 -yh)pyrimidin-4-yl]-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide:;
1-(3,4-dichlorophenyl)aminocarbonyl-4-[2-(1 H-imidazol-1 -ylypyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;
1 -(3,4-dichIorophenyl)aminocarbonyl-4-{6-chloro-2—(1 H-imidazol-1-yl)pyrimidin-d-yl}- N-
[(4-methoxypheny|)methyl]piperazine-z-carboxamide;
1-(3,4-dichlorophenyl)aminocarbonyl-4-{2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3,5-
dimethoxyphenyl)methylpiperazine-2-carboxamide;
1-(methoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(3,4-
‘ dimethoxyphenyl)ethyl]piperazine-2-acetamide;
1-(methoxy)carbonyi-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y!]-N-[2-(3,4-
dimethoxyphenyl)ethyllpiperazine-2-carboxamide;
1-(methoxy)carbonyl-4-[6-chioro-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[(3-chloro-4-
methoxyphenyl)methylJpiperazine-3-acetamide;
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1-(methoxy)carbonyl-4-[6-iso-propyl-2-( 1H-imidazol-1 ~yDpyrimidin-4-yf}-N-[2-(3-chloro-4-

methoxyphenyl)ethyl]piperazine-2-acetamide;

1-(methoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl]-N-[2-(1,3-
benzodioxol—s-yl)ethyl]piperazine-2-acetamide;

1-(methoxy)carbonyi-4-[6-chioro-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl Jethyllpiperazine-2-acetamide;

1-(methoxy)carbonyl-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{2-(1,4-benzodioxan-6-
yl)ethylpiperazine-2-carboxamide;

1-(methoxy)carbonyl-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-y1]-N-[2-(1,4-benzodioxan-5-
yl)ethyllpiperazine-2-acetamide;

1-(methoxy)carbonyl—4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1 4-
benzodioxan-s-yl)ethyl]piperazine-Z-carboxamide;

1 -(methoxy)carbonyl-4-[6-iso-propyl-2-( 1H-imidazol-1-yt)pyrimidin-4-yl}-N-{(4-
methoxyphenyl)methyl]piperazine-z-carboxamide;

1-{methoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-y|j-N-
[{cyclopropyl)methyl]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyi-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-yi]-N-[2-(4-
methylphenoxy)ethyl]piperazihe-z-carboxamide;

1-(iso-propoxy)carbonyl-4-[6-chloro—2—(1 H-imidazoi-1 -y)pyrimidin-4-yl]-N-[(4-
methylphenyl)methyllpiperazine-2-carboxamide;

1-{iso-propoxy)carbonyl-4-[6-methyi-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2—carboxamide;

1-(iso-propoxy)carbonyl-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-
yhmethyl]piperazine-2-acetamide;

1-(iso-propoxy)carbonyl-4-[6-methy}-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,4-
benzodioxan—6-y|)ethyl]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-[6-methyl-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3.4-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-[6-iso-propy|-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3,4-

' dimethoxyphenyl)methypiperazine-2-carboxamide;

1-(iso-propoxy)carbonyl-4-[6-chloro-2—(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-
(cyclopropyl)piperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[2-(1H-imidazol-1 -yhpyrimidin-4-yi}-N-[(1,3-benzodioxol-5-
yl)methyllpiperazine-2-acetamide;
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1-(n-butoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[(1,3-benzodioxol-
5-yl)methyl)piperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[2-(1H-imidazol-1 -“yhpyrimidin-4-yl}-N-{2-(1,3-benzodioxol-5-
ylethyllpiperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(1,4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide:

1-{n-butoxy)carbonyl-4-[6-chloro-2-(1 H-imidazol-1 =yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol- 1 -yl)pyrimidin-4-ylJ-N-[2-(1 4-
benzodioxan-6-yl)ethyljpiperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-methyl-2-(1 H-imidazo!-1 -yhpyrimidin-4-yl}-N-[(3,4-
dimethoxyphenyl)methyljpiperazine-2-acetamide;

1-(n-butoxy)carbonyl-4-[6-chlora-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(3,4-
dimethoxyphenyl)methyl|piperazine-2-carboxamide;

1-(2-(methoxy)ethoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -ylpyrimidin-4-y1)-N-{3-
(,4-dimethoxyphenyi)propyl]piperazine-2-carboxamide;

1-(2-(methoxy)ethoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-
(1,3-benzodioxol-5-yl)ethyljpiperazine-2-carboxamide;

1-(2-(methoxy)ethoxy)carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-yi}-N-
[(1.4-benzodioxan-6-y|)methyllpiperazine-2-carboxamide

1-(2-(methoxy)ethoxy)carbonyl-4-[6-(1 H-imidazol-1 -yhpyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-carboxamide;

1-(2-(methoxy)ethoxy)carbanyl-4-{6-methyl-2-(1 H-imidazol-1-ylpyrimidin-d-y[]-N-[2-(1 4-
benzodioxan-6-yl)ethyljpiperazine-2-acetamide;

1-(2-{methoxy)ethoxy)carbonyl-4-[6-chioro-2-(1H-imidazol-1 -yhpyrimidin-4-yi}- N-[2-(4-
methoxyphenyl)ethyl)piperazine-2-acetamide;

1-(2-(methoxy)ethoxy)carbonyl-4-[8-chloro-2-(1 H-imidazol-1 yl)pyrimidin-4-yl]-N-[2-(3-
methoxyphenyi)ethyl]piperazine-2-carboxamide;

1-(1-methyipropoxy)carbonyl-4-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[2-(4-
methylphenoxy)ethyllpiperazine-2-acetamide;

1-(1-methylpropoxy)carbonyl-4-{6-methyl-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-(1-methylpropoxy)carbonyl-4-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-
benzodioxol-5-yi)methyllpiperazine-2-acetamide;




WO 98/37079 PCT/US98/03176
- 266 -

1-(1-methylpropoxy)carbonyl-4-| ~[6-(1H-imidazol-1 -yl)pyrlmldm-4-yl] N-[(1,3-benzodioxol-
-yl)methyl]plperazme-z-carboxamlde

1- (1-methylpropoxy)carbonyl-4-[6-chloro-2-( 1 H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 4-
benzodioxan—6-y|)methyl]piperazine-z-acetamide;

1-(1-methylpropoxy)carbonyl-4-[6-chIoro-2-(1 H-imidazol-1 “Yhpyrimidin-4-yil-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-z-carboxamide;

1-(1-methylpropoxy)carbonyl-4-[6-(1 H-imidazo!-1 -yl)pyrimidin-4-yl]-N-{(1,4-benzodioxan-
8-yhmethylpiperazine-2-carboxamide;

1-(1-methylpropoxy)carbonyl-4-[2-(1 H-imidazol-1-y!)pyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide;

1-(1 -methylprapoxy)carbonyl-4-[6-chioro-2-( 1 H-imidazol- 1 -yljpyrimidin-4-yl}-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-(1-methylpropoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1 =yl)pyrimidin-4-yi]-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-acetamide;

1-{phenoxy)carbonyi-4-[6-iso-propyl-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[2-(3,4-
dimethoxyphenyl)ethylpiperazine-2-acetamide;

1-(phenoxy)carbonyi-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-y(}-N-[2-(3,4-
dimethoxyphenyl)ethylpiperazine-2-acetamide;

1-(phenoxy)carbonyl-4-[6-chioro-2-(1H-imidazol-1 ~yhpyrimidin-4-yl]-N-[2-(3,4-
dimethoxyphenyl)ethyljpiperazine-2-acetamide;

1-(phenoxy)carbonyl-4-[6-(1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{(1,3-benzodioxol-5-
ylmethyllpiperazine-2-carboxamide;

1-(phenoxy)carbonyl~4-[2-(1H-imidazol-1 ~yi)pyrimidin-4-yi]-N-{{furan-2-
yl)methylpiperazine-2-acetamide; )

1-(phenoxy)carbonyl-4—[6-methyl-2—(1 H-imidazol-1-yl}pyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-y)methyl]piperazine-2-carboxamide;

1-(phenoxy)carbonyl-4-[6-chloro-2-(1 H-imidazoi-1-yl)pyrimidin-4-y(}-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide;

1-(phenoxy)carbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,4-benzodioxan-6-
yhethyllpiperazine-2-carboxamide;

1-(phenoxy)carbenyl-4-[6-chlora-2-(1H-imidazol-1 -yDpyrimidin-4-yi]-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-(phenoxy)carbonyl-4-[8-iso-propyl-2-(1 H-imidazol-1 -yhpyrimidin-4-yl}-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide:
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1-(4-methoxyphenoxy)carbanyl-4-[2-(1 H-imidazol-1 -ylypyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-y|)methy|]piperazine-z-carboxamide;

1-(4-methoxyphenoxy)carbonyi-4-[6-methyl-2-(1 H-imidazol-1 ypyrimidin-4-yi)-N-[(1,3-
benzodioon-S-yI)methyl]piperazine-z-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-[2-(1H-imidazol- 1 -ylpyrimidin-4-yi}-N-[2-(1,3-
benzodioxol-5-yl)ethyl|piperazine-2-acetamide;

1-(4-methoxyphenoxy)carbonyl-4-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl)- N-[2-(1,3-
benzodioxol-5-yhethylpiperazine-2-carbaxamide;

1-(4-methoxyphenoxy)carbonyl-4-[6-(1H-imidazol-1 -yhpyrimidin-4-yfJ-N-[(1,4-
benzodioxan-6-yl)methyilpiperazine-2-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-[2-(1H-imidazol-1 -ylypyrimidin-4-yl}-N-[2-(1 4-
benzodioxan-6-yl)ethyllpiperazine-2-carboxamide;

1-(4-methoxyphenoxy)carbonyl-4-[6-ch|oro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}- N-[2-(4-
methoxyphenyl)ethylpiperazine-2-acetamide;

1 -(4-methoxyphenoxy)carbvonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-d-yl}- N-{(2,4-
dimethoxyphenyl)methyl]piperazine-2-carboxamide;

1 -(4-methoxyphenoxy)carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-[(3,4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide;

1 -((phenyl)methoxy)carbonyl—4-[6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-]2-(4-
methylphenoxy)ethy!]piperazine-2-carboxamide:;

1-((phenyl)methoxy)carbonyl-4-[6-chioro-2-(1 H-imidazoi-1 ~ylpyrimidin-4-y[}-N-[2-(4-
methylphenoxy)ethyllpiperazine-2-carboxamide:

1-((phenyl)methoxy)carbonyi-4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(1,3-benzodioxal-
S-yl)methyllpiperazine-2-carboxamide;

1-{(phenyhmethoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-((phenyt)methoxy)carbonyl-4-[6-chlora-2-(1 H-imidazol-1 -ylpyrimidin-4-yl]-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-carboxamide;

1-((phenyl)methoxy)carbonyi-4-[6-methyl-2-(1H-imidazol-1 ylypyrimidin-4-yi}-N-[2-(1,3-
benzodioxol-5-yl)ethyljpiperazine-2-carboxamide;

1-{(phenyl)methoxy)carbonyl-4-[6-iso-propyi-2-(1 H-imidazot-1 -yl)pyrimidin-4-yf]-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-2-carboxamide;

1-((phenyl)methoxy)carbonyl-4-[6-chloro-2-(1H-imidazol-1 =yl)pyrimidin-4-y(J-N-[(1,4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;
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1-((phenyl)methoxy)carbonyl-4-[6-ch|oro-2-(1 H-imidazol-1-y)pyrimidin-4-yl]-N-[2-(1,4-
benzodioxan-S-yl)ethyl]piperazine-z-carboxamide;

1-{{phenyl)methoxy)carbonyl-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1 -((phenyl)methoxy)carbony|-4-[6-methy|-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(4-
methoxyphenyl)ethy(lpiperazine-2-acetamide;

1 -((phenyl)methoxy)carbonyl-4-[6-methyl‘2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3,4-
dimethoxyphenyl)methyl]piperazine—2-carhoxamide;

1 -((phenyI)methoxy)carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl)-N-[(3,4-
dimethoxyphenyl)methyl]piperazine-2-acetamide;

1-{4-methoxyphenyhcarbonyl-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yll-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-[6-chloro—2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-[6—chloro-2~( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyljpiperazine-2-carboxamide;

1-(4-methoxyphenyf)carbonyl-4-[6-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-acetamide;

1-(4-methoxyphenyl)carbonyl-4-16-methyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-e-yl)methyl]piperazine-z-carboxamide;

1-(4-methoxyphenyl)carbonyl-4-{6-methyl-2-(1H-imidazok-1 -yhpyrimidin-4-yl}-N-[(4-
methoxyphenyl)methyl]piperazine-2-acetamide:

1-(4-methoxyphenyl)carbonyl-4-{6-chloro-2-(1H-imidazol-1 -yi)pyrimidin-4-yl]-N-{(1,4-
benzodioxan-2-yl)methyl]piperazine-z-carboxamide;

1-(pyridin-3-yl)carbonyi-4-[6-methyl-2-(1 H-imidazo!-1 -yl)pyrimidin-4-yl}-N-[2-(3,4-
dimethoxyphenyl)ethyllpiperazine-2-acetamide;

1-(pyridin-3-yl)carbonyl-4-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-s-yl)methyl]piperazine-z-carboxamide;

1-(pyridin-3-yl)carbonyl-4-{2-(1H-imidazol-1 -ylpyrimidin-4-yl}- N-[2-(1,3-benzodioxol-5-
ylethyilpiperazine-2-acetamide;

1~(pyridin-3-yl)carbonyl-4-{6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-yf]-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide; .

1-(pyridin-3-yl)carbonyl-4-{6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,4~
benzodioxan-6-yl)methyljpiperazine-2-acetamide;
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1-(pyridin-3-yl)carbonyl-4-[6-chloro-2-(1H-imidazol-1 “yh)pyrimidin-4-yl}-N-[2-(1,4-
benzodioxan-6-yt)ethyl]piperazine-2-acetamide; '

1-{pyridin-3-yl)carbonyl-4-[6-chloro-2-(1H-imidazol-1 y)pyrimidin-4-y{J-N-[2-(4-
methoxyphenyl)ethyl)piperazine-2-carboxamide;

1-[2-(4-methoxyphenyl)ethyl]-4-[2-(1 H-imidazol-1-y!)pyrimidin-4-yl}-N-[2-(3-chioro-4-
methoxyphenyl)ethyllpiperazine-2-carboxamide;

1-[2-(4-methoxyphenyl)ethyi]-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-ylJ-N-[(1,3-
benzodioxoal-5-yl)methyl)piperazine-2-carboxamide;

1-[2-{4-methoxyphenyl)ethyl]-4-[6-iso-propyi-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide:;

1-{2-(4-methoxypheny!)ethyl]-4-[6-chloro-2-(1 H-imidazol-1 Yl)pyrimidin-4-yl}-N-[(1,3-
benzodioxol-5-yl)methyl)piperazine-2-acetamide;

1-{2-(4-methoxyphenyl)ethyl]-4-{2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-carboxamide;

1-[2-{4-methoxypheny!)ethyi]-4-[6-iso-propyl-2-(1H-imidazol-1 ~yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-6-yl)methylpiperazine-2-acetamide;

1-{2-(4-methoxyphenyl)ethyl]-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-y(]-N-[(1,4-benzodioxan-
6-ylymethylpiperazine-2-carboxamide;

1-[2-(4-methoxyphenyl)ethyl}-4-[6-methyl-2-(1 H-imidazol-1-ylypyrimidin-4-yl]-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

1-[2-(4-methoxyphenyljethyl}-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]- N-[2~(4-
methoxyphenyl)ethyi]piperazine-2-carboxamide;

1-[2-(4-methoxyphenyl)ethyl}-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-y(}-N-{(3.4-
dimethoxyphenyl)methyllpiperazine-2-carboxamide;

1-(3,4-dichlorophenyl)methyl]carbonyl-4-[6-iso-propyl-2-{1 H-imidazol-1 -yl)pyrimidin<4-
YlI-N-[2-(3,4-dimethoxyphenyl)ethyl)piperazine-2-acetamide;

1-[(3,4-dichIorophenyl)methyl]carbonyl-4-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-
[(4-methylphenyl)methyllpiperazine-2-carboxamide:;

1-[(3,4-dichlorophenyl)methyl]carbonyl-4-[6-methyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-
[2-(1,3-benzodioxol-5-yl)ethyi]piperazine-2-acetamide;

1-[(3,4-dichlorophenyl)methyl]carbonyl-4-{8-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yf}-N-
[(3,4,5-trimethoxyphenyl)methyl]piperazine-2-carboxamide;

1-[(3,4-dichlorophenyl)methyllcarbonyl-4-[6-chioro-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-N-
[(34-dimethoxyphenyl)methyljpiperazine-2-carboxamide;
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1-[(1 +3-benzodioxol-5-yl)methyljcarbonyl-4-[6-chloro-2-(1 H-imidazol1-yl)pyrimidin-4-yl}-
N-[2-(3,4-dimethoxyphenyl)ethyl]piperazine-z-carboxamide;

11 »3-benzadioxot-5-yl)methyllcarbonyl-4-[6- fso-propyl-2-(1H-imidazol-1-yi)pyrimidin-4-
yI]-N-[3-(3.4—dimethoxyphenyl)propyl]piperazine-2—carboxamide;

1-[(1 ,3-benzodioxol-5-yl)methyl]carbonyl-4-[6-iso-propyl-2-(1 H-imidazol-1-yl)pyrimidin-4-
yI]-N-[3-(3.4-dimethoxyphenyl)propyl]piperazine-z-acetamide;

(1 «3-benzodioxol-5-yl)methyljcarbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-
benzodioxal-5-y))methyl]piperazine-2-carboxamide;

1{(1 .3-benzodioxol-5-yl)methyl]carbonyl-4-[6-iso—propyl-2—(1 H-imidazol-1-yl)pyrimidin-4-
yil-N-[(1 .3-benzodioxol-5-yl)methyl]piperazine-2-carboxamide;

1-[(1,3-benzodioxol-5-yl)methyllcarbonyl-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

- 1-[(1,3-benzodioxol-5-ylimethyllcarbonyi-4-[6-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[2-(1,3-

benzodioxol-s-yl)elhyI]piperazine-Z-acetémide;

1-[(1,3-benzodioxol-5-y)methyljcarbonyi-4-[6-(1 H-imidazol-1 -yl)pyrimidin-4-y{]-N-{2-(1,3-
benzodioxol-5-yl)ethyl]piperazine-2-carboxamide:;

1-[(1,3-benzodioxol-5-yl)methyllcarbonyi-4-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-
benzodioxan-6-yl)methyflpiperazine-2-carboxamide;

1-[(1,3-benzodioxol-5-yl)methyllcarbonyl-4-[6-methyl-2-(1 H-imidazol-1 -yl)pyrimidin-4-y]-
N-[(4-methoxyphenyl)methyljpiperazine-2-carboxamide;

1-{(1,3-benzodioxol-5-yl)methyl}carbonyl-4-[6-iso-propyl-2-(1H-imidazol-1 -yl)pyrimidin-4-
yil-N-{(4-methoxyphenylimethyllpiperazine-2-carboxamide:

1-[(1 .3-benzodioon-S-yI)methyl]carbonyl—4-[6-(1 H-imidazol-1-yl)pyrimidin-4-y(}-N-[(4-
methoxyphenyl)methyl]piperazine-2-carboxamide;

11 »3-benzodioxol-5-yl)methyljcarbonyi-4-{6-chiore-2-(1 H-imidazol-1 -yl)pyrimidin-4-yl}-
N-(2-phenylcyclopropyl)piperazine-2-carboxamide:

1-methylsulfonyl-4-{2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(1,3-benzodioxol-5-
yhethyllpiperazine-2-carboxamide; .

N-{(3,4-dimethoxyphenyl)methyl]-1-[2-{ 1 H-imidazol-1 -yl)pyrimidin-4-yljpyrrolidine-2-
carboxamide;

N-{(3.4-dimethoxyphenyl)ethyl]-1-[2-( TH-imidazol-1 =yl)pyrimidin-4-yl(Jpyrrolidine-2-
acetamide;

N-[(1,3-benzodioxol-5-yl)methyi]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl}pyrrolidine-2-
acetamide;
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N-I(1,3-benzadioxol-5-yl)ethyl}-1-[2-( 1H-imidazol-1 -yl)pyrimidin-d-yl]pyrrolidine-2-
carboxamide;

N-[(1,3-benzodioxoal-5-yl)methyl]-1-[2-(1 H-imidazol-1-yl)-6-methylpyrimidin-d-
yllpyrrolidine-2-acetamide;

N-H(1,3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -yh)-6-(methylethyl)pyrimidin-4-
yllpyrrolidine-2-acetamide;

N-{(3-chtoro-4-methoxyphenyl)methyi]-1-[2-( 1H-imidazol-1 -yl)pyrimidin-d-yl]pyrrolidine-2-
acetamide;

N-H(3-chloro-4-methoxyphenyl)ethyl]-1-[2-( 1 H-imidazol-1 -yl)-6-ethylpyrimidin-4-
yllpyrrolidine-2-carboxamide;

N—[(3,4-dihydroxyphenyl)éthyl]-1 ~[2-{ 7H-imidazol-1-yl)-6-methylpyrimidin-4-yllpyrrolidine-
2-carboxamide;

N-octyl-1-[2-( 1H-imidazol-1-yl}-6-methylpyrimidin-4-yi] pyrrolidine-2-carboxamide;

N-(phenyipropyl)-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]pyrrolidine-2-
carboxamide;

N-{(pyridin-3-yi)ethyl]-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yllpyrrofidine-2-
carboxamide; .

N-{(morpholin-4-yl)ethyi]-1-[2-( 1 H-imidazol-1 -yl)5-methyl pyrimidin-4-yllpyrrolidine-2-
carboxamide;

N-{(2-methoxypyridin-5-yl)methyl)-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllpiperidine-2-carboxamide;

N-{(2-methylpyridin-5-yl)methyi]-1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-
yilpiperidine-2-carboxamide;

N-[(1,3-benzodioxol-5-yl)ethyl}-2-[[2-( 1H-imidazal-1-yl}-6-methylpyrimidin-4-

yilamino]acetamide;

NH(1,3-benzodioxol-5-yl)ethyl}-2-[[2-( 1H-imidazol-1 -yl)pyrimidin-4-ylJaminojacetamide;

2-{[2-(7H-imidazol-1 -yl}-6-methylpyrimidin-4-yl(methyl)amino}- N-octylacetamide;

NH{1.3-benzodioxol-5-yl)ethyl}-2-{[2-( TH-imidazol-1 -yl)-6-methylpyrimidin-4-

_ yil(phenylmethyl)aminojacetamide;

N(1,3-benzodioxol-5-yl)ethyl}-2-{[2-( 1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-
yllaminojacetamide;

N-H(1,3-benzodioxol-5-yl)ethyl]-2-[[2-( 1H-imidazol-1 -yl)-6-methyipyrimidin-4-yiJ{(1,3-
benzodioxol-5-yl)methyllaminojacetamide;
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N-{(3.4-dimethoxyphenyl)ethyl]-2-[[2-( H-imidazol-1 -yl)-6-methylpyrimidin-4-
yi{methyl)aminojacetamide;

N1 ,3-benzodioxol-5-yl)ethyl]-2-{[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-
yI][(morpholin—4~yl)ethyl]amino]acetamide;

N1 +3-benzodioxol-5-yl)ethyl}-2-[[2-( 1H-imidazol-1 -yl)pyrimidin-4-
yl)(methyl)amino]acetamide;

NH(1 13-benzodioxol-5-yl)ethyl}-2-[[2-( 1H-imidazol-1 -yI)}-6-methylpyrimidin-4-
ylj(methylethyl)aminojacetamide;

N-[(1,3-benzodioxol-5-oxy)ethyl]-2-[[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-
yll{methyl)amino}acetamide;

N-[(1,3-benzodioxol-5-yl)ethyl}-2-[f4-( 1H-imidazol-1 -yl}-6-(methylethyl)pyrimidin-2-
yllamino]acetamide;

N-[(1,3-benzodioxol-5-yl)ethyl}-2-{4-( 1H-imidazol-1 -yl)-6-methylpyrimidin-2-
yljaminolacetamide;

N1 »3-benzodioxal-5-yl)methyl]-3-[[2-( 1H-imidazol-1 -y1)-6-methylpyrimidin-4-
yllamino]propionamide;

N-{{4-rriflucromethylphenylimeth Vl}-3-[[2-(1H-imidazol- 1-y)-6-methylpyrimidin-4-
yllamino}propionamide;

N-(1,3-benzodioxol-5-yhethyl]-3-{[2-( 1H-imidazol-1 -y)-6-methylpyrimidin-4-
yllaminc]propionamide;

NA(1,3-benzodioxol-5-oxy)ethyl]-2-(1H-imidazol-1 -yl)pyrimidinpyrimidine-4-amine;

N-[(4-methoxyphenyl)ethyl}-4-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-1-(2-methyl-
1-oxopropyl)piperazine-2-acetamide;

N-{(4-nitropheny|)methyi]-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]piperidine-2-
acetamide;

N-[[4-(acetylamino)phenyljmethyi}-1 -[2-( TH-imidazol-1-yl)-6-methylpyrimidin-4-
yllpiperidine-2-acetamide;

N-{[4-(methylsulfonylamino)phenyljmethylj-1-[2-( 1H-imidazol-1 -yI)-6-methylpyrimidin-4-

. Yllpiperidine-2-acetamide;

N-{(2,3-dihydrobenzofuran-5-yl)methyl}-1 -{2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-
yllpiperidine-2-acetamide;

N-{(indan-5-yl)methyl}-1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}piperidine-2-
acetamide;
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N-[(3-chloro-4-methoxyphenyl)methyl]-1 <[2-(7H-imidazol-1-yl)pyrimidin-4-yl]piperidine-2-
acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -yi)pyrimidin-4-y{]-4-(1-
oxopropyl)piperazine-2-acetamide;

N-(4-methoxyphenyl)aminocarbonyl]-1 -[2-(1H-imidazol-1-yl)pyrimidin-4-yl]piperidine-2-
methaneamine;

N-(1 »3-benzodioxol-5-yl)methylcarbonyl]-1-{2-( 1H-imidazol-1 -yl)pyrimidin-4-
yllpiperidine-2-methaneamine;

N-[{4-methoxyphenoxy)carbonyi}-1 -[2~{ 1H-imidazol-1-yl)pyrimidin-4-y(]piperidine-2-
methaneamine;

N-{{4-methoxyphenyl)methylcarbonyl}-1-{2-( 1 H-imidazol-1-yl)pyrimidin-4-yl]piperidine-2-
methaneamine;

N-{(1,3-benzodioxol-5-yl)carbonyi]-1-{2-( 1H-imidazol-1 -yl)}-6-methylpyrimidin-4-
yllpiperidine-2-ethaneamine;

2,4-bis(1H-imidazol-1-yl)-6-methylpyrimidine;

N-{(1,3-benzodioxol-5-yl)methyl}-1-[2-( 1H-imidazol-1 -yl)-5-methy!pyrimidin-4-y1}-4-
(phenylmethyl)piperazine-3-acetamide;

N-[(3,4-dimsthoxyphenyl)ethyl]-6-[2-( 7H-imidazol-1 -yl)pyrimidin-4-yl]-N-methyi-5,6,7.8.-
tetrahydropyrido{5,6-c]pyrimidine-4-amine;

2-{[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yljamino]- N-{(1 ,3-benzodioxol-5-yl)methyl]-
4-methylthiobutanamide;

2-{{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yllamino]-N-{(1 ,3-benzodioxol-5-yi)ethyl]-4-
methylthicbutanamide;

2-[[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yilamino}-N-{{4-methoxyphenyl)methyl]-4-
methylsulfonylbutanamide;

2-[[2-(1H-imidazo!-1-y)-6-methylpyrimidin-4-ylJamino]-N-[(1 .3-benzodioxol-5-yl)ethyl)-4-
(butylthio)butanamide;

2-{[2-(1H-imidazol-1-yl)-6-methytpyrimidin-4-yllamina]- N-[(cyclopropyl)methyl]-3-[(3,4-

. dimethyiphenyl)methylthio]propanamide;

2-[[2-(1 H-imidazol-1-yl)-6-methylpyrimidin-4-yl]amino]—N—[(2,5-dimethoxyphenyl)methyl]-
3-methyl-3-[(phenylimethyl)thiolbutanamide;

2-{[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-ylJamino}- N-[(4-chloraphenyl)methyl}-3-
thiophenepropanamide;
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5-[[2-(1H-imidazol- 1-yl)-6-methylpyrimidin-4-ylJamino}-N-[(1,3-benzodioxol-5-
yl)methyl]pentanamide;

S-[[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yilamino}-N-[(1,4-benzodioxan-6-
yhethyllpentanamide;

7-[[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-yl)amino}-N-(2-
phnenyicyclopropyl)heptanamide: ‘

‘ 2-[[2-(1H-imidazot-1 -yl)-6-methylpyrimidin-4-yljamina)-[(3-chloro-4-

methoxyphenyl)ethyllacetamide;

2-{[2-(1H-imidazol-1 -yl)-6-methylipyrimidin-d-ylJamino]-N-[(1,3-benzodioxol-5-
yh)ethyllacetamide;

2-[[2-(1H-imidazol-1-yl )-6-methylpyrimidin-4-yllaminc]-N-[(1.4-benzodioxan-6-
yhethylJacetamide;

2{[2-(1H-imidazol-1-yl )-6-methylpyrimidin-4-yljamino]- N-[(4-
methoxyphenyl)ethyllacetamide: :

4-[[2-(1H-imidazal-1-yl »6-methylpyrimidin-4-yljamino]-N-[(1,3-benzodioxol-5-
yllethyllbutanamide;

2-[[2-(1H-imidazol-1-y} )-6-methylpyrimidin-4-y|]amino]—N-[(4-chlorophenyl)ethyl]pyridine—
3-propanamide; '

2-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yI}-N-[(1 4-benzodioxan-6-
ylethyllisoquinoline-3-carboxamide;

1-[2-( 1H-imidazo!-1 -y1)-8-methylpyrimidin-4-y{}-N-[(3 4-dimethoxyphenyllethyl]piperidine-
2-acetamide;

1-[2-(1H-imidazoi-1 -yi)-6-methylpyrimidin-4-yi]-N-[(4-ethoxyphenyl)methyljpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl]-N-[(4-methylphenoxy)ethyllpiperiding-2-
acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yi}-N-[{4-methylphenyl)methyljpiperidine-2-
acetamide;

1{2-(1H-imidazol-1-y)-6-methylpyri midin-4-yi]-N-{(4-chlorophenyl)methyi]piperidine-2-
acetamide;

1-[2-( TH-imidazot-1 -yl)-6-methylpyrimidin-4-yl}-N-{{3-chloro-4-
methoxyphenyl)methyi]piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yi}-N-[(3-chlaro-4-
methoxyphenyl)ethylpiperidine-2-acetamide:;
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1-[2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-[(1 3-benzodioxol-5-yl)methyljpiperidine-2-
acetamide; '

1-{2-(1H-imidazol-1 -yl)-6-methy|pyrimidin-4-yi]-N{(1,3-benzedioxol-5-
yl)methy(jpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-8-methylpyrimidin-4-yi}-N-[{1 ,3-benzodioxol-5-yl)ethylpiperidine-
2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{{1 ,3-benzodioxol-5-ylethylpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,4-benzodioxan-6-yl)methyljpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-y1]-N-[(1 4-benzodioxan-6-
yl)methyllpiperidine-2-acetamids;

1-[2-( 1H-imidazol-1-yI)—6-methylpyrimidin-4-yl]-N-[(4—methoxyphenyl)methyl]piperidine—2-
acetamide;

1-[2+( 1H-imidazol—1-yI)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl]piperidine-Z-
acetamide,

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(2,4-
dimethoxyphenyl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N{(3,4-
dimethoxyphenyl)methyi]piperidine-2-acetamide;

1-[2~(1H-imidazol-1-y!)pyrimidin-4-yl}-N(3,4-d imethoxyphenyl)methyl]piperidine-2-
acetamide;

4-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yi]-N-[(1,3-benzodioxol-5-
yhethyljthiomorpholine-2-acetamide;

4-[(dimethylethoxy)carbonyl)- 1-[2-( 7H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[(3-
chloro-4-methoxyphenyl)methyilpiperazine-2-acetamide;

4-[(dimethylethoxy)carbonyl]- 1-[2-( 1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl]-N-[{1,3-
benzodioxol-5-y\)methyllpiperazine-2-acetamide;

4-{(dimethylethoxy)carbonyl]- 1-[2-( 1H-imidazol-1 -y1)-6-methyipyrimidin-4-yl}-N-{(1,3-
benzodioxol-5-yl)ethyllpiperazine-2-acetamide;

4-[(dimethylethoxy)carbonyll- 1-{2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(1,4-
benzodioxan-6-yl)methylpiperazine-2-acetamide; .

4-[(dimethylethoxy)carbonyl}- 1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-{(1,4-
benzodioxan-6-yl)ethyllpiperazine-2-acetamide;
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4-[(dimethylethoxy)carbonyl]-1-[2-(1 H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(4-
methoxyphenyl)methyljpiperazine-2-acetamide;
4-{(dimethylethoxy)carbonyl]- 1-[2-( 1H-imidazol-1-yl)—B-methyIpyrimidin-4-yl]—N-[(3,4-
dimethoxyphenyl)methyl]piperazine-2-acetamide:
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-[(1,3-benzodioxoi-5-
yl)methyljpiperidine-3-carboxamide;
12-(1 H—imidazol-1 -yl)-6-methylpyrimidin-4-yI]-N-[(1,3-benzodioxol-5-yl)ethyljpiperidine-
3-carboxamide;
1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-{(1,4-benzcdioxan-6-
yl)methyl}piperidine-3-carboxamide;
1-[2-(1H-imidazol-1-yI)-S-methyIpyrimidin-4-yl]-N—{(4-methoxyphenyl)methyl}piperidine-S-
carboxamide;
1-[2-(1H-imidazol-1-y1}-6-methylpyrimidin-4-yl}-N-{(3,4-
dimethoxyphenyl)methyi]piperidine-3-carboxamide;
1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-[(3-chioro-4-
methoxyphenyl)methyl]piperidine-3-acetamide;
1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yl]-N-[(1,3-benzodioxol-5-
yh)methyl]piperidine-3-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(1,3-benzodioxol-5-yl)ethyl]piperidine-
3-acetamide;
1-[2-( 1H-imidazol-1-y!)-6-methytpyrimidin-4-yl}-N-{(1,4-benzodioxan-6-
. yl)methyl]piperidine-3-acetamide;
1-[2-( 1H-imidazol-1-yl)-6-methy!pyrimidin-4-yl]-N-{(1,4-benzodioxan-6-ylethyi]piperidine-
3-acetamide;
1-[2-(TH-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenylmethyljpiperidine-3-
acetamide;
1-[2~(TH-imidazol-1-yl)-6-methylpyrimidin4-yl]-N-[(4-methoxyphenyljethyllpiperidine-3-
acetamide; »
1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(2,4-
dimethoxyphenyl)methyi]piperidine-3-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yll-N-[(3,4-
dimethoxyphenyl)methyllpiperidine-3-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}- N-{(1,4-benzodioxan-6-
yljethyljpyrrolidine-2-carboxamide; '
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1-{2-(1H-imidazol-1-y{ Jpyrimidin-4-yi]-N-[(1 4-benzodioxan-6-yl)ethyllpyrrolidine-2-
carboxamide;

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyl)ethyl]pyrrolidine-2-
carboxamide;

1-[[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-d-yl](methyamine]-N-[(1,3-benzodioxol-5-
yhethyllacetamide;

1-f2-(7 H-imidazol-1-yI)-6-methy|pyrimidin-4—yl](methyl)amino]-N—[(1.4-benzodioxan-6-
yl)ethyllacetamide;

1-[6-chloro—2-(1H-imidazol-1—yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
methylpiperazine-2-acetamide:;

1-[6-ch|oro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-ethoxyphenyI)methyl]-4-
methylpiperazine-2-acetamide;

- 1-[6-chtoro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methylphenyl)ethyl]-4-

methylpiperazine-2-acetamide;

1-[6-chtoro-2-( 1H-imidazol-1-yl)pyrimidin~4—yl]—N-[(4-chIorophenyl)methyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-{(4-chiorephenyl)methyi]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl]-N-[(4-chlorophenyl)ethyl]-4-
methylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin—4-yl]-N-[(3-ch|oro-4-methoxyphenyl)methyl]-4—
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-ch loro-4-methoxyphenyl)ethyl]-4-
methylipiperazine-2-carboxamide;

1-{6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl]-N-{(3,4-dimethoxyphenyl)ethyl}-4-
methylpiperazine-2-carboxamide;

1-[6-chloro-2-(1 H-imidazol~1-yl)pyrimidin-4-y|]-N-[(3,5-dimethoxyphenyI)ethyI]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yl}-N-{(1 3-benzodioxol-5-yl)ethyl]-4-
methylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yNpyrimidin-4-yi]-N-{(1 A-benzodioxan-6-yi))methyi]-4-
methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yi}-N-[(1 4-benzodioxan-6-yl))methyi}-4-
methylpiperazine-2-carboxamide;
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1-[2-{ 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(1 .4-benzodioxan-6-yl)ethy|)-4-
methylpiperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-yI)pyrimidin-4-y|]—N-[(4-methoxyphenyl)methyl]-4-
methylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H—imidazol-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)methyl]-4-
methylpiperazine-2-acetamide;

1-[2-(1H—imidazo|-1-yl)pyrimidin-4-y|]-N-[(2-methoxyphenyl))methyl]-4—methylpiperazine-
2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3-methoxyphenyl)ethyl}-4-
methylpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-trifluoromethylpyrimidin-4-yij-N-[[4-(2-
methoxyethoxy)phenyl))methyl]-4-methylpiperazine-2-carboxamide:

1-[2-(1H-imidazol-1 -y1}-6-methylpyrimidin-4-y!}-N-[(3,4-dimethoxyphenyiymethyl}-4-
methylpiperazine-2-acetamide;

1-{2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3 4-dimethoxyphenyl)methyl}-4-
methylpiperazine-2-acetamide;

1-[6-{1H-imidazol-1-yl)pyrimidin-4-yl]-N-[{cyclopropy! )methyl]-4-methyipiperazine-2-
acetamide; .

1-[6-chloro-2-( TH-imidazol-1-yhpyrimidin-4-yl]-N-[(indan-5-yl)methyl]-4-
methylpiperazine-2-acetamide;

1-[2-( TH-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(4-ethoxyphenyi)methyl]-4-
butylpiperazine-2-acetamide; ’

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-A{(4-methylphenyl)methyl]-4-
butylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-chloro-4-methoxyphenyl)methyi]-4-
butylpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}-N-[(3-chioro-4-
methoxyphenyl)methyl]-4-butylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1,3-benzodioxol-5-yl )methyl)-4-
butylpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)methyl]-4-
butylpiperazine-2-acetamide;

1-{2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(1,3-benzadioxol-5-yl)ethyl}-4-
butylpiperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y/}-N-[(1 ,3-benzodioxol-5-yl)ethyl}-4-
butylpiperazine-2-carboxamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-ylethyl}-4-butylpiperazine-2-
acetamide;

1-[6-chloro-2-(1H-imidazol-1-yI)pyrimidin-4-yl]-N-[(1 »4-benzodioxan-6-yl)ethyl]-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[{ 1 A-benzodioxan-6-yl)ethyl]-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yhpyrimidin-4-yl}-N-[1 4-benzodioxan-6-yl)ethyl]-4-butylpiperazine-2-
acetamide;

1-[6-chloro-2-(1H-imidazo|-1-yI)pyrimidin—4-yI]-N—[(1 ,4-benzodioxan-6-yl)ethyi]-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 “¥1)-6-(methylethyl)pyrimidin-4-y1]-N-{(4-methoxyphenyl)methyl]-4-
butylpiperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazo|-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-
butylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(4-methoxyphenylmethyl]-4-
butyipiperazine-2-acetamide;

1-[2-(1H-imidazo!-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyf]-4-butylpiperazine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3,4-dimethoxypheny|)methy}-4-
butyipiperazine-2-acetamide;

1-[6-chIoro-2-(1H-imidazoI-1-yl)pyrimidin-4-y|]-N-[(4-methytphenyl)methyl]-4-[(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(4-chloropheny! )methyl]-4-{(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N-[(3-ch|oro4-methoxyphenyl)methyl]—4-
[(4-methoxyphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3-chloro-4-methoxypheny!)ethyi]-4-
[(4-methoxyphenyl)methylpiperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)methyl}-4-[(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyi pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)ethyl]-4-[(4-
methoxyphenyl)methyllpiperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-y(]-N-[(1 »3-benzodioxol-5-yl)ethyi}-4-[(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo!-1 -yDpyrimidin-4-yl)-N-[(1 .4-benzodioxan—b‘-yl)methyl]-4—[(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -Y1)-6-(methylethyl)pyrimidin-4-yl}-N-{(1 ,4-benzodioxan-6-yl)methyl)-
4-[(4-methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yhpyrimidin-4-yl]-N-[(1,4-benzodioxa n-6-yhethyl}-4-[(4-
methoxyphenyhmethyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yi}-N-{(1 »4-benzodioxan-6-yl)ethyl]-4-[(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxa n-6-yl)ethyl}-4-{(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

- 1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-[(4-

methoxyphenylmethyl]piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yl)-6-triﬂuoromethylpyrimidin-4-y|]-N-(2—phenylcyclopropyl)—4-{(4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-G-methylpyrimidin-4-yl]-N-[(3.4-dimethoxyphenyl)methyl]-4-[(4-
methoxyphenyl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methylphenyI)methyl]-4-[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 <yl)-6-methylpyrimidin-4-yl]-N-[(1 3-benzedioxol-5-yl)methyl]-4-[(3,4-
dichlorphenyl)methyf]piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 ,3-benzodioxol-5-yljethyi]-4-[(3,4-
dichlorphenyl)methyi]piperazine-2-acetamide:

1-[6-chloro-2-(1H-imidazol-1-yI)pyrimidin-4-yI]-N-[(1 4-benzodioxan-6-yl)methyl]-4-[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-8-methylpyrimidin-4-yl}-N-{(1 4-benzodioxan-6-yl)methyi]-4-[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide:

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 ;4-benzodioxan-6-y)ethyl]-4-[(3,4-
dichlorphenyl)methylipiperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl]-4-[(3,4-
dichlorphenyl)methyl]piperazine-2-acetamide;

1-[6—chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]—N-[(4-ch|oroxyphenyl)methyl]-4-[(1 ,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(-[(1 »3-benzodioxol-5-ylymethyl]-4-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -y)pyrimidin-4-yl]-N-[(-[(1 .3-benzodioxal-5-yl)methyl}-4-
[(1,3-benzodioxel-5-yl)methyljpiperazine-2-acetamide:

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(-{(1 .3-benzodioxol-5-yl)ethyl}-4-{(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[2~(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-A-{(1 ,3-benzodioxol-5-yl)ethyl}-4-{(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI}-N-{(1 s4-benzodioxan-6-yl)methyl]-4.[(1,3-
benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-{2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yI}-N-[(1 ,4-benzodioxan-6-yl)methyl)-4-[(1,3-
benzodioxol-5-yl)methyl|piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 4-benzodioxan-6-yl)methyl]-4-[(1,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1 4-benzodioxan-6-yl)ethyl)-4-[(1,3-
benzodioxol-5-yl)methyl}piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yhpyrimidin-4-yl}-N-{(1 4—benzodtoxan-6-y|)ethyl]-4 -[(1.,3-
benzodioxol-5-yl)methyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y(}-N{(1 ,4-benzodioxan-6-yl)ethyl}-4-[(1,3-
benzodioxol-5-yl)methyl}piperazine-2-acetamide;

1-{2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3,4-dimethoxyphenyhmethyl}-4-[( 1,3~
benzodioxol-5-yl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-d-yl]-N-f{4-methylphenymethyl}-4-[(1,4-
benzodioxan-6-yl)methyljpiperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-|(4-methylphenyl)methyl]-4-[{ 1 4-
benzodioxan-6-yi)methyl]piperazine-2-acetamide:

1-[6-(1H-imidazol-1 -ylpyrirnidin-4-yl}-N-{{3-chloro-4-methoxyphenyljethyl}-4-{(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl}-6-methylpyrimidin-4-yl}-N-[(3 5~ dlmethoxyphenyl)methyl] -4-{(1,4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-y1)-6-methyipyrimidin-4-yl} N-f(1 .3-benzodioxol-5-yl)methyl]-4-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(1 ,-benzodioxan-6-yl)methyl)-4-[(1,4-
benzodioxan-6-yl)methyllpiperazine-2-acetamide;
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1-{2-(1H-imidazol-1 -yl)—ﬁ-methylpyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]—4—[(1 4-
benzodioxan-6-yl)methyl]piperazine-2-acetamide;

1-[6-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]—4—[(1 ,A-benzodioxan-
6-yl)methylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin~4-yl]-N-[(3-methoxyphenyI)ethyI]-4-[(1 4-
benzodioxan-6-yl)methyllpiperazine-2-carboxamide;

1-[2-( 1H-imidazol-1 -ylpyrimidin-4-y(]-N-{(2-thiophenyl)ethyl}-4-[(1 4-benzodioxan-6-
yl)methyl]piperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yI)-6-triﬂuoromethylpyn‘midin-4-yl]—N—[(3,5-dimethoxypheny|)methyl]-
4-[(1,4-benzodioxan-6-yl)methyl]piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-y!}-6-methylpyrimidin-4-yi]-N-[(1 -adamantyl)methyl}-4-[(1,4-
benzodioxan-6-yl)methyilpiperazine-2-carboxamide;

1-[2-(1H-imidazoi-1 -yhpyrimidin-4-yl]-N-[(5-indanyl)methyl}-4-[(1,4-benzodioxan-6-
yl)methylilpiperazine-2-acetamide;

1-[6-chloro-2-(1 H—imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)—6-(methylethyl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)propyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-( 1 H-imidazol-1-yI)pyrimidin-4-y|]-N-[(4-ethoxyphenyI)methyl]-4-[(pyridin-3-
ylymethyl)piperazine-2-acetamide; ’

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(4-ethoxyphenyl)methyl]-4-[(pyridin-3-
yl)methyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol- 1-yl)pyrimidin-4-y(]-N-[(4-methylphenoxy)ethyl]-4-[(pyridin-3-
yl)methyl)piperazine-2-acetamide;

1-[6-cHIoro-2-(1H—imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methyIphenyl)methyl]—4-[(pyridin-3-
yiimethyllpiperazine-2-acetamide;

1-{6-chloro-2-(1 H—imidazo|-1-yI)pyrimidin-4-yl]-N-[(3-ch!oro-4-methoxyphenyl)methyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide:

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(1 .3-benzodioxol-5-yl)methyi]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide; .

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y{}-N-{(1 ,3-benzadioxol-5-yl)ethyl]-4-[(pyridin-
3-yl)methyllpiperazine-2-acetamide;




WO 98/37079 PCT/US98/03176
-283-

1-[2-(1H-imidazol-1 ~yl)-6-methylpyrimidin-4-yi}-N-{(1 A-benzodioxan-6-yl)methyl]-4-
[(pyridin-3-yl)methyl}piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(1 .4-benzodioxan-6-yl)methyl}-
4-[(pyridin-3-yI)methyI]piperazine-2—acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-d-yi}-N-(1 +4-benzodioxan-6-yl)methyl}-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide:

1-[2~( TH-imidazol-1 -yhpyrimidin-4-yl}-N-{(1 4-benzodioxan-6-yl)methyl]-4-[(pyridin-3-
ylmethyllpiperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yi)-8-methylpyrimidin-4-yl-N-[(1 .4benzodioxan-6-yl)methyl]-4-
[(pyridin-3-yl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N—[(4—methoxyphenyl)methyl]-4-[(pyridin-
3-yl)methyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-methyIpyrimidin-4-y|]-N—[(4-methoxyphenyl)methyl]-4—[(pyridin-
3-yhmethyllpiperazine-2-acetamide;

1-[6-ch|oro—2-(1H-imidazo|-1-yI)pyrimidin-4-yl]-N-[(3-methoxyphenyI)methyl]-4-[(pyridin-
3-y)methyl]piperazine-2-acetamide;

1-[6~ch|oro-2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N-[(4—methoxyphenyl)ethyl]-4-[(pyridin-3-
yl)methyilpiperazine-2-acetamide;

1-[2-(1H4‘midazol-1-yl)-S-(methylethyl)pyrimidin~4-yl]-N-[(2,6-dimethoxyphenyl)methyl]-
4-{(pyridin-3-yl)methyl]piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)-6-( methylethyl)pyrimidin-4-yl}-N-[(3 4-dimethoxyphenyl)methyi]-
4-{(pyridin-3-yl)methyl]piperazine-2-acetamide:

1-[2-(1H—imidazol-1-yl)pyrimidin-4-y|]-N-[(cyclopropyl)methyl]-4-[(pyridin-3-
yl)methyljpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1 -yl)-6-methyipyrimidin-d-yl]-N-{(1 3-benzodioxol-5-yl)methyl]-4-[(3-
fluoro-4-methoxyphenyl)methylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-[(3-
fluoro-4-methoxyphenyl)methyilpiperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(1 +3-benzodioxol-5-yl)ethyl]-4-[(3-luoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl}-6-methylpyrimidin-d-yl}-N-[(1 A-benzodioxan-6-yl)methyl]-4-[(3-
fluoro-4-methoxyphenyl)methyljpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1, 4-benzod|oxan-6-yl)ethyl }-4-[(3-fluoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;
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1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{{4-methoxyphenyl)ethyl]-4-{(3-fluoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methyl pyrimidin-4-yl}-N-[(4-methoxyphenyl)ethyl)-4-[(3-fluoro-
4-methoxyphenyl)methylpiperazine-2-acetamide;

1-[2-(1H-midazol-1 -yl)pyrimidin—4-yl]-N-[(3,4-dimethoxyphenyl)methyl]—4-[(3-ﬂuoro-4-
methoxyphenyl)methyl)piperazine-2-acetamide;

1-[2-(1H—imidazo|—1-yl)pyrimidin-4-y|]-N-[(1 -adamantyl)methyl]-4-[(3-fluoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-‘l-yl)pyrimidin-4-yl]-N-[(cycIopropyl)methyl]-4-[(3-ﬂuoro-4-
methoxyphenyl)methyl]piperazine-2-acetamide;

1-[6-chloro-2—(1H—imidazol-1-yI)pyrimidin-4-yI]—N-[(3 ;4-~dimethoxyphenyi)ethyi}-4-
acetylpiperazine-2-acetamide:

- 1-[2-( 1H-imidazol-1 -yh)-6-methylpyrimidin-4-yl}-N{(3,4-dimethoxyphen yhethyl}-4-

acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1H—imidazol-1-yl)pyrimidin-4-y|]-N-[(4-ethoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide:;

1-[2-(1H-imidazol-1 -y1}-6-methylpyrimidin-4-yl]-N-[{4-ethoxyphenyl)methyl}-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methylphenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyl)pyrimidin-4-y|]-N-{(4-methylphenyl)methyl}-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-[(4-methylphenyl)methyl]-4-acetylpiperazing-2-
acetamide;

1-[6-chlora-2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-chlorophenyhethyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxy-3-chlorophenylymethyi}-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-yl]-N—[(4-methoxy—3-chlorophenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-d-yl}-N-[(d-methoxy-3-
chiorophenyl)methyl]-4-acetyipiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-{(4-methoxy-3-chiorophenyl)methyi}-4-
acetylpiperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol—1-yl)pyrimidin-4-y|]-N-[(4-methoxy-3-chloropheny|)ethyl]-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazo|—1-yl)-6-(methylethyl)pyrimidin-4-y|]—N-[(3.5-dimethoxypheny|)ethyl]-4-
acetylpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 3-benzodioxol-5-yl)methyl}-4-
acetyipiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N—[(1 ,3-benzodioxo!-5-yl)ethyl}-4-
acetylpiperazine-2-acetamide; ’

1-[2-(1H-imidazol-1-yl}-6-(methylethyl)pyrimidin-4-yl}-N-{(1 ,3-benzodioxol-5-yl)ethyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N~[(3,4,5-trimethoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1H—imidazol-1-yl)pyrimidin-4—yl]-N—[(1 .4-benzodioxan-6-yi)methyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(7 H-imidazol-1-ylpyrimidin-4-yl}-N-[(1 »4-benzodioxan-6-yljethyl]-4-
acetylpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl]-N-[(1,4-benzadioxan-6-yl)ethyl}-4-
acetylpiperazine-2-acetamide; .

1-[6-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,4-benzodioxan-6-yl)ethyl]-4-acetylpiperazine-
2-acetamide;

1-[2+( 1H—imidazol-1~y|)-6-(methylethy|)pyn‘midin-4-yl]-N-[(4-methoxyphenyI)methyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1 H—imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-f2-( 1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-acetylpiperazine-2-
acetamide;

1-[2-(1H-imidazol-1 -yI)-6-(methylethy!)pyrimidin-4-yl}-N-[(3-methoxyphenyl)methyl}-4-
acetylpiperazine-2-acetamide:

1-[6-chloro-2-(1 H-imidazol-1—yI)pyrimidin-4-y|]-N-[(3-methoxyphenyl)methyl]-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl]-N-{(4-methoxyphenyljethyl]-4-
acetylpiperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3-methoxyphenyl)ethyl]-4-
acetyipiperazine-2-acetamide;
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1-{6-chloro-2-(1H-imidazol-1 ~yl)pyrimidin-4-yl]-N4{(3 4-difluoroxypheny! Jethyl]-4-
acetylpiperazine-2-acetamide;

1-{6~chloro-2-( 1H-imidazol-1-yl)pyrimid in-4-y(}-N{( 1 4-benzodioxan-2-y)methyl]-4-
écetylpiperazine-2-acetamide;

1-[6-chlero-2-(1H-imidazol-1 -yDpyrimidin-4-yl]-N-(2-phenylcyclopropyl)-4-
acetylpiperazine-2-acetamide;

1-[6-( 1H-imidazol-1 -Y)pyrimidin-d-yl]-N-{(3,4-dimethoxypheny!)methyi]-4-
acetylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methyipyrimidin-4-yl}-N-[(3,4-dimethoxyphenyl )methyl]-4-
acetylpiperazine-2-acetamide; :

1-{6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y(]-N-(cyclopropyl}-4-acetylpiperazine-2-
acetamide;

1-[6-chloro-2-( TH-imidazol-1 -yl)pyrimidin-4-yl}-N-{{indan-5-yl)methyl}-4-acetylpiperazine-
2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3 4-dimethoxyphenyl)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1 -y)pyrimidin-4-y!]-N-[(4-methoxyphenyl)methyl]-4-(3-methy!-
1-oxobutyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1 -y)pyrimidin-4-yl]-N-[(4-methylphenyl)methyl}-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[6-chioro-2-{ 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-chlorophenyl)methyl]-4-(3-methyi-1-
oxobutyl)piperazine-2-acetamide;

1-[6+(H-imidazol-1 -yhpyrimidin-4-yl}-N-{(4-chlorophenyl)ethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide; .

1-[6-chioro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-chloraphenyi)ethyl}-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{(4-methoxy-3-chlorophenylmethyl}-4-
(3-methyl-1-oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazo!-1-yl)-6-methylpyri midin-4-yl]-N-{(4-methoxy-3-chlorophenylJethyi}-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-{(4-methoxy-3-chlorophenyl)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-{8-chloro-2-(1H-imidazol-1-yl)pyrimidin-d-yi]-N-{(1 3-benzodioxol-5-yl)ymethyl}-4-(3-
methyl-1-oxobutyi)piperazine-2-acetamide;
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1-[B-(7H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1 »3-benzodioxol-5-ylimethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-y1}-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-
(3-methyl-1-oxobutyl)piperazine-2-carboxamide;

1-[8-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 .3-benzodioxol-5-yl)ethyl]-4-(3-methyi-1-
oxobutyl)piperazine-2-acatamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,3-benzodioxoi-5-yl)ethyl}-4-(3-methyi-1-
oxobutyl)piperazine-2-acetamide;

1-[6-chtora-2-(1H-imidazol-1-yl)pyrimidin-4-y{}-N-[(1 »3-benzodioxol-5-yl)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yi}-N-[(1 .3-benzodioxol-5-yl)ethyl}-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 »4-benzodioxan-6-yl)methyl}-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide:;

1-[6-chloro-2-(1H-imidazol- 1-yl)pyrimidin-4-y(}-N-[( 1 .4-benzodioxan-6-yl)ethyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1 -ypyrimidin-4-yl}-N-[(4-methoxyphenyl)methyl]-4-(3-methy!-
1-oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(4-methoxyphenyhmethyl}-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yJ-N-[( 3-methoxyphenyl)methyl]-4-(3-methyl-
1-oxobutyl)piperazine-2-acetamide;

1-{6-chioro-2-(1H-imidazol-1 ~yi)pyrimidin-4-y/}-N{(4-methoxyphenyl)ethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide; »

1-[6-chloro-2-(1H-imidazal-1 -yl)pyrimidin-4-yl]-N-{(3-methoxyphenyl)ethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N{(2-thienyl)ethyl]-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yh)pyrimidin-4-yl}-N-{[4-(2-methoxyethoxy)phenyljethyl}-4-(3-methyi-
1-oxobutyl)piperazine-2-carboxamide:;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yi)-N-[(1 A-benzodioxan-2-yljethyl}-4-(3-
methyi-1-oxobutyl)piperazine-2-acetamide;

1-{6-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-(2-phenylcyclopropyl)4-(3-methyl—1 -
oxobutyl)piperazine-2-carboxamide;
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1-[6-ch|oro-2-(1H—imidazol-1-yl)pyrimidin-4—y|]-N-[(2.5-dimethoxyphenyl)methyl]-4-(3-
methyl-1-oxobutyl)piperazine-2-acetamide;

1-[2-( 1H-imidazo|-1-yI)pyrimidin-4~y|]-N-(indan-2-yl )~4-(3-methyl-1-oxobutyl)piperazine-2-
carboxamide;

1-[6-chloro-2-(1H-imidazol—1-yl)pyrimidin-4-yl]-N-(indan-5-y|)-4-(3-methyl-1-
oxobutyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methy|ethyl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl]—4—
(2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-( 1H—imidazol-1-y|)—6—methy|pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)ethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide:

1-[2-(1 H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yI]-N-[(4-ethoxyphenyl)ethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2—(1H—imidazol-1-yl)pyrimidin-4-yl]-N-[(4-ethoxypheny|)ethyl]-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;

1-{2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-y{J-N-[(4-ethoxyphenyl Jethyll-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo!-1 -yl)pyrimidin-4-yi}-N-{(4-methylphenyl)methyl}-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-{6-chloro-2-(1 H-imidazol—1-yl)pyrimidin-4-y|]-N-[(4-chIorophenyI)methyl]-4-(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methy|pyrimidin-4-yl]-N-[(4-chlorophenyl)methyl]-4—(2-methoxy-
1-oxoethyl)piperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxy~3-chlorophenyl)methyl]-4-
(2-methoxy-1-oxoethyl)piperazine-2-acetamide:;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl)-N-[(4-methoxy-3-chIorophenyl)ethyl]—4—(2—
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[B-chloro-2-(1H-imidazol- 1-yl)pyrimidin-4-yl}-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-midazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(1 3-benzadioxol-5-ylmethyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-midazol-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-[{1 3-benzodioxol-5-yl)methyl]-4-
{2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yi)pyrimidin-4-y!]-N-[{1 ,3-benzodioxol-5-yl)methyl]-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;
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1-[6-chloro-2-(1 H-imidazol-1-yhpyrimidin-4-yl]-N-[(1 »3-benzodioxol-5-yl)ethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yI)-N-[(1 3-benzodioxol-5-yhethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-yi]-N-[¢1 ,3-benzodioxol-5-yl)ethyi}-4-
(2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 ,3-benzodioxol-5-yl)ethyl]-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;

1-[B-chioro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yl)methyl}-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide:

1-{2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yI]-N-[(1 A-benzodioxan-6-yl)ethyl)-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-f6-chloro-2-(1 H—imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yI)-G-methylpyrimidin-4—yl]-N-[(4-methoxyphenyl)methyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-{1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-ylJ-N-[(4-methoxyphenyl)methy]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yI)pyrimidin-4-y|];N-[(3-methoxyphenyl)methyl]-4-(2—
methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)-6-methyl pyrimidin-4-yl}-N-[(4-methoxyphenyl)ethyl]-4-(2-
methoxy-1-oxoethyl)piperazine-2-acetamide; .

1-[2+( 1H-imidazo|-1-yI)-6-(methylethy|)pyrimidin-4-y|]-N-[(3,4dimelhoxyphenyl)methyl]-
4-(2-methoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chioro-2-(1 H-imidazol-1-ylpyrimidin-4-yl}-N-(indan-5-yl)-4-(2-methoxy-1-
oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -y1)-6-(methylethy!)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
{tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyi)pyrimidin-4-yI]-N-[(3,4-dimethoxyphenyl)propyi]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazo|-1-yI)-6-methylpyrimidin-4-yl]-N-[(4-ethoxyphenyl)methyl]-4—(tetrahydro-
3-furanoyl)piperazine-2-acetamide; .

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl}-N-[(4-ethoxyphenyl)ethyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin—4-yl]-N-[(4-methylphenyl)ethyl]-4-(tetrahydro—3-
furanoyl)piperazine-2-acetamide; ‘

1-[2-(1H-imidazo|-1-yI)-G-methylpyrimidin-4-yl]-N-[(4-methyIphenyl)ethyl]—4-(tetrahydro—
3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methy|pyn'midin—4-y|]-N-[(4-methylphenyl)methyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide:;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(4-methylphenyI)methyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[2—(1H-imidazo|-1-yI)-6-(methylethyl)pyrimidin-4-yl]-N-[(4-methyIphenyl)methyl]-4-
(tetrahydro-3-furanoyi)piperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-y|]-N—[(4-chlorophenyl)methyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)-6-methylpyn'midin-4-yl]-N-[(4-ch|orophenyl)methyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-[2-( 1TH-imidazol-1 -yI)-6-methylpyrimidin-4-yl]-N-[(4-chIorophenyl)ethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yI}-N-[(4-methoxy-3-chlorophenyl)ethyl]-4-
{tetrahydro-3-furanoyl)piperazine-2-acetamide:

1-{2-(1H-imidazol-1 -yI)-6-methy|pyrimidin-4-y|]-N-[(4-methoxy-3-chloropheny|)ethyl]—4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide; )

1-[2-(1H-imidazol-1-y!)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)methyl]-4-(tetrahydro-3-
furanoy!)piperazine-2-acetamide;

1-[B-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl}-N{(1,3-benzodioxol-5-yhmethyl]-4-
{tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)ethyl}-4-
{tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yhpyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide; ‘

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3,4-dimethyiphenyl)methy]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-(methylethyl)pyrimidin-4-yl]-N—[(1.4—benzodioxan-s-yl)methyl]-
4-(tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H—imidazol-1-yl)pyrimidin-4-yI]-N-[(1 A-benzodioxan-6-yl)methyl]-4-
{tetrahydro-3-furanoyl)piperazine-2-acetamide;
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1-[6-chloro-2-(1 H-imidazol-1-yI)pyrimidin-4-yl]-N-[(4-methoxyphenyl ymethyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetarmide;

1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{(3-methoxyphenyl ymethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin—4-yl]-N-[(4-methoxyphenyl)ethyl]-4—(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-[2-(TH-imidazol-1 -yI)-6-methylpyrimidin-4-yl)-N-[(3-methoxyphenyl)ethyl]-4-(tetrahydro-
3-furanoyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -ypyrimidin-4-yl}-N-[(3,4-difluorophenyl Jethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-carboxamide:;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4—y|]-N-[(2,5-dimethoxyphenyt)methyl]-4-
(tetrahydro-3-furanoyl)piperazine-2-acetamide;

" 1-{6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-{(3,4-dimethoxyphenyl Jmethyl]-4-

{tetrahydro-3-furanoyl)piperazine-2-acetamide;

1-[6-( 1H-imidazol-1 -y)pyrimidin-4-yll-N-[(3,5-dimethoxypheny! Jmethyl]-4-(tetrahydro-3-
furanoyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yi}-N-{(3,4-dimethoxyphenyl)ethyl}-4-(2-
carboxymethoxy-1 -oxoethyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y]-N-[(3,4-dimethoxypheny! )butyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(7H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
(2-carboxymethoxy-1 -oxoethyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1 ~y)pyrimidin-4-y]-N-{(3-chioro-4-methoxyphenyl)ethyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(1 ,3-benzadioxol-5-yl)methyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide:

1-[2-(7H-imidazol-1-yI)pyrimidin-4-yl]-N-{(1 ,3-benzodioxol-5-yljethyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 .3-benzodioxol-5-ylymethyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-d-yl}-N-[(1 »3-benzadioxol-5-ylethyl}-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N—[(4-methoxyphenyl)ethyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-methoxyphenyI)efhyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-z-acetamide;

1-[6-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[{(2,4-dimethoxyphenyl ymethyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-y|]-N-[(2.6-dimethoxyphenyl)methyl]-
4-(2-carboxymethoxy-1 -oxoethyl)piperazine-2-carboxamide;

1-[2-(1H-imidazo|-1-yl)pyrimidin-4-y|]-N-[(2,6-dimethoxyphenyl)methyl]-4-(2-
carboxymethoxy-1-oxoethyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yI)-6-(methylethyI)pyrimidin—4-y|]—N-[(3,4-dimethoxyphenyl)ethyl]—4-
(2-phenoxy-1-oxoethyl)piperazine-2~acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl )propyl}-4-(2-
phenoxy-1-oxoethyl)piperazine-2-carhoxamide;

1-[2-(1H-imidazol-1 -yi)-6-methylpyrimidin-4-y]-N-[(1 3-benzadioxol-5-yl)methyl]-4-(2-
phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyl)-4-(2-
phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)_-6-triﬂuoromethylpyrimidin-4-y|]—N-[(3,4-dimethyIphenyl)methyl]-4-
(2-phenoxy-1-oxoethyl)piperazine—Z—aoetamide; .

1-[2-( 1H-imidazol-1-y1)-6-methyl pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-(2-
phenoxy-1-oxoethyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol- -1-yl)pyrimidin-4-yl]-N-{(3,4-dimethoxyphenyi) ymethyl]-4-(2-
phenoxy-1~oxoethy|)plperazme-2-acetam1de

-[6-ch|oro-2-(1H—|mldazol-1-yl)pyr|m|d|n-4-yl]-N-[(3,4-dimethoxyphenyl)ethyl]-4-(pyridin-

3-ylcarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -ypyrimidin-4-yi]-N-{(3.4-dimethoxyphenyi)ethyl]-4-(pyridin-3-
ylcarbony|)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N—[(3,4-dimethoxyphenyl)propyl]-4-(pyridin-3—
ylcarbenyl)piperazine-2-carboxamide;

1-[6-chloro-2-(1H—imidazol-1—yI)pyrimidin-4-yI]-N-[(3.4-dimethoxyphenyl)butyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-acetamide;

1-[2—(1H—imidazol—1-yl)-S-(metherthyI)pyrimidin-4-yl]-N-{(4-ethoxyphenyl)methyl]—4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methyIphenoxy)ethyl]-4-(pyridin-3-
yicarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1 -yI)-G-methyIpyrimidin-4-y|]-N-[(4-methylphenyl)methyl]—4-(pyridin-3-

ylcarbonyl)piperazine-2-acetamide;
1-[B-chloro-2-( 1H-imidazol-1 1-yl)pyrimidin-4-yl}-N-[{4-chlorophenyl)methyl}-4- (pyndln-s-

yicarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazal-1 -yl)pyn‘midin-4-yl]-N—[(4—methoxy-3-chlorophenyl)methyl]-4-
(pyridin-3-ylcarbeny!)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N—[(4-methoxy-3-chlorophenyl)ethyl]-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-{2-( 1H-imidazol-1 -yl)-S-methylpyrimidin-4-y|]-N-[(4-methoxy-3-chIorophenyl)ethyl]~4-
{pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-S-methylpyrimidin-4-yl]-N-[(2,5-dimethoxyphenyl)ethyl]—4-(pyridin-
3-ylcarbonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol~1 <yl)-6-methylpyrimidin-4-yl}-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(7H-imidazo!-1 -yhpyrimidin-4-yf]-N-[(1 +3-benzodioxol-5-yl)ethyl]-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;

1-[2-( 7H-imidazol-1 -yl)-6-methyipyrimidin-4-yl}-N-{(1 ,3-benzodioxol-5-yl)ethyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-carboxamide;

1-{2-(1H-imidazol-1 -yl)-6-rﬁethylpyrimidin-4-y|]-N-[(2.5-dimethylphenyl)methyl]—4-(pyridin-
3-ylcarbonyl)piperazine-2-carboxamide;

1-{2-(1H-imidazol-1-y1)-B-methylpyrimid in-4-yl]-N-{(1,4-benzodioxan-8-yl)methyl]-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl)ethyl]-4-(pyridin-
3-ylearbonyl)piperazine-2-acetamide;

1-{2-(7H-imidazol-1-yl)-6-methylipyrimidin-4-yl]-N-{(1 ,4-benzodioxan-6-yl)ethyl]-4-
(pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(1 ,4-benzodioxan-6-yl)ethyl}-4-
{pyridin-3-ylcarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-S-methylpyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-(pyridin-
3-ylcarbonyl)piperazine-2-acetamide;

1 -'[2-( 1H-imidazol-1 -yl)-S-(metherthyI)pyrimidin-4-y|]-N-[(4-methoxyphenyI)methyl]-4-
(pyridin-3-ylcarbony!)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yI)-S-methyIpyrimidin—4-y|]-N-[(4-methoxyphenyI)ethyl]-4-(pyridin-3—
ylcarbonyl)piperazine-2-acetamide;
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1-{6-chloro-2-(1 H-imid_azo|-1-yI)pyrimidin-4-yl]-N-[(2-methoxyphenyl)ethyl]-4-( pyridin-3-
vicarbonyl)piperazine-2-carboxamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimid in-4-yl]-N-[(2-thienyl)ethy!}-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;
1-[6-( 1H-imidazol-1 -yl)pyrimidin-4-yi]-N-[(2-thienyl)ethyl]-4-(pyridin-3-
ylcarbonyi)piperazine-2-carboxamide;
. 1-[6-(1H-imidazol-1-y1)pyri midin-4-yl}-N-{(3,4-difluorophenyl)ethyl)-4-(pyridin-3-
ylcarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl )-6-(methylethyl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)methyl]-
4-(pyridin-3-ylcarbony!)piperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazal-1 -y)pyrimidin-4-y/}-N{(5-indanyl)methyl}-4-(pyridin-3-
ylcarbonylpiperazine-2-acetamide;
_ 1-{2-(1H-imidazo}-1 -yI)-6-(methylethyI)pyrimidin—4-yl]—N—[(3.4-dimethoxyphenyl)eth yl]-4-
{2-(4-methoxyphenyt)-1 -oxoethyllpiperazine-2-acetamide;
1-{2-(7H-imidazol-1-yl)-6-(methylethyl) pyrimidin-4-yl}-N-[(4-chlorophenyl)methyl]-4-[2-(4-
methoxyphenyl)-1 -oxcethylpiperazine-2-carboxamide;
1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-y1}-N-[(4-methoxy-3-chlorophenylymeth yl}-4-
[2-(4-methoxyphenyl)-1 -oxoethyl]piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)-6-methylpyri midin-4-yl]-N-{{4-methoxy-3-chiorophenyl)methyj-4-
[2-(4-methoxyphenyl)-1 -oxoethyllpiperazine-2-acetamide;
1-[2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(4-methoxy-3-chlorophenyl)methyl]—4-[2-(4-
methoxyphenyl}-1-oxoethyf]piperazine-2-acetamide;
1-[6-(1H-imidazol-1 ~y)pyrimidin-4-yi]-N-[(3,5-dimethoxyphenyl)ethyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-trifluoromethylpyri midin-4-yl]-N-[(1,3-benzodioxol-5-yl)ethyl}-4-
[2-(4-methoxyphenyl)-1-oxoethyllpiperazine-2-acetamide:
1-{2-(1H-imidazoi-1 =yl)-6-methylpyrimidin-4-y{}-N-[(3,4-dimethylphenyl)meth yi}-4-[2-(4-
methoxyphenyl)-1 -oxoethyl]piperazine-2-acetamide; ‘
1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3,4-dimethylphenyl)meth yl-4-[2-(4-
’ methoxyphenyl)-1-oxoethyljpiperazine-2-acetamide;
1-[2-(7H-imidazol-1 -yI)-S-(methylethyI)pyrimidin-4-y|]-N-[(3.4-dimethyiphenyl)ethyl]—4-[2-
(4-methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide:;
1-[2-(1H-imidazo!-1 -yI)-6-triﬂuoromethylpyrimidin-4-yl]-N-[(3-pyridinyl)methyl]-4-[2-(4-
methoxyphenyl)-1-oxoethyllpiperazine-2-carboxamide;
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1-[6-chloro-2-( 1H-imidazol-1 ~yhpyrimidin-4-yl}-N-{(1 A-benzodioxan-6-yl)methyl]-4-{2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yi)-8-(methylethyl)pyrimidin-4-yl]-N-[(1 ,4-benzodioxan-6-y)methyl}-
4-[2-(4-methoxyphenyi)-1 -oxoethyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[{4-methoxyphenylmeth yi]-4-[2-(4-
methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl) pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyI]-4-[2-
(4-methoxyphenyl)-1-oxoethyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 ~yl)-6-(methylethyl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)ethyl]—4-[2-(4-
methoxyphenyl)-1-oxoethyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yI)pyrimidin-4-yl]-N-[(2-thienyl)ethyI]—4-[2-(4-metho>wphenyl)—1 -
oxoethyllpiperazine-2-acetamide;

1-[6~( 1H-imidazol-1 -yhpyrimidin-4-yi}-N-{(1 -methylpyrrol-2-yl)ethyi]-4-[2-(4-
methoxyphenyl)-1-oxoethyllpiperazine-2-carboxamide:

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-{(3,4-dimethoxyphenyl)meth yi}-4-[2-(4-
methoxyphenyl)-1-oxoethyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-G-triﬂuoromethylpyrimidin-4~yl]-N-[(3,4-dimethoxyphenyl)me_th yil-
4-[2-(4-methoxyphenyl)-1 -oxoethyl]piperazine-2-acetamide; .

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-y|]-N-[(2,5-dimethoxyphenyl)methyl]—4—[2-
(1 ,3-benzodioxol-5-yl)1-oxoethyl]piperazine-2—carboxamide;

1-[6-chioro-2-(1 H-imidazol-1-yI)pyrimidin—4—yI]-N-[(2,5—dimethoxyphenyl)methyl]-4-[2-
(1,3-benzodioxol-5-yi)1 -oxoethyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -ylpyrimidin-4-yl]-N-{{4-methoxyphenylmethyl]-4-[2-(1,3-
benzodioxol-5-yl)1-oxosthyi]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-y/)-N-[(4-
methoxyphenyl)methyi}-4-[2-(1 »3-benzodioxol-5-y1)1-oxcethyl)piperazine-2-acetamide;

1-[6-(7H-imidazol-1 -ylpyrimidin-4-yl]-N-[(4-methylphenoxy)ethyl]-4-[2-(1,3-benzodioxol-
5-yl)1-oxoethyllpiperazine-2-acetamide;

. 1-[2-( TH-imidazol-1 -yhpyrimidin-4-yi]-N-[(4-chlorophenyl)methyl]-4-[2-(1,3-benzodioxol-

5-yl)1-oxoethyllpiperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N-[(4-ch|orophenyl)methyI]-4-[2-(1 3
benzodioxol-5-y1)1-oxoethyl]piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi}-N-{(4-chiorophenyl)ethyl]-4-[2-(1,3-
benzodioxol-5-y1)1-oxcethyllpiperazine-2-acetamide;




WO 98/37079 PCT/US98/03176
- 296 -

1+[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-y|]-N-[(4-methoxy-3—chlorophenyl Jethyl]-4-{2-
(1,3-benzodioxol-5-yl)1 -oxoethyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)—G—(metherthyI)pyrimidin-4-yl]-N-[(3.5-dimethoxyphenyl)eth yil-4-
[2-(1 ,3-benzodioxol-5-yl)1-oxoethyl]piperazine-z-carboxamide;

1-[2-(7H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(1 .3-benzodioxol-5-yl)methyl]-4-[2-
(1,3-benzodioxol-5-yl)1 -oxoethyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yi}-N-{(1,3-benzodioxol-5-yl)methyi}-4-[2-
(1 ,3-benzodioxol-5—yl)1-oxoethyl]piperazine-z-acetamide;

1-[2-(1 H-imidazol-1-yl)pyrimidin-4-y|]—N-[(1 ,3-benzodioxol-5-yl)ethyl}-4-[2-(1,3-
benzodioxol-5-yh)1 -oxoethyl]piperazine-2-acetamide;

1-[6-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[(3,4-dimethylphenyI)ethyI]—4-[2-( 1.3-
benzodioxol-5-yl)1 -oxoethyljpiperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1 ~yl)pyrimidin-4-y1}-N-{(1 4-benzodioxan-6-yl)methyl]-4-[2-
{1,3-benzodioxol-5-yl)1-oxoethyl] piperazine-2-acetamide;

1-[2-(7H-imidazol-1-yt)pyrimidin-4-yi]-N-{(1 4-benzodioxan-6-yl)ethyl]-4-[2-(1,3-
benzodioxol-5-yi)1 -oxoethyl)piperazine-2-acetamide;

1-[2-(1H-imidazoi-1 -yI)-S-methyIpyrimidin-4-y|]-N-[(4—methoxyphenyl)methyl]-4-[2-(1 W3-
benzodioxol-5-yl)1 -oxoethyl]piperazine—2—acetamidg;

1-[6-chioro-2-( 1H-imidazol-1-yl)pyri midin-4-yl}-N-{{3-methoxyphenyl)methyl}-4-[2-(1,3-
benzodioxol-5-yl)1-oxoethyljpiperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yl)-G-triﬂuoromethylpyrimidin-4-y|]-N-[(3-methoxyphenyl)ethyl]-4-[2-
{1,3-benzodioxol-5-yl)1-oxoethyl]piperazine-2-acetamide;

1-[6-chlgro-2-( 1H-imidazol-1 -y)pyrimidin-4-yi}-N-[(3-methoxyphenylethyll-4-[2-(1,3-
benzodioxol-5-y1)1 -oxoethyl]piperazine-2-acetamide;

1-f2-( 1H-imidazol~1-yI)-6-(metherthyl)pyrimidin-4-yl]-N-[(2-thienyl)ethyl]-4-[2—(1 ,3-
benzodioxol-5-yl)1-oxoethyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 ~yl}-6-methylpyrimidin-4-yl]-N-{(1 J4-benzodioxan-2-yl)methyl]-4-[2-
(1.3-benzedioxol-5-yl)1 -oxoethyllpiperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yI)-6-(methylethyl)pyrimidin-4-yl]-N-[(3.4—dimethoxyphenyl)meth vil-
4-[2-(1,3-benzodioxol-5-yl)1-oxasthyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl]-N-[(3 4-dimethoxyphenyl)meth yl}-4-[2-
{1,3-benzodioxcl-5-yi)1-oxoethyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-(2-indanyl}-4-[2-(1,3-benzadioxol-5-
yl)1-oxoethyllpiperazine-2-acetamide:;
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1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yli}-N-{(5-indany)methyi}-4-[2-(1,3-
benzodioxol-s-yl)1-oxoethyl]piperazine—z-acetamide;

12-(1 H-imidazol-1-yI)-S-methylpyrimidin-4-yI]-N-[(5-indanyl)methyl]-4-[2-(1 3=
benzadioxol-5-yl)1-oxoethyl]piperazine-2-carboxamide:

1-[6-ch|oro-2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N-[(4-methylphenyl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1-yI)pyrimidin-4-yl]-N-[(4-chIorophenyl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide:

1-{6-chloro-2-( 1H-imidazol-1-yl)pyri midin-4-yl]-N-[(1,3-benzodioxol-5-yl)methyl}-4-
(methylsuifonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)methyl}-4-
(methyisulfonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methyipyri midin-4-yl]-N{(1,3-benzodioxol-5-yl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide:;

1-{2-(1H-imidazol-1 1-yI)}-6-methylpyrimidin-4-yI]-N-[(1,3-benzodioxol-5-yl)ethyl}-4-

(methylsulfonyl)piperazine-2-acetamide;

1-{8-chloro-2-(1H-imidazol-1-yi)pyrimidin-4-yI]-N-{( 1,3-benzodioxol- -5-yl)ethyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[-2-(1H-imidazo!-1 -y)pyrimidin-4-yl}-N-[(1,3-benzcdioxol-5-yl)ethyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -ypyrimidin-4-yi]-N-[(1.4-benzodioxan-6-yl)methyl]-4-
(methylsulfonyl)piperazine-2-acetamide:;

1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(1,4-benzodioxan-6-yl)methyl]-4-
(methylsuifonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6- -methylpyrimidin-4-yl}-N-{(1 4-benzod|oxan-6-yl)methyl]—4—

(methylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -¥1)-6-(methylethyl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)methyl}-
4-(methylisulfonyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y[}-N-[(4-methoxyphenyl)ethyi}-4-
{methylsulfonyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl]-4-
(methylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-G—methyIpyrimidin-4-y|]-N—[(2-methoxyphenyl)ethyI]-4-
(methylsulfonyl)piperazine-2-carboxamide:
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1-[2-(1H—imidazo|-1-yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)methyl]-
4-(methylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-S-methyIpyrimidin-4-y|]-N-[(3,4—dimethoxyphenyl)methyl]-4-
(methyisulfonyl)piperazine-2-acetamide:; ‘

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-methylphenylimethyl}-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yhpyrimidin-4-yl)-N-{(3-chioro-4-methoxyphenyljmethyl}-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yiJ-N{(3-chloro-4-methoxypheny!)ethyl]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-( methylethyl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)methyl]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-2-(1 H-imidazol-1-y1)-6-methylpyrimidin-4-y{}-N-{( 1 ,3-benzodioxol-5-yl)ethyl)-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yl)ethyl}-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chtoro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-{(1,4-benzodioxan-6-yl)methyl]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-methoxypheny!)methyi}-4-
(octylsulfonyl)piperazine-2-acetamide:

1-[2+( 1H—imidazol-1-yI)-S-methyIpyrimidin—4-yI]-N-[(4-methoxyphenyl)methyI]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazo|-1-yI)pyrimidin-4-yl]-N-[(3-methoxyphenyl)ethyl]-4-
(octylsulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -W)pyrimidin-4-yI}-N-{(3 4-dimethoxyphenyl)methyl]-4-
(octyisulfonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N{(3 4-dimethoxyphenyl)ethyl]-4-
(dimethytaminosulfonyl)piperazine-2-acetamide;
) 1-[2-(1 H—imidazol-1-yl)—6-tr'rﬂuoromethylpyrimidin-4-y|]-N-[(4-chIorophenyI)methyl]-4-

(dimethylaminosulfonyl)piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazo|-1-yl)pyrimidin-4-y|]-N-[(3—ch|oro-4-methoxyphenyl)methyI]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo|-1-yI)pyrimidin-4-yl]-N-[(3-chloro-4-methoxyphenyl)ethy|]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazot-1-yl)-6-methylpyri midin-4-y1]-N-[(1,3-benzodioxol-5-yl)methyl]-4-
(dimethylaminosulfony|)piperazine-2-acetamide;

1+[6-chioro-2-( TH-imidazoi-1 -yDpyrimidin-4-yi}-N(1 ,3-benzodioxol-5-yl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chlora-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1 ,3-benzodioxol-5-yl)ethyl]-4-
(dimethylaminosuIfonyl)piperazine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethy!) pyrimidin-4-yll-N-[{1 3-benzodioxal-5-yl)ethyl]-4-
(dimethylaminosuIfonyl)piperazine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y!]-N-[( 1 \3-benzodioxol-5-yl)ethyl}-4-
(dimethylaminosulfonyl)piperazine—z-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-yhethyl}-4-
(dimethylaminosulfony|)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo|-1-y|)pyrimidin-4-yl]-N-{(1 ,4-benzodioxan-6-yl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yh)-8-methylpyrimidin-4-y1]-N-[(1 A-benzodioxan-6-yl)methyl}-4-
(dimethylaminosulfonyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1-yl)-6-(methylethyl) pyrimidin-4-yl]-N-{(1,4-benzodioxan-6-yl)methyl]-
4-(dimethylaminosulfonyl)pipérazine—Z-carboxamide;

1-[2-(1H-imidazo!-1-yl)pyrimidin-4-yl}-N-[(1 ,4—benzbdioxan-6-yl)methyl}-4-
(dimethylamincsulfonyl)piperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazo|-1-yI)pyrimidin-4-yI]-N-[( 1,4-benzodioxan-6-yl)ethyl]-4-
{dimethylaminosulfonyi)piperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol~1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyl)methyl]-4-
{dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6—chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)methyl]—4-
(dimethylaminosutfonyl)piperazine-2-acetamide;
_ 1-[6-chloro-2-(1H—imidazol-1-yI)pyrimidin-4—yI]-N-[(1 A-benzodioxan-2-ylymethyl}-4-

(dimethylaminosulfonyl)piperazine-Z-carboxamide;

1-{2-(1H-imidazol-1 -yI)-6-methylpyn‘midin-4-yl]-N-[(2,6-dimethoxyphenyl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)methyl}-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;
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1-[2-(1H4‘midazol-1-yl)-s-(methylethyl)pyrimidin-4-yl]-N-[(3,4-dime1hoxyphenyl)methyl]-
4-(dimethylaminosulfonyl)piperazine-2-acetamide;
12+ 1H-imidazol-1-yI)-6-methylpyrimidin-4-y|]-N—[(3,4-dimethoxyphenyl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methy|pyrimidin-4—y|]-N-[(3,5-dimethoxyphenyl)methyl]-4-
(dimethylaminosulfonyl)piperazine-2-carboxamide;
1-[6-chloro-2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N-[(2-adaman!yl)methyl]—4-
(dimethylaminosulfonyl)piperazine-2-carboxamide;
1-[6-(1H-imidazol-1-yl)pyrimidin-4—y|]-N-[(2.3—dimethoxyphenyl)methyl]—4-
(propylaminacarbonyl)piperazine-2-acetamide;
1-[6-ch|oro-2-(1H-imidazol—1—yl)pyrimidin-4-y|]-N-[(3.4-dimethoxyphenyl)ethyl]-4-
{propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazo!-1 -y1)-6-methylpyrimidin-4-yl}-N-[(3 4-dimethoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide; )
1-{6-chlora-2-(1H-imidazol-1-yi)pyrimidin-4-yi]-N-|(3 4-dimethoxyphenyl)propyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(3,4-dimethoxyphenylbutyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-{6-chloro-2-(1H-imidazol-1-y)pyrimidin-4-yi}-N-{(4-sthoxyphenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(7H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-ethoxyphenyl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-(methylethy|)pyrimidin-4-y(]-N-[(4-ethoxyphenyl)methy/]-4-
{propylaminocarbonyl)piperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl)-N{(4-methylphenoxy)ethyl]-4-
{propylaminocarbonyl)piperazine-2-acetamide;
1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[{4-methylphenoxy)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)-6-triflucromethylpyrimidin-4-yi]-N-{(4-methylphenoxy)ethyl]-4-
(propylaminocarbonyi)piperazine-2-carboxamide;
1-[6-chloro-2-( 7H-imidazol-1-y)pyrimidin-4-yl}-N-{(4-methyiphenyl)methyi]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(4-methylphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazcl-1-yl)pyrimidin-4-yl]-N—[(4-methyIphenyl)ethyl}-4-
{propylaminccarbonyl)piperazine-2-acetamide;

1-[2-(1H—imidazol-1-yl)-6-(methylethy|)pyrimidin-4-yl]-N-[(4—methy|phenyl)methyl]-4-
(propylaminocarbony!)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(4-chiorophenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H—imidazo|-1-yI)-6-methylpyrimidin-4-y|]-N—[(4~ch|oropheny|)methyl]—4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N—{(4-chIorophenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-chiorophenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yi]-N{(3-chloro-4-methoxyphenylimethyi]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4—yl]-N-[(3-chloro~4-methoxyphenyl)methyl]—4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yl)pyrimidin-4-yI]—N—[(3-chloro-4-methoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H—imidazol-1-yl)-6-methylpyrimidin-4-y|]-N-[(3-chIoro4-methoxyphenyl)ethyl]-4-
(propylaminccarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chloro-4-methoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yi}-N-{(3-chloro-4-methoxyphenyljethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide; ,

1-[6-chloro-2-( TH-imidazol-1 -yhypyrimidin-4-yi}-N-[(2,5-dimethoxyphenyljethy]-4-
(propylaminocarbonyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-benzodioxal-5-yl)methyl}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2+(1 H—imidazol-1-yI)-6-methy|pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-y|)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yI}-N-[(1 3-benzodioxel-5-yl)ethyl]-4- _
(propylaminocarbonyi)piperazine-2-acetamide;
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1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(1 3-benzodioxol-5-yl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yll-N-[(1,3-benzodioxol-5-yl)ethyl]-4-
(propytaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-d-yl)-N-{(1,3-benzodioxol-5-yl)ethyl}-4-
(propylaminocarbonyl)piperazine-2-carboxamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(3,4-dimethylphenyl)methy}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl)methyi]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yi}-N-[(1 /4-benzodioxan-6-yl)methyl}-
4-(propylaminocarbonyl)piperazine-2-acetamide;

1-{2~( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(1 4-benzedioxan-6-yl)methyl)-4-
{propylaminocarbony!)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-y1}-N-[(1 1A-benzodioxan-6-yl)methyl]}-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1-y)pyrimidin-4-yi}-N{{ 1 JA-benzodioxan-6-yl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi)-N-[(1 A-benzodioxan-6-yl)ethyl)-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-y!)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(1 4-benzodioxan-6-yl)methyl]-
4-(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yI)-N-[(4-methoxyphenyl)methyl)-4-
(propylaminccarbonyl)piperazine-2-acetamide;

1+[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-{(4-methoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide; '

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(3-methoxypheny|)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -y1)-6-methytpyrimidin-4-yi)-N-[(3-methoxyphenyl)methyi}-4-
(propylaminocarbonyl)piperazine-2-acetamide;
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1-[6-ch|oro—2-(1H—imidazol—1-yI)pyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin~4-yl]-N-[(4-methoxyphenyl)ethyl]—4-
(propylaminocarbonyl)piperazine-2-acetamide;

1~[2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N—[(4-methoxyphenyl)ethyl]—4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazo|-1-yl)pyrimidin-4-y|]-N-[(3-methoxyphenyl)ethyl]-4-
(propylaminocarbony!)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-methylpyn‘midin4-yI]-N-[(3-methoxyphenyl)ethyl]-4-
{propylaminocarbonyi)piperazine-2-acetamide;

1-[6-chloro-2-(7H-imidazol-1 —yl)pyrimidin-4—yl]-N—[(2-methoxyphenyl)ethyl]-4-
{propylaminocarbonyf)piperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N—[(2-thieny|)ethyl]-4-
(propylaminocarbonyl)piperazine-Z-acetamide;

1-[2-(1H-imidazol-1 -ylpyrimidin-4-yl]-N-[(2-thienyl)ethyl]-4-
(propylaminocarbonyl)piperazine-z-carboxamide;

1-[6-chioro-2-(1H-imidazol-1 -y!)pyrimidin-4-yi}-N-{(3 4-difluorophenyljethyl]-4-
(propylaminocarbonyl)piperazine-z-acetamide; .

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-benzodioxan-2-ylymethyl)-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2+( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yi}-N-[(1 /4-benzodioxan-2-yl)methyl]-4-
(propylaminocarbonyi)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyl)pyrimidin-4-yi]-N-[(1 ,A-benzodioxan-2-yl)methyl]-
4-(propylaminocarbonyl)piperazine-z-acetamide;

1-[6-ch|oro-2-(1H—imidazo|-1-yl)pyrimidin-4-y|]-N-[(2,5-dimethoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -ypyrimidin-4-yl}-N-{(3,4-dimethoxyphen yl)methyl]-4-
{propylaminocarbonyi)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-(methylethyl)pyrimidin-4-y|]-N-[(3,4—dimethoxyphenyl)methyl]-
4-(propylaminocarbonyt)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N—[(3,4-dimethoxyphenyl)methyl]—4- :
{propylaminocarbonyl)piperazine-2-acetamide; \

1-[2-(1 H-imidazol-1-yI)-6-methyipyrimidin-4-y|]-N-[(3,4—dimethoxyphenyI)methyI]-A-
{propylaminocarbonyl)piperazine-2-acetamide;
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1-[B-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]~N-[(3,5—dimethoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-Z-acetamide;

1-[2-(1H-imidazol-1 -yI)pyrimidin-4-yl]-N-[(3,5-dimethoxyphenyl)methyl]-4-
(propylaminocarbonyl)piperazine-z-acetamide;

1-[2-(1H-imidazol—1-yI)-6-triﬂuoromethylpyrimidin-4-yl]-N—(cyclopropyl)-4—
(propylaminocarbonyl)piperazine-z-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-(2-indanyI)—4-(propylaminocarbonyl)piperazine-
2-acetamide; ’

1-[6-chloro-2-(1 H-imidazol-1-yI)byrimidin-4-yl]-N-[(5—indany|)methyl]-4-
(propylaminocarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)—6-methy|pyrimidin-4-yl]-N—[(3,4-dimethoxyphenyl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-z-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yI)pyrimidin-4-y|]—N—[(4-ethoxyphenyI)methyl]—4-
(cyclohexylaminocarbonyl)piperazine-2—acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y|]-N-[(4-ethoxypheny!)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yI)pyrimidin-4-yl]-N-[(4-ethoxyphenyl)methyl]—4-
(cyclohexylaminocarbonyl)piperazine-z-acetamide;

1-[2-(1H—imidazol-1-yl)-B-methylpyrimidin-4-yl]-N-[(4-methyIphenoxy)ethyl]-4-
(cyclohexylaminocarbonyI)piperazine-z-acetamide;

1-{6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-y]-N-{(4-chiorophenyl)methyi]-d-
(cyclohexylaminocarbonyl)piperazine-z-acetamide;

1-[6-chioro-2-( 1H-imidazol-1 -y)pyrimidin-4-yl}-N-[(4-chlorophenyl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yI)pyrimidin-4-yI]-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-.?—acetamide;

1-[2-(1 H—imidazol-1-yI)-6-methyIpyrimidin-4-yl]-N-[(3-chIoro-4-methoxyphenyl)methyl]-4—
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yi)-6-methyl pyrimidin-4-yl]-N-[(3-chloro-4-methoxyphen yl)ethyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-carboxamide:;

1-[2-( 1H—imidazol-1-yl)pyrimidin-4-y|]-N-[(3-chloro-4-methoxyphenyl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-( TH-imidazol-1-yl)pyri midin-4-yl}-N-{(3,4-dimethoxyphenyl)methy(]-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;
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1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-y)methyl}-4-
(cyclohexylaminacarbonylpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-d-yi}-N-{(1 3-benzodioxol-5-yl)methyi]-4-
(cyclohexylaminocarbonyi)piperazine-2-acetamide;

1-[6-chioro-2-( 7H-imidazol-1-yl)pyrimidin-4-yt-N-[(1 .3-benzodioxol-5-yl)ethyl]-4-
{cyclchexylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-{( 1 .3-benzodioxol-5-yl)ethyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-y!]-N-[(1 ,A-benzedioxan-6-yl)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-yI]-N-[(1 s4-benzodioxan-6-yl)methyl}-
4-(cyclohexylaminocarbonyl)piperazine-2-acetamide;

' 1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yhethyl}-4-

{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yi)pyrimidin-4-yl]-N-{(4-methoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yi]-N-{(4-methoxyphenyl)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-(methylethyl)pyrimidin-4-yi]-N-[(4-methoxypheny!)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1-yI)pyrimidin-4-yl]-N-[(3-methoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide:

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methoxyphenyl)ethyl]-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl)-N-[(4-methoxyphenyhethyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-ch|oro-2—(1H-imidazol—1-yI)pyrimidin-4-y|]—N—[(3-methoxyphenyl)ethyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yi]-N-{(2-methoxyphenyl)ethyi]-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol—1-yl)pyrimidin-4-y|]-N-[(2-thienyI)ethyI]-4-
(cyciohexylaminocarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-(1 H-imidazol-1-yhpyrimidin-4-yl}-N-[(3,4-difluoropheny!jmethyi]-4-
(cydohexylaminocarbonyI)piperazine-z-acetamide;
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1-[2-(1H-imidazol-1—yl)pyrimidin-4-y|]-N-[(2.5-dimethoxyphenyl)methy]]-4-
(cyclohexylaminocarbonyl)piperazine-2—acetamide;

1-[2-( 1H-imidazo|-1-yI)-6-(methylethyl)pyrimidin-4-y|]-N—[(2,5-dimethoxypheny|)methyl]-
4-{cyclohexylaminocarbonyi)piperazine-2-acetamide:;

1-{6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(2,5-dimemoxyphenyl)methyl]-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1 ~yhpyrimidin-4-yf]-N-[(3 4-dimethoxypheny!)methyl}-4-
(cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-ch|oro-2-(1H-imidazol-1-yI)pyrimidin-4-yl]-N-(2-indany|)-4-
{cyclohexylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yl]-N-{{4-ethoxyphenyl)methyl}-4-
{phenylsulfonylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-{ 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yl)methyl}-4-
(phenylsulfenytaminocarbonyl)piperazine-2-acetamide:

1-[6-chloro-2-(1H-imidazol-1 -y)pyrimidin-4-yi]-N-[(1,3-benzodioxol-5-yljethyl}-4-
(phenyisulfonylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1 H-imigazol-1 ~yl)pyrimidin-4-yl]-N-[(1 4-benzodioxan-6-yl)methyi]-4-
(phenylsulfonylaminocarbaonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y!)-6-triflucromethyl pyrimidin-t‘t-yl]-N-[(Z,3-dimethoxyphenyl)methyl]-
4-(phenylaminocarbonyl)piperazine-2-carboxamide; ‘

1-[2-(1 H-imidazol-1-yI)-6-(methylethyl)pyrimidin—4-yl]-N—[(3,4-dimethoxyphenyl)ethyl]-4-
(phenytaminocarbonyl)piperazine-2-acetamide;
' 1-[2< 1H-imidazol-1-yl)-6-(methylethyl)pyrimidin—4-yl]-N-[(3,4-dimethoxyphenyl)propy|]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -ylipyrimidin-4-yll-N-[(4-ethoxypheny!)methyl}-4-
(phenylaminocarbonyl)piperazing-2-acetamide;

1-[2-(1H-imidazol-1 -yi)pyrimidin-4-yl}-N-[(4-ethoxyphenyl)methyl)-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-S-methyIpyrimidin-4-y|]-N-[(4-methyIphenoxy)ethyl]-4-
(phenytaminacarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol—1-yl)pyrimidin-4-y|]-N-[(4-methyIphenyl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)—6—methyIpyrimidin-4-yI]-N-[(4—methyIphenyI)methyl]-4-
(phenylaminacarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y|]-N-[(4-chlorophenyl)methyI]-4-
(phenylaminocarbonyl)piperazine-2—acetamide;

1-[6-chloro-2-(1H—imidazo|-1—yl)pyrimidin-4-yl]-N-[(4-chlorophenyI)methyl]-4-
(phenylaminocarbony!)piperazine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{{4-chlorophenyl)methyl}-4-
{phenylaminacarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6—methylpyrimidin—4-y|]-N-[(4-chIorophenyl)ethyl]-4-
{phenylaminocarbonyl)piperazine-2-carboxamide;

1-[6-chloro-2-( 1H—imidazol-1-yI)pyrimidin-4-yI]-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -y1)-6-triflucromethylpyrimidin-4-yl}-N-{(3-chloro-4-
methoxyphenyl)ethyl]-4-(phenylaminocarbonyl)piperazine-z-carboxamide;

1-[6-chiorg-2- 1H4midazo|—1-yI)pyrimidin—4-yI]-N-[(2.5-dimethoxypheny| Jethyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H—imidazo|-1-yl)pyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 ,3-benzodioxol-5-yl)ethyl}-4-
{(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(1,4-benzod ioxan-6-yl)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro—2-(1H-imidazo|-1-yl)pyrimidin-4-y|]-N-[(1 A-benzodioxan-6-yl)methyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(1,4-benzodioxan-6-yl )methyi}-4-
(phenylaminocarbonyl)piperazine-2-acetamide:

1-[2-(1H-imidazol-1 —yI)-6-(methylethyl)pyrimidin-4-yI]-N-[(4-methoxyphenyl)methyl]-4-
{(phenylaminocarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-methoxyphenyI)methyl]—4-
(phenylaminocarbonyl)piperazine-2-acetamide;
_ 1-[6-chloro-2-(1H-imidazo|-1-yl)pyrimidin-4—y|]-N-[(3-methoxyphenyI)methyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yI)-S-methylpyrimidin—4-yl]-N-[(4-methoxyphenyl)ethyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl]-4-
{phenylaminocarbonyl)piperazine-2-acetamide;
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1-[2-(1H-imidazol-1 “yhpyrimidin-4-yl|-N-[(3-methoxyphenyl)ethyi}-4-
{phenylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(3-thienyl)ethyl}-4-
(phenylaminocarbonyl)piperazine-2-acetamide;
1-[6-chioro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3.4-diﬂuorophenyl)methyl]-4-
(phenylaminacarbonyl)piperazine-2-acetamide:
1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-y|]-N-[(2,5-dimethoxyphenyl)methyIH-
(phenylaminocarbonyl)piperazine-2-acetamide;
-1-{6-chioro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-[(3.4-dimethoxyphenylimethyl]-4-
(phenylaminocarbonyl)piperazine-2-acetamide;
1-[2-(1H-imidazol-1 -yI)-6-(methylethyl)pyrimidin-4-y|]-N-[(3,4-dimethoxyphenyl)methyl]-
4-(phenylaminocarbonyl)piperazine-2-acetamide:;
1-[6-(1H-imidazo|-1-yI)pyrimidin-A-yI]-N-[(cyclopropyl)methyl]—4-
(phenylaminocarbonyi)piperazine-2-carboxamide;
1-[6-chloro-2-(1H-imidazo|-1-yI)pyrimidin-4-yl]-N—[(5-indanyl)methyl]-4-
(phenylaminacarbonyl)piperazine-2-acetamide;
1-[6-(1H-imidazol-1 -yl)pyrimidin-4-y{]-N-{(2,3-dimethoxyphenyl)ethyl}-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-carboxamide;
1-[2-(1H—imidazol-1-yl)-6-(methyleﬂ1yl)pyrimidin—4-yl]-N-[(2,3-dimethoxyphenyl)ethyl]-4—
[(4-methoxyphenyl)aminocarbonyl]piperazine-2-carboxaride;
1-[6-chloro-2-(1H-imidazol-1-yI)pyrimidin-4-yI]—N-[(3,4-dimethoxyphenyl)methyl]-4—[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazo!-1 ~yhpyrimidin-4-yI}-N-[(3,4-dimethoxyphenyl)methy!]-4-[(4-
methoxyphenyl)aminocarbonylpiperazine-2-acetamide; _
1-{2-(1 H-imidazo|-1-yl)pyrimidin-4-yl]—N—[(4-ethoxyphenyI)methyl]-4-[(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;
1-[6-chloro-2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N—[(4—methy|phenoxy)ethyl]-4—[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methylphen oxy)ethyl}-4-[(4-
methoxyphenyi)aminocarbanyl]piperazine-2-acetamide;
142-( 1H-imidazo|-1—yl)-6~triﬂuoromethylpyrimidin-4-y|]—N-[(4-methylphenyl)methyl]-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;
1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(4-¢hlorophenylmethyl}-4-[(4-
methoxyphenyl)aminocarbonylpiperazine-2-acetamide;
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1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(3-chtoro- 4-methoxyphenyl)methyl]—4 -[(4-

methoxyphenyl)amlnocarbonyl]plperazme-2-carboxamlde,

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3 -chIoro-4-methoxyphenyl)methyl]-4-[(4-
methoxyphenyhaminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazo|—1—yI)-6-methyIpyrimidin—4-y|]-N-[(3-chloro-4-methoxyphenyl)methyl]-4-
[(4-methoxyphenyl)aminocarbonyl]piperazine-2-acetamide:;

1-[6-ch|oro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-chloro—4-methoxyphenyl)ethyl]-4-
{(4-methoxyphenyl)aminocarbonyl]piperazine-2-acetamide:

1-[6-chloro—2—(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2,S-dimethoxyphenyl)ethyI]-4-[(4-
methoxyphenyl)aminocarbonyi]piperazine-2-acetamide;

1-[2-(1H-imidazc|-1-yl)pyrimidin-4-y|]-N-[(2,5-dimethoxyphenyl)ethyl]—4-[(4-
methoxyphenyl)aminocarbonyi]piperazine-2-carboxamide;

1-[2-(1H—imidazol-1-yl)pyrimidin-4-yl]-N-[(1,3-benzodioxol-S-yI)methyl]-4-[(4-
methoxyphenyl)aminocarbonyi]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-{methylethyl)pyrimidin-4-yl]-N-[(1 13-benzodioxol-5-yl)methyl)-4-
[(4-methoxyphenyl)aminocarbonyl]piperazine-z-acelamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[{1 ,3-benzodioxol-5-yl)methyl]-4-[(4-
methoxyphenyl)aminocarbony!]piperazine-2-carboxamide;

1-[6-chioro-2-( 1H-imidazol-1 -yhpyrimidin-4-y}-N-[(1 13-benzodioxol-5-yl)methyl]-4-[(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yh)pyrimidin-4-yl}-N-{(1 3-benzodioxol-5-yl)ethyl}-4-{(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-[6-chloro-2-( H-imidazol-1 -yljpyrimidin-4-yl}-N-{(1,3-benzodioxol-5-yl)ethyl]-4~[(4-
methoxyphenyl)aminocarbony]piperazine-2-acetamide;

1-[2-(7H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(1 ,3-benzodioxol-5-y)ethyl}-4-[(4-
methoxyphenyi)aminocarbonyl|piperazine-2-acetamide:

1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{(3 4-dimethyiphenyl)methyi]-4-[(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-[6-(7H-imidazol-1 -yhpyrimidin-4-yl}-N-{(3,4-dimethylphenylimethyi]-4-{(4-

methoxyphenyl)aminocarbanyljpiperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2-fury)methyl]-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;

1-{2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yl)methyl}-4-[(4-
methoxyphenyt)aminocarbonylpiperazine-2-acatamide;
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1-{6~chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N-{ 1 ,4-benzodioxan-6-yl)methyl}-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-y)-N-[(1 /4-benzodioxan-6-yiymethyl}-
4-{(4-methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y{}-N-{(1 ,4-benzodioxan-6-yl)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1 ,4-benzodioxan-6-yl)ethyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-|(1 A-benzodioxan-6-yl)methyl}-4-{(4-
methoxyphenyllaminocarbonyljpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1 -yl)—6-methylpyrimidin—4-yl]-N-[(4-methoxyphenyl)methyl]-4-[(4-
methoxyphenyijaminacarbonylpiperazine-2-acetamide;

1-{2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3-methoxyphenyl)methyl]-4-[(4-
methoxyphenyllaminocarbonyljpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y|]-N-[(3-methoxyphenyl)methyl]-4-[(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yhpyrimidin-4-yl)-N-[(3-methoxyphenyl)ethyll-4-{(4-
methoxyphenyl)aminocarbonyllpiperazine-2-acetamide;

1-[2-(1 H-imidazol-1-yl)pyrimidin4-y|]-N-[(3-ﬁethoxyphenyI)ethyl]—4-[(4-
methoxyphenyl)aminocarbonyipiperazine-2-acetamide;

1+[2-(1H-imidazol-1 -yl}-6-(methylethyl)pyrimidin-4-yil-N-[(1,4-benzodioxan-2-y!)ethyl}-4-
[(4-methoxyphenyI)aminocarbonyl]piperazine—2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-[(2,3-dimethoxypheny!)meth yl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[6-chloro—2-(1H—imidazol-1-yl)pyrimidin-4-yl]-N-[(2,5-dimethoxyphenyl)meth yll-4-{(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-G-methyIpyrimidin-4-yl]-N-[(3.4—dimethoxyphenyI)meth yi]-4-[(4-
methoxyphenyl}aminocarbonyllpiperazine-2-acetamide:
A 1-[6-chloro-2-( 1H-imidazol-1 -Yl)pyrimidin-4-yi]-N-[(3.4-dimethoxyphenyl)methy|]-4-[(4-

methoxyphenyl)aminocarbonyljpiperazine-2-acetamide;

1-[6-chlaro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(cyctopropyi)methyl}-4-[(4-
methoxyphenyl)aminocarbonyl)piperazine-2-acetarnide: )

1-[B-chlore-2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-(2-indanyl)-4-{(4-
methoxyphenyl)aminocarbonyl]piperazine-z-acetamide;
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1-[2-(1H-imidazo|-1-yl)-6-methylpyrimidin—4-y|]-N-[(5—indanyl)methyl]-4-[(4-
methoxyphenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2+( 1H-imidazol-1-yI)-6-methy|pyrimidin—4~yl]-N-[(3.4-dimefhoxyphenyl)ethyl]-4-[(3,4~
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;
1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(3,4-dimethoxyphenyl)propyl]—4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;
1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N—[(3,4-dimethoxyphenyl)butyl]-4-[(3,4- )
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1 -yl)—6-(methylathyl)pyrimidin-4-y|]-N-[(4-ethoxyphenyl)ethyl]-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1 -yl)—6-methy|pyrimidin-4-yl]-N-[(4-ethoxyphenyl)meth yl]-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-z-acetamide;
1-[6-chloro-2-(1H-imidazol-1-yI)pyrimidin-4-yl]-N-[(4-methyIphenoxy)ethyl]-A-[(3.4-
dichIorophenyl)aminocarbonyl]piperazine-z-acetamide'
1-[2-(1H-imidazol- -1-yl)-8-methylpyrimidin-4-y1]-N-[{(4- methylphenyl)methyl]—4 -[(3,4-
dlchIorophenyl)amnnocarbonyl]plperazme-2-acetam|de
1-{6- chloro-2-(1H-|m|dazol-1—yl)pynmldln-4-yl]-N-[(4-methylphenyl)methyl]-4-[(3,4-
dichIorophenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazo|-1-yl)pyrimidin-4-yl]-N-[(4-chIorophenyI)methyl]-4~[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2—acetamide;
1-[6-chloro-2-( 1H-imidazol-1 -ylpyrimidin-4-yl]-N-[{4-chloropheny|)methyi]-4-[(3,4-
dichIorophenyl)aminocarbonyl]piperazine-z-acetamide;
1-[2-( 1H-imidazol-1 -yl)pyn'midin-4-y|]-N-[(3-chloro-4—methoxyphenyl)meth yl]-4-[(3,4-
dichlorophenyf)aminocarbonyllpiperazine- 2-acetamide;
1-{6-chioro-2~(1H-imidazol- ~1-yl)pyrimidin-d-yl}-N-[(2,5- dnmethoxyphenyl Jmethyl]-4-[(3 4-
dichlorophenyt)aminocarbonyljpiperazine-2- -acetamide;
1-[6- chloro-2-(1H-xm|dazoI~1-yl)pyr|m|d|n-4-yl]-N-[(1 ,3-benzadioxol-5-yl)methyl}-4-{(3,4-
dichlorophenyl)aminocarbonyl]piperazine-z-acetamide;
1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yI}-N-[(1 :3-benzodioxol-5-yl)methyl]-4-[(3.4
- dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;
1-[2-(1H-imidazol-1 -yhpyrimidin-4-yl]-N{(1 ,3-benzadioxol-5-yl)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-aoetamide;
1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(1 .3-benzodioxol-5-yl)ethyl]-4-{(3,4-
dichlorophenyl)aminocarbonyljpiperazine-2-acetamide;
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1-[2~( 1H-imidazol-1-yl)-6-methy! pyrimidin-4-yl}-N-{(1 .3-benzadioxol-5-yl)ethyl]-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;

1-[6-chioro-2-(1H-imidazol-1 -yl)pyrimidin—4-yl]-N—[(3,4dimethylphenyl)methyl]-4-[(3,4-
dichIorophenyl)aminocarbonyl]piperazine-Z-acetamide;

1-[2-(7H-imidazol-1 -yl)pyrimidin-4-y{]-N-[(1,4-benzodioxa n-6-yl)methyl]-4-{(3,4-
dichIorophenyl)aminocarbonyl]piperazine-z-acetamide;

1-[6-chioro-2-(1H-imidazol-1 -Yl)pyrimidin-4-y1J-N-{(1 «4-benzodioxan-6-yl)methyl}-4-[(3,4-
dichIorophenyl)aminocarbonyl]piperazine-z-acetamide;

1-[2-(TH-imidazol-1 -yh)-6-methylpyrimidin-4-yl]-N-[(1 ,4-benzodioxan-6-yl)ethyl}-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-z-acetamide; -

1-[2-(1H-imidazol-1-yl)pyri midin-4-yl]-N-[(4-methoxyphenyl)methyi]-4-[(3,4-
dichlorophenyt )aminocarbonylpiperazine-2-acetamide:;

" 1-[2-(1H-imidazol-1 -yl)-6-methyl pyrimidin-4-yl]-N{(4-methoxyphenyl)methyl}-4-[(3 4-

dichloropheny)aminacarbonyl]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4-yl]—N-[(4-methoxyphenyI)methyI]—4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-2-acetamide;

1-[2-( 7H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3-methoxyphenyl)methyl]-4-[(3.4~
dichlorophenyl)aminocarbonyI]piperazine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yI]-N-[(3-methoxyphenyl)methyI]-4-[(3.4-
dichlorophenyl)aminocarbonyl]piperazine-2—acetamide;

1-[6-chloro-2-( 1H-imidazol-1 -ypyrimidin-4-y1}-N-{(4-methoxyphenyljethyi}-4-[(3,4-
dichlorophenyl)aminocarbonyl]piperazine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyri midin-4-yl}-N-[(2,5-dimethoxyphenyl)methyi]-
4—[(3,4-dichlorophenyl)aminocarbonyl]piperazine-z-acetamide;

1-[2-( TH-imidazol-1 -yI)-6-methy|pyrimidin-4-yI]-N-[(2,5-dimethoxyphenyl)meihyl]-4-[(3,4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 ~yl)pyrimidin-4-y{}-N-[(2,5-dimethoxyphenyl)methyl]-4-[(3,4-
dichlorophenyl)aminocarbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yi]-N-{(3,4-dimethoxyphenyl)methyl]-4-{(3,4-
dichlorophenyl)aminocarbonyl]piperazine—2—acetamide;

1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-y|]-N—[(3,4-dimethoxyphenyl)methyl]-4-[(3,4-
dichlorophenyl)aminccarbonyl]piperazine-2-acetamide:

142-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl}-N-[(3,4-dimethoxyphenylethyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;
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1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(4-ethoxyphenyl)methyi}-4-
{methoxycarbonyl)piperazine-2-acetamide;

1-{6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-methylphenyl)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2—(1H—imidazo|—1-yI)pyrimidin-4-y|]-N-[(4-chlorophenyI)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimid in-4-yl}-N-{(3-chloro-4-methoxyphenylymethyi}-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-e-methylpyrimidin-4-y|]-N-[(3-chIoro-4-methoxyphenyl)ethyl]-4—
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[( 1 \3-benzodioxol-5-yl)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 3-benzodioxol-5-yl)ethyl]4-
(methoxycarbonyl)piperazine-2-acetamide; }

1-{2-(1H-Imidazo!-1-yl)-6-methylpyrimidin-4-yl}-N{(1 3-benzodioxol-5-yl)ethyi]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{(1,3-benzadioxol-5-yl)ethyl}-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1 -yl)pyrimidin-4—y|]—N—[(l1 /A4-benzodioxan-6-yl)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 ,4-benzodioxan-6-yl)mathyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[2«(1H-imidazol-1-yl)-6-methylpyrimidin-d-yl}-N-[(1 4-benzodioxan-8-yl)methyl}-4-
(methoxycarbonyi)piperazine-2-acetamide;

1-[2—(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl]—N—[(4-methoxyphenyl)methyl]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-(7H-imidazol-1 -yl)pyrimidin-4-yi}-N-{(4-methoxyphenyl)methyl]-4-
(methoxycarbony!)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-6-methylpyr1'midin-4-y|]-N~[(4-methoxyphenyl)methyl]-4-
(methoxycarbonyi)piperazine-2-acetamnide;

1-[6~chloro-2- 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)ethyi]-4-
(methoxycarbonyi)piperazine-2-acetamide:

1-[2-(1H-imidazol-1-y()-6-methy! pyrimidin-4-yll-N-[(4-methoxyphenyl)ethyi]-4-
(methoxycarbonyl)piperazine-2-acetamide:
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1-[6-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{(3-methoxyphenyljethyl}-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-[6-chloro-2-( 1 H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 ;4-benzodioxan-2-yl)methyi]-4-
(methoxycarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1 -yI]-6-(methylethyl)pyﬁmidin—4—yl]—N-[(3,4-dimethoxyphenyl)methy|]~
4-(methoxycarbonyl)piperazine-2-acetamide;

1-{2-( 1H-imidazol-1-yl}-6-methytpyrimidin-4-yl]-N-[{ 1 ,3-benzodioxol-5-yl)methyi]-4-
(methylelhoxycarbonyl)piperazine-é-acetamide:

1-[2-(1H-imidazol-1-ylpyrimidin-4-yl}-N-[(4-methoxyphenyl)methy!]4-
(methylethoxycarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{1,4-benzodioxan-6-yl)methyl]-4-
(butoxycarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-[(1 ,4-benzodioxan-6-yl)methyi}-4-
(butoxycarbonyl)piperazine-2-acetamide;

1-[2-( 1H-imidazol-1 -yi)-6-methylpyrimidin-4-ylJ-N-{(4-methoxyphenyl)methyl}-4-
(butoxycarbonyl)piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[{4-methoxyphenyl)methy(]-4-
(butoxycarbonyl)piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-(methylethy!)pyrimidin-4-yI]-N-[(3,4-diflucrophenyl)methyi]-4-
{butoxycarbonyl)piperazine-2-carboxamide:

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(4-chlorophenylimethyi]-4-[(2-
methoxyethoxy)carbanyljpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[(3-chloro-4-methoxypheny!)methyl]-4-
{(2-methoxyethoxy)carbonyilpiperazine-2-acetamide:

1-{2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(1,3-benzodioxal-5-yl)methy(}-4-
[(2-methoxyethoxy)carbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(1,3-benzodioxol-5-yhymethyl]-4-{(2-
methoxyethoxy)carbonyllpiperazine-2-acetamide; '
. 1-[6-chioro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)methyl]-4-{(2-

methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-yl)ethyl]-4-{(2-
methoxyethoxy)carbonyllpiperazine-2-acetamide;

1-[2-(7H-imidazol-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)methyl]-4-[(2-
methoxyethoxy)carbonyllpiperazine-2-acetamide;




WO 98/37079 PCT/US98/03176
-315-

1-2-(1 H—imidazol-1-yl)-6-methylpyrimidin—4-yl]-N-[(1 ;4-benzodioxan-6-yl)methyl]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 A-benzodioxan-6-yl)ethyl]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-{( 1 4-benzodioxan-6-yl)ethyl]-4-[(2-
methoxyethoxy)carbonyl]piperazine-2-acetamide; '

1-[6-chloro-2-( 1H-imidazol-1 -y)pyrimidin-4-yi]-N-{{4-methoxyphenyl)methy!]-4-[(2-
methoxyethoxy)carbonyllpiperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-{(3,4-dimethoxyphen ylethyl]-4-[(2-
methoxyethoxy)carbonylpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yi)pyri midin-4-yl]-N-[(3,5-dimethoxyphenyl)methyl]}-4-[(2-
methoxyethoxy)carbonyllpiperazine-2-acetamide:;

1-[6-ch|oro-2-(1H~imidazol-1-yI)pyrimidin-4-yl]-N-[(4-ch|orophenyl)methyl]-4-
[(phenylmethoxy)carbonyijpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[(1,3-benzodioxol-5-yl)methyl}-4-
[(phenyimethoxy)carbonyllpiperazine-2-acetamide:;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(1 ,3-benzodioxol-5-yl)ethyl]-4-
[(phenyimethoxy)carbonylpiperazine-2-acetamide;

1-{6-chloro-2-(1H-imidazol-1-yl )pyrimidin-4-yl]-N-[(1,3-benzodioxal-5-yl)ethyi}-4-
[(phenylmethoxy)carbonyllpiperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-{(1,4-benzodioxan-6-yl)methyl]4-
[(phenyimethoxy)carbony!]piperazine-2-acetamide:;

1-[2-( 1H-imidazol-1-y1)-6-(methyiethyl )pyrimidin-4-yi}-N-{(1 4-benzadioxan-6-yl)methyl]-
4-[(phenylmethoxy)carbonyijpiperazine-2-acetamide; _

1-[2-(1H-imidazol-1-y1)-6-methy|pyrimidin-d-yl]-N-[(1 4-benzodioxan-8-yl)methyi}-4-
[(phenyimethoxy)carbonyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yi)pyrimidin-4-yl}-N-[(1 4-benzodioxan-6-yl)methyl}-4-
[(phenylmethoxy)carbonyI]piperazine-z-acetamide;

1-[6-(1H-imidazal-1-yl)pyrimidin-4-yl}-N-[(1,4-benzodioxan-6-yl)ethyl]-4-
[(Phenyimethoxy)carbonyllpiperazine-2-carboxamide:

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)methyi]-4-
[(phenylmethoxy)carbonyllpiperazine-2-acetamide;

1-[6-chloro-2-( 1H-imidazol-1-yl)pyrimidin-4-yl}-N-[(4-methoxyphenyl)ethyi}-4-
[(phenylmethoxy)carbonyl]piperazine-2-acetamide:
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1-[2-( 1H-imidazol-1-yI}-6-methylpyrimidin-4-yl]-N-{(4-methoxyphenyljethyi}-4-
[(phenylmethoxy)carbonyl]piperazine-2-acetamide;

1-{8-( 1H-imidazol-1 -ylpyrimidin-4-yl]-N-{(2-thienyl)ethy(}-4-
{(phenyimethoxy)carbonyljpiperazine-2-acetamide:

1-[2-(1H—imidazol-1-yI)-B-methylpyrimidin-4-yl]-N-[(3.4-dimethoxyphenyl)ethyl]-4-
{(phenyimethoxy)carbonyljpiperazine-2-acetamide;

1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-yl]-N{(3,4-dimethoxyphenyljethyl]-4-
[(phenyimethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yI]-N-[(3,4-dimethoxyphenyl)ethyl]-4-
[{phenylmethoxy)carbonyl]piperazine-2-acetamide;

1-[2-(1H-imidazol-1 -y1)-6-(methylethyl)pyrimidin-4-yi]-N-{(3,4-dimethoxyphenyi)ethyl]-4-
[(phenylmethoxy)carbonyI]piperazine-z-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-{(1 ,3-benzodioxol-5-yl)methyl]-4-{(1-
methylpropoxy)carbonyljpiperazine-2-acetamide; .

1-[2-(1H-imidazcl-1-yl)pyrimidin-4-yl}-N-[(1 3-benzodioxol-5-yhethyl]-4-[{1-
methylpropoxy)carbonyl]piperazine-2-acetamide;

1-[B-chloro-2-( 1H-imidazol-1 -yl)pyrimidin-4-yi]-N-{(4-methoxyphenyl)methyl]-4-[(1-
methylpropoxy)carbonyi]piperazine-2-acetamide;

1-[6-chloro-2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N—[(3—ch|oro-4-methoxyphenyl)methyl]-4-
[(4-methoxyphenoxy)carbonyllpiperazine-2-carboxamide;

1-[2~(1H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-yl]-N-[(3,4,5-
trimethoxyphenyl)methyll-4-[(4-methoxyphenoxy)carbonyl]piperazine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-trifluoromethyipyrimidin-4-yl}-N-{(1 4-benzodioxan-6-yl)methyl]-
4-{(4-methoxyphenoxy)carbonyl)piperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{(1 4-benzodioxan-6-yl)methyl}-4-{(4-
methoxyphenoxy)carbonyllpiperazine-2-acetamide;

1-{2-(1H-imidazal-1-y1)-6-methylpyrimidin-4-yl]-N-{(1 4-benzodioxan-6-yl)ethyl}-4-[(4-
methoxyphenoxyjcarbonyl]piperazine-2-acetamide:

1-{6-(1H-imidazal-1-yl)pyrimidin-4-y(]-N-[(3-methoxyphenyl)methyl]-4-{(4-
methoxyphenoxy)carbonyl]piperazine-2-carboxamide;

1-[2-(7H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-[(1-methylpyrrol-2-yl)ethyl]-4-[(4-
methoxyphenoxy)carbonylpiperazine-2-carboxamide;

1-[2-(1H-imidazol-1-yl)-6-(methylethyl)pyrimidin-4-yl]-N-[(2,4-dimethoxyphenyl)methyl]-
4-{(4-methoxyphenoxy)carbonyl]piperazine-2-carboxamide:
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1-[6-chioro-2-( 1H-imidazol-1 -yl)pyrimidin—4-yl]-N-[(2,6-dimethoxyphenyl)methyl]-4—[(4-
methoxyphenoxy)wrbonyl]piperazine-z-carboxamide;

1-[2-(1H-imidazol-1-y| }ﬁ-methylpyrimidin-4-yl]-N-[(3,4-dimethoxyphenyI)methyI]-4-[(4-
methoxyphenoxy)carbonyI]piperazine-2—carboxamide;

1+[2-( 1H-imidazol-1 -yI)-6-methylethylpyrimidin-4-yi}- N{1 -(phenylmethyl)piperidin-4-
ylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-(1 -cyanocyclohexyl)piperidine-2-
acetamide,

1-[2-(1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-y(}- N-(2,2-dimethoxyethyi)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1 -yh)-6-methylethylpyrimidin-4-y()- N-tridecylpiperid ine-2-acetamide;

1-[2-( TH-imidazol-1 -yI)pyrimidin-4-yl]-N—(2-hydroxy-4-methylthiobulyl)piperidine-z-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimid in-4-yl}- N, N-[bis(2-cyanoethyl)]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl)—ﬁ-methylpyrimidin-4-yl]-N,N—[bis(2-cyanomethyl)]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl}-6-methylethylpyrimid in-4-yl]-N-(4,4-diethoxybutyl)piperidine-2-
acetamide; '

1-(4-fluorophenyl)-4-[1-{2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]piperidine-2-acetyl)piperazine;

1-{(1,3-benzodioxol-5-yl)methyi}-4-[1-[2-( 1H-imidazol-1 -yh)pyrimidin-4-yipiperidine-2-
acetyl]piperazine;

1-(phenylmethyl)-4-[1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]piperidine-2-acetyl}piperazine;

4-[1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yllpiperidine-2-acetyllpiperazine-1 -carboxylic acid,
ethyl ester;

1-(4-chlorophenyl)-4-[1-[2-( 1H-imidazol-1 “y)pyrimidin-4-yl]piperidine-2-acetyl]-4-
hydroxypiperidine;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{(2,3-dihydrobenzofuran-5-

_yDmethylpiperidine-2-acetamide;

1-{2-( 1H-imidazol-1 -y1)-6-methylpyrimidin-4-y(]-N-{(indan-5-yl)methyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1 -yl)—6-methy|pyn'midin-4-yl]-N-{(cyclohe;xyl)methyl]piperidine-z-
acetamide;
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1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-(1 12,3,4-tetrahydronaphthalen-1-yl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1 -yhpyrimidin-4-y|]-N-{{naphthalen-1 -yl)methyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl}-6-methylethylpyrimidin-4-yl)- N-[(1,3-benzodioxol-5-
yl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl )-6-methylethylpyrimidin-4-yl}- N[(4-
chiorophenyl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yI)-S-methylethylpyrimidin-4-y|]-N-(2-ethylhexyl)piperidine-2—
acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yi]-N-(2-ethylhexyl)piperidine-2-acetamide:;

1-[2-(1H-imidazo|—1-yI)-6-methy|pyrimidin-4-yl]-N-(2—ethylhexyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]- N-(1 -methylhexyi)piperidine-2-
acetamide;

1-[2-(1H-imidazo|—1-yl)pyrimidin-4—y|]-N—(1-methylhexyl)piperidine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-{{2-methylphenyl)methyl]piperidine-2-acetamide;

1-[2-(7H-imidazol-1-y1)-6-methylethy|pyrimidin-4-yl]- N{(4-
methoxyphenyi)methyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 -y!)-6-methylpyrimidin-4-yi]-N-[(4-methoxyphenyl)methyllpiperidine-2-
acetamide;

1-[2-(7H-imidazol-1 -yl)-6-methylethyipyrimidin-4-y(}- N-{¢yclooctyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyipyrimidin-4-yl]-N-(1 -ethyl-3-hydroxy-1-
hydroxyethylpropyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y(}- N-[3-(morpholin-4-
yl)propyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yt}- N-(1-methyl-3-
phenylpropyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-(1-methyl-3-phenylpropyl)piperidine-2-

acetamide;

1-[2-(1H-imidazol-1-yl)}-6-methylpyrimidin-4-yl}-N-(1-methyi-3-phenylpropyl)pineridine-2-
acetamide;

1-[2-(7H-imidazol-1-y)-6-methylethylpyrimidin-4-yl}-N-(1 -methylheptyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-( 1-methylheptyl)piperidine-2-acetamide;
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1-[2-(1H-imidazol-1 -yl)-6-methytpyrimidin-4-yl}-N-(1 -methytheptyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimidin—4-y|]-N-[(3-ﬂuorophenyI)methyI]piperidine~2—acetamide;

1-[2-( 1H—imidazol-1-yI)-6-methylpyrimidin-4-yl]-N-[(3—ﬂuorophenyl)methyl]piperidine-2-
acetamide; )

1-[2-(1H-imidazol-1 -yl)-8-methylethylpyrimidin-4-yij- N-[(4-
methylphenyhmethyllpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y(]-N-(1 -phenylethyl)piperidine-2-acetamide;

1-[2-(1H-imidazo|-1-yI)-G-methyIpyn’midin-4-y|]-N-phenylmethylpiperidine-2—acetamide;

12-( 1H-imidazol-1-yl)-8-methylethylpyrimidin-4-yl]- N-{(3,4-
dichlorophenyl)methyl]piperidine-2-acetamide:

1-{2-( 1H-imidazol-1 -yl)pyrimidin-4-y{]-N-(2-phenylethyl)piperidine-2-acetamide:

1-[2-( 1H-imidazo!-1 -yl)-6-methylpyrimidin-4-yl}-N-(2-phenylethyl)piperidine-2-acetamide:

1-[2-(1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-yi}- N-[3-(pymolidinon-1-
yl)propyllpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-y{j-N-(1 ,5-dimethylhexyl)piperidine-2-acetamide;

1-{2~(1H-imidazol-1-yl}-6-methylpyrimidin-4-y{]-N-(1 ,3-dimethylhexyl)piperidine-2-
acetamide;

12-( 1H-imidazo|-1-yI)-6-metherthyIpyrimidin-4-yl]—N-(1 ,S-dimethylhexyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[(2-ﬂuorophenyl)methyl]piperidine-2-acetamide;

1-[2-(1H-imidazal-1 -y1)-6-methylpyrimidin-4-yi]-N-[(2-fluorophenyl)methyl]piperidine-2-
acetamide;

1-[2~(1H-imidazol-1-y1)-6-methylethylpyrimidin-4-yl}-N-{(3,4-
dimethoxyphenyl)methyl]piperidine-2-acetamide:;

1-{2-(1H-imidazol-1-yl)-6-methyipyrimidin-4-yl}-N-{(3,4-
dimethoxyphenyl)methyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[2-(2-chlorophenyl)ethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-{(furan-2-yl)methyi]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yI]-N-{(furan-2-y)methy(jpiperidine-2-
acetamide; )

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y|]-N—[(furan-z-yl)methyl]piperidine-2—
acetamide;
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1-[2-( 1H-imidazol-1 -yI)-6-metherthylpyrimidin-4-yl]-N-[(pyridin-2—y|)méthyl]piperidine—2—
acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[{pyridin-2-yl)methyljpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methyipyrimidin-4-yl)-N-{(pyridin-2-y)methyilpiperidine-2-
acetamide;

1-{2-(1 H—imidazol-1-yl)—6-methylpyrimidin-4-y|]-N—[(3-
trifluoromethylphenyl)methyi]piperidine-2-acetamide;

1-[2-( 7H-imidazol-1-yl)pyrimidin-4-yl]-N-{(3-trifluoromethylphenyl)methyljpiperidine-2-
acetamide;

1-{2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N~(2-phenyipropyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}-N-(2-phenylpropyl)piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-[2-(2-methoxyphenyl)ethyl]piperidine-2-
acetamide; ‘

1-[2-(1H-imidazol-1-yl)-pyrimidin-4-yl}-N-[2-(2-methoxyphenyljethyl]piperidine-2-
acetamide; .

1-[2-(1H-imidazol-1-yl}-6-methylpyrimidin-d-yll-N-(2-hydroxy-4-
methyithiobuty!)piperidine-2-acetamide; .

1-[2-(1H-imidazol-1-y1)-6-methylethylpyrimidin-d4-yl}- N-(2-hydroxy-4-
methylthiobutyl)piperidine-2-acetamide:

1-{2-(1H-imidazol-1-yl}-6-methylpyrimidin-4-y(]-N-[(2 4-dichlorophenyl)methyilpiperidine-
2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y1]-N-[(3-
methylphenylymethyi]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi}-N-[(3-methylphenyl)methyl]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-y!)-6-methylpyrimidin-4-yl}- N-[(3-methylphenyl)methyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y(]-N-[2-(3-
methoxyphenyljethyl]piperidine-2-acetamide;

1-{2~(1H-imidazol-1-yl)pyrimidin-4-y{]-N-[2-(3-methoxyphenyl)ethy/]piperidine-2-
acetamide; -

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]- N-[2-(3-methoxyphenylethyllpiperidine-2-
acetamide,
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1-[2-( 1H-imidazol-1 -yhpyrimidin-4-yiJ-N-[2-(3-methoxyphenyljethyfpyrrolidine-2-
carboxamide;

1-[2-(1H-imidazol-1 -yI)-6-methylethylpyrimidin-4-yi]- N{2-(3,4-
dimethoxyphenyl)ethyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 ~yl)pyrimidin-4-yij-N-[2-(3 4-dimethoxyphenyhethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl)»-6-methylpyrimidin-4-yl}- N-[2-(3 4-
dimethoxyphenyl)ethyllpiperidine-2-acetamide;

1-[2-(1H-imidazo!-1-yI)pyrimidin-4-yl]-N-[2—(3,4-dimethoxyphenyl)ethyl]pyrrolidine-2-
carboxamide;

1-[2-(1H-imidazol-1 -y)-6-methylethylpyrimidin-4-yi}-N-{phenyibutylpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl}-pyrimidin-4-y(}-N-(phenylbutyl)piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-(1-hyd roxyrmethylpentyl)piperidine-2-acetamide;

1-[{2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-(1 -hydroxymethylpentyl)piperidine-2-
acetamide;

1-[2-(1 H-imidazol-1-yI)-6-methylethylpyrimidin4-y|]-N-[(3,5-
dimethoxyphenyl)methyljpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[(3,5-dimethoxyphenyl)methyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol1-y1)-6-methylpyrimidin-4-yI]- N-{(35-
dimethoxyphenyl)methyllpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}- N-[2-(4-
ethoxyphenyl)ethyljpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yI)pyrimidin-4-y|]-N-[2-(4-ethoxyphenyl)ethyl]piperidine-2-acetamide;

1-[2-( 1H-imidazol-1 -y1)-6-methyipyrimidin-4-yi}- N-{2-(d-ethoxyphenyl)ethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl)-N-[2-(4-ethoxyphenylJethyl}pyrrolidine-2-

_carboxamide;

1-[2-(1H-imidazol-1-yi »6-methylethylpyrimidin-4-yi]-N-{2-(4-
bromophenyl)ethyljpiperidine-2-acetamide; :

1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-N-[2-(4-bromophenyl)ethyl]piperidine-z-acetamide;

1-[2-( 1H-imidazol-1 -yl)-6-methylpyrimidin-4-yi]- N-{2-(4-bromophenyhethyllpiperidine-2-
acetamide;
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1-f2-(1H-imidazo!-1 -y)pyrimidin-4-yl)-N-[2-(4-bromophenyl)ethyl]pyrrolidine-2-
carboxamide;

1-[2-(1H-imidazol-1 -yI)—6-methylethyIpyrimidin-4-yl]—N-pentylpiperidine—Z-acetamide;

1-[2-(1H-imidazol-1 -y)pyrimidin-4-yl}- N-pentylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-y|]-N-pentylpiperidine-Z-acetamide;

1-{2-(1H-imidazol-1 -yl)-8-methylethylpyrimidin-4-yi}- N-[3-( 1H-imidazol-1-
yl)propyl]piperidine-2-acetamide;

1-[2-(1H-imidazo!-1-yl)-6-methylpyrimidin-4-yl}-N{3-( 1H-imidazol-1 -yhpropyllpiperidine-
2-acetamide;

1-[2-( 1H-imidazol-1 -yi)-6-methylpyrimidin-4-yl]-N-{(3-chlorophenyl)methyljpiperidine-2-
acetamide;

1-{2-(1H-imidazal-1-yl)pyrimidin-4-y(]-N-{( 3-chlorophenyi)methyl]piperidine-2-acetamide;
~ 1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl}-N-{(2 4-dichlorophenyl)methyijpiperidine-

2-acetamide;

1-[2-(1H-imidazol-1 -yhpyrimidin-4-yl}-N-{(2,4-dichlorophenyl)methyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N{2-(1 -phenyl)ethyl]piperidine-2-
acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-{1-(phenyl)ethyl]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}-N-{2-(3-fluorophenyl)ethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-d-yl)- N-[2-(3-ethoxy-4-
methoxyphenyl)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(3-ethoxy-4-methoxyphenyljethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-y{]-N-[2-(3-ethoxy-4-
methoxyphenyl)ethyljpiperidine-2-acetamide;

1{2-(1H-imidazol-1-yl}pyrimidin-4-y(]-N-[2-(3-ethoxy-4-methoxyphenylethyllpyrrolidine-

_ 2-carboxamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(4-chlorophenyl)ethyilpiperidine-2-acetamide:

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi}-N-[2-(4-chloropheny!)ethyl]piperidine-2-
acetamide; )

1-{2-( 1H-imidazol-1-y1)-6-methyipyrimidin-4-yl]-N-(5-hydroxypentyl)piperidine-2-
acetamide;
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1-[2-(1H-imidazol-1 -yDpyrimidin-4-yt}-N-butyipiperidine-2-acetamide;

1-[2- TH-imidazol-1 -yl)-6-methylpyrimidin-4-yl]- N-{(4-
ﬂuorophenyl)(methyl)methyl]piperidine~2—aoetamide;

1-[2-(1H-imidazol-1 —yl)pyrimidin-4-y|]-N-[(4-ﬂuorophenyl)(methyl)methyl]piperidine-2-
acetamide;

1-{2-(1H-imidazol-1 -yl)pyrlmidin-4-y|]-N-[2-(2.5-dimethoxyphenyl)ethyl]piperidine-z-
acetamide;

1-[2-(1H-imidazal-1 -y)-6-methyipyrimidin-4-yi}-N-[2-(2,5-
dimethoxyphenyl)ethyllpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)pyrimid in-4-yil- N-[2-(2,5-dimethoxyphenyl)ethyllpyrrolidine-2-
carboxamide;

1-[2-( 1H-imidazol-1 -yl)-6-methylethyipyrimidin-4-yi]- N-[2-(4-ethoxy-3-
methoxyphenyl)ethyllpiperidine-2-acetamide:

1-[2-( TH-imidazol-1 ~yhpyrimidin-4-yl]-N-[2-(4-ethoxy-3-methoxyphenyl Jethyllpiperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-yi]- N-{2-(4-ethoxy-3-
methoxyphenyi)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1 -yl)pyrimidin-4-y|]-N-[2-(4-ethoxy-3-methoxyphenyl)ethyl]pyrrolidine-
2-carboxamide;

1-[2-(1H-imidazol-1 -y1)-6-methylethyipyrimidin-4-yl]- N-[2-(4-
methoxyphenyl)ethyllpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yl}- N-{2-(4-methoxyphenyt)ethyllpiperidine-2-
acetamide;

1-[2-(7H-imidazol-1 -yl)pyrimidin-4-yl}-N-[2-(4-methoxypheny!)ethyl]pyrrolidine-2-
carboxamide;

1-[2-(1H-imidazol-1 -yl)-8-methylethylpyrimidin-4-yl}- N-{3-
(methyiethoxy)propylpiperidine-2-acetamide:;

1-[2-( 1H-imidazol-1 -yi)-6-methylethytpyrimidin-d-ylj- N-hexylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-yl}-N-hexylpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]- N-hexylpiperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yl)- N-[2-(cyclohexen-1 -yl)ethyl}piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -y1)-6-methylpyrimidin-4-yl]-N-[2-(cyclohexen-1-yl)ethyllpiperidine-2-
acetamide;
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1-[2-( 1H-imidazol-1-y1)-6-methylpyrimidin-4-yl}- N-[{3-fluora-5-
trifluoromethylphenyl)methyllpiperidine-2-acetamide;

1-{2-( 1H-imidazol-1-yl)pyrimidin-4-yl}- N-{(3-fluoro-5-
trifluoromethylphenyl)methyl]piperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yi)-pyrimidin-4-yI]-N-2-(4-methylphenyl)ethyl]piperidine~2-
acetamide;

1-[2-( 1H-imidazol-1 -y1)-8-methylpyrimidin-4-yl]- N-[2-(4-methylphenyl)ethyljpiperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin-4-y]- N-(3-ethoxypropyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-yl]-N-(3-ethoxypropyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yi}- N-heptylpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-4-y!]-N-heptylpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-yl]-N-heptylpiperidine-2-acetamide;

1-[2-( 1H-imidazol-1-yl)-6-methyIpyrimidin-4-yl)-N-(3-methoxypropyl)piperidine-2-
acetamide;

1-{2-(7H-imidazol-1-yl)pyrimidin-4-yi}-N-(1-cycichexylethyl)piperidine-2-acetamide;

1-[2-( TH-imidazol-1 -yI)-G-methyIpyrimidin-4-ylj-N-(1 -cyclohexylethyl)piperidine-2-
acetamide;

1-[2~( 1H-imidazol-1 -y1)-6-methylethylpyrimidin-4-yl}-N-[(4-
trifluoromethoxyphenyl)methyljpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylpyrimidin-4-yi]-N-[(4-
trifluoromethoxyphenyl)methyljpiperidine-2-acetamide:

1-{2-(7H-imidazol-1-yl)pyrimidin-4-yl]-N-[2-(4-flurophenyi)ethyl]piperidine-2-acetamide:

1-[2-( 1H-imidazol-1-yl)-6-methyipyrimidin-4-yi]-N-[2-(4-fiurophenyl)ethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methylethylpyrimidin-4-yl}- N-[2-(3-bromo-4-

~ methoxyphenyl)ethyl]piperidine-2-acetamide;

1-{2-(1H-imidazol-1-yl)pyrimidin-4-yi]-N-[2-(3-bromo-4-methoxyphenyl)ethyllpiperidine-2-
acetamide;

1-2-( 1H-imidazo|-1-yI)-G-methylpyrimidin-4—yl]-N-[2-(3-br9mo—4-
methoxyphenyl)ethyllpiperidine-2-acetamide;
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1-[2~(1H-imidazol-1 -yl)pyrimidin-4-y|]—N-[2-(3-bromo-4-methoxyphenyl)ethyl]pyrrolidine-
2-carboxamide;

1-[2-(1 H-imidazol-1-yI)-6-methylethylpyrimidin-4-y|]-N—(3-pheny|propyl)piperidine-z-
acetamide;

1-[2~(1H-imidazcl-1 -yl)pyrimidin-4-yI]-N-(3-phenylpropyl)piperidine-z-acetamide;

1-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-y|]-N—(3-phenylpropyl)piperidine-z-
acetamide;

1-{2-(1H-imidazol-1-yl )-6-methylethylpyrimidin-4-yl]-N-octylpiperidine-2-aoetamide;

1-[2-(1H-imidazol-1-yl )-8-methylpyrimidin-4-yl}-N-octylpiperidine-2-acetamide;

1-[2-( TH-imidazol-1 -¥I)-6-methylpyrimidin-4-yl]-N-{1-hydroxy-3-methylbutyl)piperidine-2-
acetamide;

1-[2-( 1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-yI}-N-[1-(4-
methyiphenyl)ethyl]piperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)pyrimidin-d-yl}-N-[1 -(4-methylphenylethyllpiperidine-2-acetamide;

1-[2-(7H-imidazol-1-yl}-6-methylpyrimidin-4-y{]-N-[1 -(4-methyiphenyl)ethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-y1)-6-methyl pyrimidin-4-yl]-N-{4 4-diethoxybutyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl}-N-[(4-
triﬂuoromethylphenyl)methyl]piperidine-z-acetamide;

1-[2-(1H-imidazol-1 -yl)-pyrimidin-4-yl]-N-[(4-triﬂuoromethylphenyl)methyl]piperidine-z—
acetamide;

1-{2-(1H-imidazol-1 -yl}-6-methylpyrimidin-4-yl}-N-[(4-
triflucromethylphenyl)methyllpiperidine-2-acetamide;

1-[2-(1H-imidazol-1-yl)-6-methylethylpyrimidin-4-yl]- N-(3-butoxypropyl)piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yi)-6-methylpyrimidin-4-yl]-N-(3-butoxypropyl)piperidine-2-
acetamide,;

1-[2-(1H-imidazol-1 -yl)-8-methylethylpyrimidin-4-yi)- N-[2-(thiophen-2-yl)ethyl]piperidine-
2-acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl]-N-[2-(thiophen-2-ylethyl]piperidine-2-
acetamide;

1-[2-(1H-imidazol-1 -yl)-6-methylethylpyrimidin-4-yl}- N-{3-(pyrrolidin-1-
yl)propyl]piperidine-2-acetamide;
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1-[2-( 1H-imidazol-1 -yl)-s-methylethylpyrimidin-4-yl]-N-[(cyclohexyl)methyl]piperidine-z-
acetamide;

1+[2-(7H-imidazol-1 -yhpyrimidin-4-y(}- N-[(cyclohexyl)methyl]piperidine-2-acetamide;

4-[[1-[2-( 1H-imidazol-1 -yl)oyrimidin-4-y]piperidine-2-acetyiJamino]piperidine-1 -carboxylic
acid, ethyl ester;

4-[[1-[2-( 1H-imidazol-1 -yi)-6-methylethylpyrimidin-4-yllpiperidine-2-
acetyl]amino]piperidine-1-carboxylic acid, ethyl ester;

4-{[1-[2-(1H-imidazol-1-y1)-6-methy! pyrimidin-4-yl]piperidine-2-acetyllamino]piperidine-1-
carboxylic acid, ethyl ester;

1-[2-(7H-imidazol-1 -yI)-6-methylpyrimidin-4-y|]-N-[(4-ﬂuorophenyl)methyl]piperidine-z-
acetamide; '

N-{(1,3-benzodioxol-5-yl)methyl]-1 -[3-(1H-imidazol-1-yl)phenyllpiperidine-2-acetamide;

© N-{(1,3-benzodioxol-5-yl)mathyi]-1 ~[3-chloro-5-(1 H-imidazol-1-yljtriazin-1-yl|piperidine-2-

acetamide;

N-{(1,3-benzodioxol-5-yl)methyl]-1-[6~(1H-imidazal-1 -yl)pyrazin-2-yljpiperidine-2-
acetamide;

N-[(1 »3-benzadioxol-5-yl)ethyl]-6-chloro-2-(1 H-imidazol-1 -yl)pyrimidine-4-propionamide;

N-[(1,3-benzodioxol-5-yl)methyl]-2-(1H-imidazol-1 -yl)pyrimidine-4-propionamide;

N-[(1,3-benzodioxal-5-yl)ethyl]-2-(1 H-imidazol-1-yi)pyrimidine-4-propionamide;

N-[(1,3-benzodioxol-5-yl)ethyl]-2-[2-(1H-imidazol-1 -yl)pyrimidin-4-oxy]acetamide;

N-[(1,3-benzadioxol-5-yl)ethyl]-2-[2-(1 H-imidazol-1 -y)pyrimidin-4-thiojacetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl}-N-
methylpiperidine-2-ethanamine;

N-acetyl-N-[{1 .3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-
yllpiperidine-2-ethanamine;

N-[(1,3-benzodioxol-5-yl)methyl}-1-[2-(1H-imidazol-1 -yl)pyrimidin-d-yl}-N-
(methylsulfonyl)piperidine-2-ethanamine;

4-[2-{[(1,3-benzadioxol-5-yl)mathoxylethyllpiperidin-1 -yl}-2-(1H-imidazol-1-yl)pyrimidine;

4-[2-[[4-(methoxy)phenoxy]propyl]pyrrolidin-1 -yl}-2-(1H-imidazol-1-yl)pyrimidine;

4-{2-[[4-{methoxy)phenoxylpropyllpyrralidin-1-yl}-2-(1H-imidazol-1 =yl)-B-
methylpyrimidine;

4-[2-[(1,3-benzodioxol-5-yl)propyilpyrrolidin-1 -yl}-2-(1H-imidazol-1-yl)pyrimidine;

4-{2-[(1,3-benzodioxol-5-y)prop-2-enyllpyrrolidin-1 +yl|-2-(1H-imidazol-1-yl)pyrimidine;

4-chloro-2-(1H-imidazol-1 -yl)-6-(perhydroazepin-1-ylpyrimidine;
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1-[6-chloro-2-(1H-imidazol-1 “Yhpyrimidin-4-yl|piperidine-2-ethanol;

4-chloro-2-(1H-imidazol-1-yl)-6-(piperidin-1 -yl)pyrimidine;

4-chloro-2-(1H-imidazol-1 -yl)-6-(2-ethylpiperidin-1-yl)pyrimidine;

4-fluoro-2-(1H-imidazol-1 -yI)-6-[(3,4-dimethoxyphenyl)ethyllamino] pyrimidine;

4-fluoro-2-(1H-imidazol-1 -yI}-6-{[{(phenyl)ethyllaminc]pyrimidine;

N-{(1,3-benzodioxol-5-yl)methyi]-1 ~[6-(morpholin-4-yl)-2-(1H-imidazol-1-yl)pyrimidin-4-
yllpiperidine-2-acetamide;

N-(1 ,3-benzodioxol-5—yl)methy|]—4-[6-[bis(ethoxycarbonyl)methyl]-2-(1 H-imidazol-1-
y)lpyrimidin-4-yl]-1 -[(methoxy)carbonyljpiperazine-2-acetamide;

N-[(1 ,3-benzodioxol-5-yl)methyl]-4-[6-(aminocarbonyl)—2-(1 H-imidazol-1-y)ipyrimidin-4-
Yl]-1-[(methoxy)carbonyl]piperazine-2-acetamide: ,

N-{(1,3-benzodioxal-5-yi)methy!l)-3-[2-(1 H-imidazol-1 -yl)pyrimidin-4-yl]-4-
methoxybenzamide;

4-chloro-2-(1H-imidazol-1 -y1)-6-[(2-methoxyphenyl)amino]pyrimidine

N-[(1,3-benzodioxal-5-yl)methyl)-1-[2-(1 H-imidazol-1 ~yl)pyrimidin-4-yljindole-6-
carboxamide;

N-[(1,3-benzedioxol-5-yl)ethyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl]pyrrole-2-
carboxamide; .

N-[(3,4-dimthoxyphenyl)ethyl]-2-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl]-1,2,3,4-
tetrahydroisoquincline-3-carboxamide;

N-{(1.3-benzodioxol-5-yl)ethyl]-1-[2-(1 H-imidazol-1 -yhpyrimidin-4-yllpyrrolidine-2-
propionamide;

N-{(1,3-benzodioxol-5-yl)ethyl]- 1-[2-(1 H-imidazol-1 -yl)—6-rhethylpyrimidin—4-y|]pyrrolidine—
2-propionamide;

N-[(3 4-dimethoxyphenyljethyl]- 1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl]pyrrolidine-3-
carboxamide;

N-[(3,4-dimethoxyphenyl)ethyl]- 1-[2-(1H-imidazol-1 -y1}-6-methyipyrimidin-4-
yilpyrrolidine-3-carboxamide;

N-[(3,4-dimethoxyphenyl)ethyl}-1-[2-(1 H-imidazot-1 -yl)pyrimidin-4-yl]pyrrolidine-3-
acetamide;

N-[(3,4-dimethoxyphenyl)ethyl]-1 -[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-
yllpyrrolidine-3-acetamide;

N-[(3,4-dimethoxyphenyhethyl]-1 ~[2-(1H-imidazol-1-yl)-6-ethylpyrimidin-4-yllpyrrolidine-
3-acetamide;
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4-[2-(1H-imidazol-1-yl)-6-methyl pyrimidin-4-yl}-N-[(1,3-benzodioxol-5-
yl)ethyljmorpholine-2-carboxamide;

4-{2-(1H-imidazol-1-y1)-6-methy! pyrimidin-4-yl}-N-{(1 4-benzodioxan-6-
yl)ethyljmorpholine-2-carboxamide:;

4-[2-(1 H-imidazol-1-yI)pyrimidin-4-yl]-N-[(4-methoxyphenyI)ethyI]morphoIine-Z-
carboxamide;

4-[2-(1H-imidazol-1-yl )-6-methy|pyrimidin-4-y|]-N-[(4-methoxyphenyl)ethyl]morphoIine-2-
carboxamide;

4-[2-(1H-imidazol-1-yl )pyrimidin-4-yI]-N-[(3,4-dimethoxyphenyl)ethyl]morpholine-z-
carboxamide;

4-[2-(1H-imidazol-1 -yI}-6-methylpyrimidin-4-yi}-N-[(3 4-
dimethoxyphenyl)ethyljmorpholine-2-carboxamide;

4-[2-(1H-imidazol-1 -yl)pyrimidin-4-yf]-N-{(4-methoxyphenylimethyljmorpholine-2-
carboxamide;

4-[2-(1 H-imidazol-1 -yI)-6-methy|pyrimidin-4-yl]-N-[(4-methoxyphenyI)methyl] morpholine-
2-carboxamide;

4-[2-(1 H-imidazol-1 “Y)pyrimidin-4-yf}-N-{(1,3-benzodioxol-5-yl)methyljmorphotine-2-
acetamide;

4-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-yl}-N-[(1,3-benzcdioxol-5-
yl)methyilmorpholine-2-acetamide;

N-[(1,3-benzodioxol-5-ylymethyl)-4-[2-(1 H-imidazoi-1 -yl)pyrimidin-4-y/Jmorpholine-3-
carboxamide;

N-[(1,3-benzodioxal-5-yl)methyl}-4-[2-(1 H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-
yllmorpholine-3-carboxamide;

N-{(1 »3-benzodioxol-5-yl)ethyi]-4-[6-ethyl-2-(1 H-imidazol-1-yl)pyrimidin-4-yljmorpholine-
3-carboxamide;

N-[(1,3-benzodioxol-5-yl)ethyi}-4-[2-(1 H-imidazol-1 -yl)pyrimidin-4-ylJmorpholine-3-
carboxamide;

N-[(4-methoxyphenyl)methyl]-4-[2-(1 H-imidazol-1 -yl)-6-methylpyrimidin-4-ylJmorpholine-
3-carboxamide;

N-[{4-chlorophenyl)methyl)-4-[2-(1 H-imidazol-1 ~yl)-6-methylpyrimidin-4-yimorpholine-3-
carboxamide;

N-[(3,4-dichlorophenyl)methyl]-4-[2-(1H-imidazol-1 -yI)-6-methylpyrimidin-4-
yiimorpholine-3-carboxamide;
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N-[(4-methylphenyi)methyl]-4-[2-(1 H-imidazol-1-y! }-6-methylpyrimidin-4-ylJmorpholine-3-
carboxamide;

N-[(3,4-dimethylpheny)methyl]-4-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllmorpholine-3-carboxamide:

N-[(1,3-benzodioxol-5-yl)methyl}-2-][2-(1H-imidazol-1 -yh)-6-methylpyrimidin-4-
yllaminojacetamide;

N-[(1 4-benzodioxan-6-yl)methyl]-2-[[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllaminolacetamide;

N-[(1,3-benzodioxol-5-yiymethyl]-1-[2-(1 H-imidazol-1 -yl)pyrimidin-4-y(Jperhydroazepine-
2-carboxamide;

N-[(1,3-benzodioxol-5-yhmethyl]-1-[2-(1 H-imidazol- 1-yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1 H-imidazol-1-y1)-6-(methylethyl)pyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(1,4-benzodioxan-6-yt)methyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yljperhydroazepine-
2-carboxamide;

N-[(1,4-benzodioxan-6-yl)methyl]-1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-
Vilperhydroazepine-2-carboxamide:

N-[(1,3-benzodioxol-5-yl)ethyl]-1-{2-(1H-imidazol-1 -yl)pyrimidin-4-yl]perhydroazepine-2-
carboxamide;

N-[(1,3-benzadioxal-5-yl)ethy!]-1-[2-(1 H-imidazoi-1 ~yi)-6-methylpyrimidin-4-
yilperhydroazepine-2-carboxamide:;

N-{(1,3-benzodioxol-5-ylethyl]-1-[2-(1H-imidazol-1-yl)-6-sthylpyrimidin-4-
ytlperhydroazepine-2-carboxamide;

N-[(1,3-benzodioxol-5-yl)ethyl}-1-[6-chloro-2-(1 H-imidazol-1-yl)pyrimidin-4-
yilperhydroazepine-2-carboxamide;

N-[(1,4-benzodioxan-6-yl)ethyl}-1-[2-(1H-imidazol-1 -yDpyrimidin-4-yljperhydroazepine-2-
carboxamide;

) N-[(1,4-benzodioxan-6-yl)ethyl}-1-[2-(1H-imidazol-1-y1)-6-methylpyrimidin-4-

yljperhydroazepine-2-carboxamide;

N-[(3,4-dimethoxyphenyl)ethyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-yl]perhydroazepine-2-
carboxamide;

N-{(3.4-dimethoxyphenyljethyl]-1-[2-( 1H-imidazol-1-yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-carboxamide;
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N-[(3.4-dimethoxyphenyl)ethy(]-1-[2-(1H-imidazol-1 -yl)-6-ethylpyrimidin-4-
Yllperhydroazepine-2-carboxamide;

N-{(3,4-dimethoxyphenyl)methyl]-1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-
yllperhydroazepine-2-carboxamide;

N-[(3.4-dimethoxyphenyl)ethyi}-1-{6-chloro-2-(1 H-imidazol-1 -yl)pyrimidin-4-
yllperhydroazepine-2-carboxamide

NH{(1 +3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -y!)pyrimidin-4-yl]perhydroazepine-
2-acetamide;

N-[(1,3-benzadioxal-5-yl)methyl}-1-[2-(1 H-imidazol-1 -yl)-6-methylpyrimidin-4-
yliperhydroazepine-2-acetamide;

N-[(1,3-benzodioxol-5-yl)methyl]-1-[2-(1H-imidazol-1 -yl)-6-ethylpyrimidin-4-
yllperhydroazepine-2-acetamide;

N-[(1,4-benzodioxan-6-yl)methyl]-1-[2-(1H-imidazol-1 -yl)pyrimidin-4-y(]perhydroazepine-
2-acetamide;

N-[(1,4-benzodioxan-6-y))methyl]-1-[2-(1H-imidazol-1 -yl)-6-methylpyrimidin-4-
yllperhydroazepine-2-acetamide;

N-{(3,4-dimethoxyphenyl)methyl]-1-{2-(1H-imidazol-1 -yh)-6-methylpyrimidin-4-
yllperhydroazepine-2-acetamide;

N-{(3,4-dimethoxyphenyl)methyi]-1-[2-(1H-imidazol-1 -yl)-6-(methylethyl)pyrimidin-4-
vilperhydroazepine-2-acetamide;

N-{(3,4-dimethoxyphenyl)ethyl]-1-[2-(1H-imidazol-1-yl }-6-methylpyrimidin-4-
yllperhydroazepine-2-acetamide;

N-{(3,4-dimethoxyphenyl)ethyil-1-[2-(1H-imidazol-1-y! )-6-(methylethyl)pyrimidin-4-
yllperhydroazepine-2-acetamide;

N-{(4-methoxyphenyl)methyl]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-yl]perhydroazepine-2-
acetamide;

N-[(4-methoxyphenyl)methyl]-1-[2-(1 H-imidazol-1-yt)-6-methylpyrimidin-4-
yljperhydroazepine-2-acetamide;

N-[(4-trifluoromethoxyphenyl)methyl]-1-[2-(1 H-imidazol-1-yl)pyrimidin-4-
yllperhydroazepine-2-acetamide; and

N-{(4-triflucromethoxyphenyl)methyl]-1-[2-(t H-imidazol-1-y1)-6-methylpyrimidin-4-
yilperhydroazepine-2-acetamide.

56. A pharmaceutical composition comprising a compound of formula (1), formula (I
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or formula (M)

Q-R?
CR™H)m
v _ACRH)—(CR")H)—C—(CR™RD)—A

/k RY
=

IZ X m:

U\)\

Y7 N
\

?

N

L

w

C}—(C(R“)R”)n—A
PR

|zI X (n; or
U\Y)\N/\N
b/

V,(C<R‘2)H>q—(C(R‘3)H)r~@—(C<R“‘)Rz°)n—A
PY

i j\ ;
U\Y/ N/\N
W/

wherein:

Ais R, -OR', -C(OINR")R?, -P(O)IN(R")R? I, N(R"IC(O)R?, -N(R')C(O)OR? , -N(R")R?',
NR™)C(OINR'R', -S(O}R", -SO,NHC(O)R?, -NHSO,RZ, -SO,N(R")H,
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-C(O)NHSO,R?, and -CH=NOR";

each X, Y and Z are independently N or C(R'g);

each Uis N or C(RY), provided that U is N only when Xis N and Zand Y are CR e,

Vis N(R%, S, 0 or C(RY)H;

each Wis N or CH; )

Q s chosen from the group consisting of a direct bond, -C(O}-, -O-, -C(=N -R'}-, -5(0),, and

NR

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

ris zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero:
when Ais -OR’, -N(R"C(O)R?, -N(R'®)C(0)OR, -NRNR?', NR)CONRY)R,
-S(O)R’ (where tis zero), or -NHSO,RZ, n, g, and r cannot all be zero; and when Q is a
heteroatom and A is -OR", -N(R')C(O)R?, -N(R"™®)C(0)OR? , N(R"R?",
-NR')COINR"R™, -S(O)R" (when tis zero) or -NHSO,R?, m and n cannet both be
zero;

tis zero, one or two;

( Na
I is an optionally substituted N-heterocyclyl;

S is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

each R' and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C4-Cy alkyl, optionaily substituted cycloalkyl, {Cq-Cy alkyl]-R®,

-[C2-Cq alkenyl-R®, -[C-Cq alkynyl]-R°, -[C-C; alkyl]-R™ (optionally substituted by
hydroxy), -[C,-C4}-R" {optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl
haloalkyl, -[C-Cg alkyl]-C(OIN(R")R?, -[C4-Cg alkyl-N(R")R?, -[C,-C; alkyl}-R®,
-[C2-Cq alkyl]-R", -[C4-Cy alkyl-R™, and heterocyclyl (optionally substituted by one or
more substituents selected from the group censisting of halo, alkyl, alkoxy and
imidazolyl); ' :
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or when Q is -N(R%)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyi and -C(=NR1B)-NH2;

or -Q-R” taken together represents -C(O)OH, -C(OINR")RZ, -C(=NH)-N(RYR? or

R*is chosen from the group consisting of hydrogen, alkyl, aryi, aralkyl and cycloalkyl;
provided that when A is -R" or -OR”, R* cannot be hydrogen, and when V is CH, R* may
_ additionally be hydroxy;

R®is chosen from the group censisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR", -S(0)-R"®, -N(R™)R?, -N(R'™®)C(O)N(R")R",
-NR™)C(O)OR™®, -N(R™)C(0)R™, -[C-C; alkyl-C(O)OR™,

-[Co-Cy alkyl]-C(H)[C(O)OR ], and -[C,-Cj alkyl]-C(O)N(R")R™®:

R® is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C,-Cg alkyl]-R?,
-[C2-Cs alkyl]-R™, 4[C,-Cy alkyl-R", acyl, -C(O)R?, -C(O)-{C-Cs alkyll-R®,
alkoxycarbonyl, optionally substituted arylexycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, opticnally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbony!, optionally substituted
arylaminocarbonyl, aminosutfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfenylaminocarbonyi, optionally substituted N-heterocyclyl,
-C(=NH)}-N(CN)R', -C(0)-R™-N(R")R?, -C(O)}-RB-NR")C(O)-RE-N(R"RZ,
-C(0)-N(R")-R%-C(0)OR";

each R® and R® are independently chasen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alky! or alkaxy), carbocycly! (optionally
subsfituted with one or more substituents selected from the group consisting of halo,
alky! and alkoxy), and heterocyclyl (optionally substituted with alkyl, araikyl or alkoxy);

each R"is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,

acylamino, amino, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamido;
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each R" is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminocarbonyt;

eachR™?, R™ R™ R" R" and RZ are independently hydrogen or alkyl;

eachR™ s independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyi or cycloalkyl,

R™ is hydrogen, NO,, or toluenesulfony;

each R"is independently hydrogen, alkyl (optionally substituted with hydroxy), cyciopropyl,
halo or haloaikyt;

each R is independently hydragen, alkyl, cycloalky, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -S0,R%;

or R*! taken together with R and the nitrogen to which they are attached is an optionally
substitutad N-heterocyelyl;

or R*' taken together with R*® and the nitrogen to which they are attached is an aptionally
substituted N-heterocyclyi;

each R is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R® is an amino acid residue;

as a single stereoisomer or mlixture thereof, or a pharmaceutically acceptable salt thereof:

and a pharmaceutically acceptable carrier. ‘

57. A process for synthesizing compounds of formula (1), formula (1) and
formula (ill);
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aR?
(CR™)H)
v - (CR®HG=(CR™)H),—C—(C(R™RD),—A

)\ R17
7 Ty

m;
I

(@—(C(R”)R”)n-A
z)\x My; or

L.

Z
I an:;
U< )\ A

wherein:

Ais-R', -OR", -COINR"R?, -P(O)IN(R")R? ], -NR")C(O)R?, NR™®)C(0)OR? , -N(R")R?,
-NR™)CO)NRR™, -S(O)R', -SO,NHC(O)R", -NHSO,RZ, -SO,N(R"H,
-C{O)NHSO,R?, and -CH=NOR" ;

each X, Y and Z are independently N or C(R '9);
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each U is N or C(R%), provided that U is N only when X is N and Z and Y are CR '
Vis N(R%), S, or O;

each Wis N or CH;

Qs chosen from the group consisting of a direct bond, -C(O)-, -O-, C(=N-R'}-, -8(0),, and
NR)-;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or ong;

ris zero or one, provided that when Q and V are heteroatoms, m, g, and r cannot all be zero;
when Ais -OR’, -NR')C(O)R?, -N(R™)G(0)OR?, -NR"R?', NR™®)ICONRHR,
-S(O)tR1 {where tis zero), or -NHSOZR”, n, q, and r cannot all be zero; and when Qs a
heteroatom and A is -OR', -N(R")C(O)R?, -N(R'®)C(0)OR? , -N(R"R?",
-NR™JCIOINR')R™, -S(O)R' (when tis zero) or -NHSO,RZ, m and n cannot both be
zero;

tis zero, one or two;

Y

is an optionally substituted N-heterocyclyl;

S is an optionally substituted carbocycly! or optionally substituted N-heterocyclyl;
each R' and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C,-Cy alkyl, optionally substituted cycloalkyl, {C¢-Cy alkyl}-R®,
-[C2-Cq alkenyl]-R®, [C5-Cq alkynyl}-R®, -[C,-C, alkyl)-R' (optionally substituted by
hydroxy), -[C+-Cgl-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

or R' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -[C4-Cg alkyl]-C{OIN(R")R?, -[C1-Cj alkyl-N(R")R?, -[C+-Cq alkyl]-R®,
-[C2-Ca alkyl}-R", -[C4-C; alkyl]-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyt);

or when Q is -N(R®)- or a direct bond to R?, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
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dialkylaminocarbonyi and -C(=NR"®)-NH,;

or -Q-R’ taken together represents -C(O)OH, ~G(ONR')R?, -C(=NH)-N(R")R? or

(o]
R
—N
R2
o

R* is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when Ais -R' or -OR", R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR'®, -8(0)-R'®, -N(R™)R?', -N(R'®)C(OIN(R')R®,
NR")C(O)OR™, NR'™)C(O)R'®, -[C;-Cg alkyl]-C(O)OR™,

-{Co-Cs alkyl-C(H)C(O)OR"),, and -[Cy-Cs alkyl-C(OINR)R':

R®is chosen from the group consisting of hydragen, alkyl, cycioalkyl, -[C;-Cs alkyl]-R®,
1C2-Cs alkyl]-R™, -[C+-Cy alkyl-R "', acyl, -C(O)R®, -C(O)[C1-Cq alkyl]-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyi, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heteracyclyl, afkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, aptionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R", -C(O)-R*-N(R"R?, -C(0)-RZ-N(R')C(O)-RP-NR")R?,
-C(O}N(R"-R®-C(O)OR";

each R® and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

. each R is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

each R" is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminacarbonyl, monoalkylaminocarbonyl and dialkylaminocarbonyl;
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eachR', R R* R R", and R? are independently hydrogen or alkyl;

eachR"is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalky!;

R'® is hydrogen, NO,, or toluenesulfonyi:

each R¥is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl,
halo or haloalkyl;

eachR¥ is independently hydrogen, alkyl, cycloalkyl, optionally substituted ary!, optionally
substituted aralkyl, -C(O)R% or -SO,R?;

or R?' taken together with R" and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R? taken together with R"® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R?is independently alkyi, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R% is an amino acid residue;

comprising the sequential steps of:

(a) reacting one equivalent of a compound of formula (X1):

Htil/\

N (X,
W/
where W is N or CH; with about cne eqtjivalent of an chloro-substituted compound of
formuta (XN):
cl

z7
lﬂ /]\ Xy ;
Y N
where X, Y and Z are independently N or C(R1°);
Uis N or C(R®), provided that U is N only when X is N and Z and Y are CR ™,
and provided that X, Y and Z can not all be C(R "°) when U is C(R®);
R® is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl,
optionally substituted aralkyl, optionally substituted aryl, -OR™,
-S(0)-R"™, -NR'"R?, -NR™)C(OINR")R'®, -N(R™)C(O)OR™,
NR™)C(O)R™, -[Cy-Cs alkyl]-C(OJOR'®, -[C-Cy akyll-C(H)C(O)OR ],
and -[Cy-Cs alkyl]-C(O)N(R"R:
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eachR" s independently hydrogen, alky, optionally substituted aryi, optionally
. subsituted aralkyl or cycloalkyl;

each R¥is independently hydrogen, alkyl {optionally substituted with hydroxy),
cyclopropyl, halo or hajoalky!,

each R?'js independently hydrogen, alky, cycloalkyl, optionally substituted aryl
optionally substituted aralky!, -C(O)R22 or -SO,R%;

or R?' taken together with R'® and the nitrogen to which they are attached is an
optionally substituted N-heterocyclyl; and

each RZ s independently alkyl, eyeloalkyl, optionally substituted arylor
optionally substituted aralkyl;

to produce a compound of formuta (X1I1);
(o]

z7 ™

v )\

Way/

(b) reacting said compound of formula (XIil) with a co mpound of formula (XiVa),
formuta (XIVb), or formula (XIVe):
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(CR™Hm
y _(CRH)—(CR™)H)—C—(CR™RD),—A

I R17
H
(XIvVa};
Q—(C(R“‘)Rz")n—A
|!| (XIVb) ; or
V,(C(R‘Z)H>q-(C<R13)H)r~@—(C(R”)R2°)n—A
H XIVe) ;

wherein:

Als-R', -OR", -C(OIN(R")R?, -PO)IN(R')R? I, -N(R")C(O)R?, -NR™)C(O)OR? , -N(R')R?',
NR®ICONR')R™, -S(O)R', -SO,NHC(O)R', -NHSO,RZ, -SON(R"H,
-C(O)NHSO,R?, and -CH=NOR';

Vis N(R*), S, or O;

Q is chosen from the group consisting of a direct bond, -C(O)-, -0-, -C(=N -R")-, -S(O);, and
NR®)-;

mis zero or an integer from 1 fo 4;

nis zero or an integer from 1 to 3;

q is zero or one;

ris zero or one, provided that when Q and V are heteroatomns, m, q, and r cannot all be zero;
when A is -OR’, N(R"YC(O)R?, -N(R™)C(O)OR?, -N(R"RY, N(RIC(OINR )R,
-S(O)R' (where tis zero), or -NHSO,R?, n, @, and r cannot all be zero; and when Q is a
heteroatom and A is -OR", -N(R')C(O)R?, -N(R')C(0)OR? , NR')R?',
-NR')COINRIR', -S(O}R' (when tis zero) or -NHSO,RZ, m and n cannot both be
Zero;

tis zero, one or two;
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(T}—

is an optionally substituted N-heterocycly!;

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;
eachR'and R? are independently chosen from the group consisting of hydrogen, aptionally
substituted C,-C,g alkyl, optionally substituted cycloalkyl, -[Co-Cg alkyl]-R®,
<[C2-Cy alkenyl]-R, {C-C, alkynyl}-R®, -[C,-Cj alkyil-R" (optionally substituted by
hydroxy), -[C+-Cql-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

or R and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyciyl;

R%is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl
haloalkyl, -[C4-Cg alkyil-C(O)N(R")R?, -[C-Cq alkyl}-N(R")R?, -[C,-Cy alkyl]-R®,
-[Cz-Cy alkyl]-R ™, -[C+-Cs alkyl]-R"", and heterocyclyl (optionally substituted by one or
more substituents selected from the group consisting of hale, alkyl, alkoxy and
imidazolyl); )

or when Q is -N(R®)- or a direct bond to R®, R® may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyt, monéalkylaminocarbonyl.
dialkylaminocarbonyl and -C(=NR"®}-NH,;

or -Q-R’ taken together represents -C(O)OH, -C(OIN(R')R?, -C(=NH)-N(R")R? or

(o]

R!
—N .
r2
g .

R*is chosen from the group consisting of hydrogen, alkyl, aryl, aralkyl and cycloalkyl;

provided that when A is -R" or -OR", R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, alkyl, cycioalkyl, -[C4-Cg alkyI]-Ra.
-[C2-Cq alkyl]-R®, -[C4-Cs alkyl-R", acyl, -C(O)R?, -C(O)-[C+-Cs alkyl}-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonylalkyl, carboxyalkyl, optionally substituted arylsulfonyi,
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aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfony!, monoalkylaminosulfonyl, dialkylaminosutfonyl,
arylaminosuifonyl, arylsulfonylaminccarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R', -C(O}-R®-N(R")R? -C(0Q)-RZ-N(R")C(O)-RE-N(R")R?,
-C(0)-N(R')-R®-C(O)OR;

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyt (optionally substituted with alkyl, aralkyl or alkoxy);

eachR"is independently chosen from the group consisting of halo, alkoxy, optionally
substifuted aryloxy, optionally substituted aralkoxy, optionally substituted -$(0)-R%,
acylamino, amino, monoalkylamino, diatkylamino, (triphenyimethyl}amino, hydroxy,
mercapto, alkylsulfonamido;

each R"' is independently chosen from the group consisting of cyano, di(alkexy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and diatkylaminocarbonyt;

each R, R", R™ R, R", and R? are independently hydrogen or alkyt:

each R is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl;

R" is hydrogen, NO,, or toluenesulfonyl;

sach R* is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R? or -SO,R%Z;

or R?' taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R?" taken together with R *® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each RZ js independently alkyl, cycloalky!, optionally substituted aryl or optionally substituted
aralky!; and

R® is an amino acid residue;

to praduce a compound of formula (1), formula (I1) or formula (.

58.  Aprocess for synthesizing a compound of formula (1), formula (11} and
formula (11):
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F
(CR"H)m
_ACR™)H)g=(CR)H),~C—(CR™RZ),— A

R17

N

NN\

w

Q—(C(R“‘)Rz")n—A
A

v
A,
U\Y)\

|

L

X (; or
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vAC(R”)H)«.—(C(R”)H)r—@-(C(R‘“>R2°)n—A

¥4
I ‘ (ny;
U )\ A\

wherein:
Als -C(O)N(R™)R?;
each X, Y and Z are independently N or C(R'®);

each U is N or C(R®), provided that U is N only when X is N and Z and Y are CR ™

Vis N(R*), S, O or G(R*H;
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each Wis N or CH;

Q is chosen from the group consisting of a direct bond, -C(OY-, -O-, -C(=N -R")-, -8(0),, and
NR%)-;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zero or one;

r is zero or one, provided that when Q and V are hetercatoms, m, q, and r cannot all be zero;
when Ais -OR’, -N(R')C(O)R?, -N(R™®)C(0)OR?, N(R")R?!, NR')C(ON(R")R,
-S(O)R’ (where tis zero), or -NHSO,R?, n, q, and r cannot all be zero: and when Q s
heteroatom and A is -OR', -N(R")C(O)R?, -N(R'™)C(O)OR? , -NRHR?,
-NR™)COINRY)R'®, -S(O)}R' (when tis zero) or -NHSO,R%, m and n cannot both be
zero;

tis zero, one or two;

(T}—

is an optionally substituted N-heterocyclyl:

3 is an optionally substituted carbocyclyl or optionally substituted N-heterocyclyl;

R is hydrogen;

each R' and R? are independently chosen from the group consisting of hydrogen, optionally
substituted C4-Cy alkyl, optionally substituted cycloalkyl, -[Cq-Cg alkyl-R®,

-[C2-Cy alkenyl]-R®, -[C,-Cs alkynyl]-R®, -[C-C, alkyl}-R" (optionally substituted by
hydroxy), -[C4-C¢l-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;

orR' and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl;

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
haloalkyl, -{C+-Cg alkyl]-C(OIN(R")R?, -[C/-Cg alkyl]-N(R")R?, -[C,-Cs alkyl}-R®,
+{C2-Cy alkyl]-R", -[C1-C; alkyl}-R"", and heterocyciyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);

or when Qis -N(R®)- or a direct bond to R®, R® may additionally be
aminocarbonyl.‘ alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
dialkylaminocarbonyl and -C(=NR'®)-NH,;
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or -Q-R’ taken together represents -C(O)OH, -C(O)N(R'JR?, -C(=NH)-N(R")R? or

R* is chosen from the group consisting of hydrogen, alkyl, aryt, aralkyl and cycloalkys;

provided that when Aiis -R" or -OR', R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R® is chosen from the group consisting of hydrogen, halo, alkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR'®, -8(0)-R™, -NR'R?', -N(R™)CO)NR')R',
NR™)C(O)OR™, -NR™)C(O)R™, -[C;-Cq alkyl-C(O)OR'®, '
-[Co-Cs alkyi]-C(H)[C(O)OR ], and -[Cq-Cq alkyl]-C{OINRR';

R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, -[C,-C; alky(]-R®,

-[C2-Cy alkyl-R™, -[C-Cy alkyll-R"", acyl, -C(O)R?, ~C(O)C+-Cq alkyi]-R®,
atkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkylsulfonyl, optionally substituted aryl, optionally substituted
heterocyclyl, alkoxycarbonytalky, carboxyalkyl, optionally substituted arylsulfonyl,
aminocarbonyl, monoalkylaminocarbonyl, dialkylaminocarbonyl, optionally substituted
arylaminocarbonyl, aminosulfonyl, monoalkylaminosulfonyl, dialkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbonyl, optionally substituted N-heterocyclyl,
-C(=NH)-N(CN)R', -C(O)}-RZ-N(R")R?, -C(0)-R¥-N(R")C(O}-RE-N(R")R,
-C(O)-N(R")}-R®-C(O)OR";

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyt and alkoxy), and heterocyclyl (optionally substituted with alkyl, aralkyl or alkoxy);

each R" is independently chosen from the group consisting of halo, alkoxy, aptionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,
acylamino, amino, monoalkylamino, dialkylamino, (triphenylmethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

eachR"is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminacarbonyl, monoalkylaminocarbonyl and dialkylaminacarbonyl;

each R R™ R™,R', R", and R? are independently hydrogen or alkyl;
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each R" is independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl; '

R'® is hydrogen, NO,, or toluenesulfonyl;

eachR"is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyl
halo or haloalkyl,

each R*" is independently hydragen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R% or -SOszz;

or R* taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

or R* taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R% is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aratkyl; and

R* is an amino acid residue;

comprising photolytically cleaving the compound of formula (1Xa), formula (IXb) or

formula (IXc):
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o-R?
(C(R™H),

v - CRPH)G—(CR™H),—C—(CRMRD), . @
/

R17

)\ »'N\z

o] "
(IXa),

b

~ N

Y

L
Py /
27 Ny N (IXb) ; o
l )\ o R?
u
\Y/ h\l/\N
W/
y CRH)—(CR"H), (CR™R?,
* /L@
z7 Ty N
I N2
u )\ Xc): ° R
\Y N/\ (1Xc),

wherein:
UV, W, XY, and Z are as defined above;
R% R, R R R™ R', R, and R? are as defined above;

@ is a sclid support;

and L is a linker residue of formula (IX):
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NO,

(X

wherein the unsatisfied valence on the right of the formulz represents the point of
attachment to the solid substrate and the unsatisfied valence on the left of the formula
represents the point of attachment to the ligand;

to form the compound of formula (1), formula () and formula (Hl) as defined above.

59. A methad of treating a condition résulting from an abnormality in nitric oxide
production which comprises administering to a mammal having a condition resulting from an
abnormality in nitric oxide production a therapeutically effective amount of a compound of
formula (f), formula (1) or formula (HIl):
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Q-R?
(CR®H)m
y - (CRH)—(CR™)H)~C—(CR™R),—A

A i"
ﬁ Xy OF
U\Y)\h\l/\N

W/

(C(R'™R®),—A

(o
A

ﬁ X (I ; or
U\Y/]\,\\‘/\N
we/

v/(C(R12)H)q—(C(R13)H)r‘@(C(R14)R2°)n—A
PY

ﬁ )x\ ay;
U\Y/ l\\l/\N
W/

" wherein:

Ais-R", -OR', -COONR")R?, -P(O)IN(R)R? ],, N(R')C(O)R?., NR™)C(O)0R?, -N(R")R?!,

NR™®)C(O)N(R')R', -S(O)R', -SO,NHC(O)R', -NHSO,RZ, -SON(R"H,
-C(ONHSO,R?, and -CH=NOR';

each X, Y and Z are independently N or C(R *®);
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each Uis N or C(R®), provided that U is N anly when Xis N and Z and Y are CR **;

Vis N(R%), S, O or C(RY)H;

each Wis N or CH;

Q is chosen from the group consisting of a direct bond, -C(O)-, -O-, -C(=N -R")-, -5(0O),, and
N(R®;

m is zero or an integer from 1 to 4;

n is zero or an integer from 1 to 3;

q is zerc or one;

r is zero or one, provided that when Q and V are heteroatoms, m, g, and r ¢annot all be Zero;
when A is -OR", -N(R")C(O)R?, -N(R")C(0)OR?, -N(R"R?", -N(R'®)C(O)N(R)R™®,
-S(O)R’ (where t is zero), or -NHSO,R?, n, g, and r cannot all be zero; and when Q is a
heteroatom and A is -OR’, -N(R")C(O)R?, -N(R'®)C(0)OR? , -N(R")R?!,
-NR™)C(O)N(R")R'®, -S(O)R" (when t is zero) or -NHSO,R%, m and n canriot both be
zero;

tis zero, one or two;

('P_

is an optionally substituted N-heterocyclyl;

S is an optionally substituted carbocyclyt or optionally substituted N-heterocyclyl;
each R'and R? are independently chosen fram the group consisting of hydrogen, optionally
substituted C,-Cy alkyl, optionally substituted cycloalkyl, -[Cq-Cg alkyl}-R®,
-[C2-C alkenyl]-R®, -[C,-Cq alkynyl]-R®, -[C,-Cs alkyl]-R™ (optionally substituted by
hydroxy), {C4-Cal-R"" (optionally substituted by hydroxy), optionally substituted
heterocyclyl;
or R and R? together with the nitrogen atom to which they are attached is an optionally
substituted N-heterocyclyl; ‘
R®is chosen from the group consisting of hydrogen, alkyl, cycloalkyl, optionally substituted aryl,
hatoalkyl, -[C;-Cg alkyl]-C(O)N(R")R?, -[C,-Cy alkyl]-N(R")R?, -[C,-Cg alkyl}-R®,
-[C»Cq alkyl]-R", -[C4-Cy alkyi]-R"", and heteracyclyl (optionally substituted by one or
more substituents selected from the group consisting of halo, alkyl, alkoxy and
imidazolyl);
or when Qis -N(R®)- or a direct bond to R®, R may additionally be
aminocarbonyl, alkoxycarbonyl, alkylsulfonyl, monoalkylaminocarbonyl,
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dialkylaminocarbonyl and -C(=NR'®)-NH,;
. or -Q-R® taken together represents -C(O)OH, -C(OIN(RY)R?, -C(=NH)-N(R")R? or
o)
R!
——N
R2
(o]

R*is chosen from the group consisting of hydrogen, alkyl, aryl, aratkyi and cycloalkyl;

provided thatwhen Ais -R' or -OR", R* cannot be hydrogen, and when V is CH, R* may
additionally be hydroxy;

R®is chosen from the group consisting of hydrogen, halo, atkyl, haloalkyl, optionally substituted
aralkyl, optionally substituted aryl, -OR™, -8(0)-R"®, -N(R™)R?", -N(R™®)C(OIN(R")R™®,
NR™)C(O)OR'S, -N(R™)C(O)R®, -{Cy-Cy alkyl]-C(O)OR'™,

-[Co-Ca alkyl]-C(H)IC(O)OR ™}, and -[Cy-C, alkyl-CON(R)R'™®;

R®is chosen from the group consisting of hydrogen, alkyl, cyctoalkyl, -[C;-Cg alkyl]-R®,

-(C2~Ca alkyl}-R™, -[C1-C; alkyl-R"", acyl, -C(O)R®, -C(OC;-Cy alkyl]-R®,
alkoxycarbonyl, optionally substituted aryloxycarbonyl, optionally substituted
aralkoxycarbonyl, alkyisulfonyl, optionally substituted aryl, optionally substituted
heterocycly!, alkoxycarbonylalkyl, carboxyalky!, optionally substituted arylsuifonyl,
aminocarbonyl, monoalkylaminocarbonyi, dialkylaminocarbonyl, aptionally substituted
arylamingcarbony!, aminosulfanyl, monoalkylaminosulfonyl, diatkylaminosulfonyl,
arylaminosulfonyl, arylsulfonylaminocarbenyl, eptionally substituted N-heterocyclyl,
-C{=NH}-N(CN)R", -C(0)-RE-N(R")R?, -C(0)-RP-N(R")C(0)-RP-N(R")R?,
-C(O)NR")-R®.C(O)OR";

each R®and R® are independently chosen from the group consisting of haloalkyl, cycloalkyl
(optionally substituted with halo, cyano, alkyl or alkoxy), carbocyclyl (optionally
substituted with one or more substituents selected from the group consisting of halo,
alkyl and alkoxy), and heterocyclyl (optionally substjtuted with alkyl, aralkyl or alkoxy);

each R"is independently chosen from the group consisting of halo, alkoxy, optionally
substituted aryloxy, optionally substituted aralkoxy, optionally substituted -S(0)-R%,

0 acylamino, amino, monoalkylamino, dialkylamino, (triphenyimethyl)amino, hydroxy,
mercapto, alkylsulfonamido;

eachR"is independently chosen from the group consisting of cyano, di(alkoxy)alkyl, carboxy,
alkoxycarbonyl, aminocarbonyl, monoalkylaminocarbonyl and dialkylaminocarbony|;
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each R, R®, R™, R", R", and R are independently hydrogen o alkyl:

eachR¥ s independently hydrogen, alkyl, optionally substituted aryl, optionally subsituted
aralkyl or cycloalkyl;

R is hydrogen, NO,, or toluenesulfonyl:

each R™ is independently hydrogen, alkyl (optionally substituted with hydroxy), cyclopropyt,
halo or haloalky!;

each R*' is independently hydrogen, alkyl, cycloalkyl, optionally substituted aryl, optionally
substituted aralkyl, -C(O)R% or -S0,R?,

or R?' taken together with R and the nitrogen to which they are attached is an optionally
substituted N-heterocyciyl;

or R? taken together with R *® and the nitrogen to which they are attached is an optionally
substituted N-heterocyclyl;

each R is independently alkyl, cycloalkyl, optionally substituted aryl or optionally substituted
aralkyl; and

R% is an amino acid residue;

as a single sterecisomer or mixture thereof, or a pharmaceutically acceptable salt thereof.

60.  The method according to Claim 59 wherein said condition resulting from an
abnormality in nitric oxide production is chosen from ihe group consisting of m ultiple sclerosis,
stroke or cerebral ischemia, Alzheimer's disease, HIV dementia, Parkinson's disease,
meningitis, dilated cardiomyopathy and congestive heart failure,, atherosclerosis, restenosis or
graft stenosis, septic shock and hypotension, hemorrhagic shock, asthma, adult respiratory
distress syndrame, smoke or particulate-mediated lung injury, pathogen-mediated pneumonias,
trauma of various etiologies, rheumatoid arthritis and osteoarthritis, glomerulonephritis,
systemic lupus erythematosus, inflammatory bowel diseases such as ulcerative colitis and
Crohn's disease, insulin dependent diabetes meliitus, diabetic neurcpathy or nephropathy,
acute and chronic organ transplant rejection, transplant vasculvopathies. graft-versus-host
disease, psoriasis and other inflammatory skin diseases, and cancer.

61. The method of Claim 60 wherein the condition is multiple sclerosis.
62.  The method of Claim 60 wherein the condition is rheumatoid arthritis.

63.  The method of Claim 60 wherein the condition is dilated cardiomyopathy.
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64. The method of Claim 60 wherein the condition is eongéstive heart failure,

65.  Compounds of the formula (1), formuta (ll) or formula {Il1), processes for their
preparation or pharmaceutical compositions or methods of treatment
involving/containing them, substantially as hereinbefore described with

reference to the Examples.

- 66.  Compounds of the formula (IV), formula (Va), formula (Vb), formula (Vc),
formula (Vla), formula (VIb), formula (Vic), formula (Vila), formula (ViIb),
formula (Vllc), formula (Viil), formula (iXa). formula (IXb) or farmula (IXc) or
methods of treatment invalving/containing same, as hereinbefore described with

reference to the Examples.

67.  Use of compounds of the formula (l), formula (11) or formula (lil) for the
preparation of a pharmaceutical composition for the treatment of a condition
resulting from an abnormality in nitric oxide production.

DATED this 31st day of January, 2001
BERLEX LABORATORIES, INC AND PHARMACOPEIAI, INC.

By their Patent Attorneys
DAVIES COLLISON CAVE
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