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46. A process for preparing a compound of the formula: 

wherein: 

n is an integer from 0 to 3; and 

Rz is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each or which 

may be substituted or unsubstituted; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which may 

be substituted or unsubstituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, or an 

optionally substituted heteroaromatic or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 hetero atoms, 

RJ and RJA are the same or different and represent hydrogen or alkyl; or 

RJ and R3A, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

R5 and R6 are the same or different and represent hydrogen, halogen, hydr01'.J', alkyl, 

or alkoxy; or 

R5 and R6, taken together with the carbon atom to which they are attached form a 

cycloalkyl ring; 

R5a and R6a are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy; 

R1 represents hydrogen or alkyl; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
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Ar1 and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, or an optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

hetero atoms. 

the process comprising: 

reacting a compound of the formula: 

RsA 

y 

wherein Y is halogen or sulfonate ester, 

in a suitable solvent in the presence of a suitable base, 

with a secondary amine of the formula: 

47. A process according to Claim 46, wherein 

n and Y are as defined in Claim 46; 

~and RJA are the same or different and represent hydrogen or 

RJ and RJA, taken together with the carbon atom to which they are attached, form a 

C3.a cycloalkyl ring; 

Rs and R6 are the same or different and represent hydrogen, halogen, hydroxy, C1-C6 

alkyl, or C1-C6 alkoxy; or 

Rs and R6, taken together with the carbon atom to which they are attached form a 

C3.a cycloalkyl ring; 

Rsa and Risa are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, C1-C6 alkyl, and C1-C6 alkoxy; 
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R2 is hydrogen or 

C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3.s cycloalkyl, (C3-s cycloalkyl) Ci-3 alkyl, or C1-

C6 haloalkyl, each or which unsubstituted or substituted by one or more of 

halogen, nitro, cyano, trifluormethyl, trifluoromethoxy, C1-3 haloalkyl, 

hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1-C6)alkylamino; 

R4 is hydrogen or 

C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3.scycloalkyl, (C3.s cycloalkyl)C1.4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

~ is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -

X4Re, wherein X4 and Re are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 
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wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[dJisoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1 -C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

and -X4Rs, wherein X4 and Rs are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of-CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 
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-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

Rs and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(C1-C6 alkyl), -NH(C1-C6 alkyl), 

-N(C1-C6 alkyl)(C1-C6 alkyl), -NHC(O)(C1-C6 alkyl), -N(C1-C6 

alkyl)C(O)(C1-6 alkyl), -NHS(O)x(C1-C6 alkyl), -S(O)x(C1-C6 alkyl), -

S(O)xNH(C1-C6 alkyl), -S(O)xN(C1-C6 alkyl)( C1-C6 alkyl), (where xis 

0, 1, or 2). 

48. A compound of the formula: 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

mis 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or 

dialkylamino, optionally substituted alkyl, optionally substituted alkenyl, 

optionally substituted alkynyl, optionally substituted cycloalkyl, optionally 

substituted (cycloalkyl)alkyl; or 

R is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
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, 
Ri, R2, R3, RJA, Rs, and R6 are independently selected from hydrogen, hydroxy, 

halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, 

optionally substituted alkyl, optionally substituted alkenyl, optionally 

substituted alkynyl, optionally substituted cycloalkyl, and optionally 

substituted (cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 

having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

49. A compound according to Claim 48, wherein the compound exhibits an 

ICso of 1 uM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

50. A compound according to Claim 48 of the formula 

R1 

~ /R4 

Ar1 N\ 
R2 R3 Ar2 

wherein Ari, Ar2, R, Ri, R2, RJ, and ~are as defined in Claim 48. 

r 

51. A compound according to Claim 50, wherein 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 

nitro, haloalkyl, and 

507 



WO 02/49993 PCT/US00/26816 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino; or 

R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, each of which may be optionally substituted or substituted with 

up to four groups independently selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; and 

Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 

nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 

dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
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cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N­

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -X4Ra, 

wherein X4 and Ra are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N­

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and­

X4Ra, wherein X4 and Ra are as defined below; and 
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ii) bicyclic oxygen-containing groups of the formula: 

wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

X4 is independently selected at each occurrence from the group consisting of-CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

Re and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(alkyl), -NH(alkyl), 

-N(alkyl)(alkyl), -NHC(O)(alkyl), -N(alkyl)C(O)(alkyl), -NHS(O)x(C1-C6 

alkyl), -S(O)x(alkyl), -S(O)xNH(alkyl), -S(O)xN(alkyl)(alkyl), (where x 

is 0, 1, or 2). 

52. A compound according to Claim 50, wherein 

Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) C1 -Ca alkyl, C2-C6 alkenyl, C2-C5 alkynyl, Ca-Ca cycloalkyl, and (Ca-Ca 

cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 

one or more of halogen, nitro, cyano, trifluoromethyl, triiluoromethoxy, 
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haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or cli(C1-

C6)alkylamino; 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) C1-Ca alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Ca cycloalkyl, and (C3-

Ca)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 

by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1-

C6)alkylamino; or 

R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, each of which may be optionally substituted or substituted with 

up to four groups independently selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Ca alkyl, 

C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

R4 is hydrogen or 

C1-a alkyl, C2-s alkenyl, C2-s alkynyl, C3.scycloalkyl, (C3.a cycloalkyl)C1.4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b)thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d)isoxazolyl, quinolinyl, isoquinolinyl, 
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cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -

X4Rs, wherein X4 and Rs are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; and 

Ari is ethylenedioxyphenyl, melhylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodio.xinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C5)alkoxy, carboxylic acid, esters of 

carboxylic acids, am.inocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 
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C 1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

and -"4Rs, wherein .M and Rs are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of-CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(==O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

Rs and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(C1-C6 alkyl), -NH(C1-C6 alkyl), 

-N(C1-C6 alkyl)(C1-C6 alkyl), -NHC(O)(C1-C6 alkyl), -N(C1-C6 

alkyl)C(O)(C1.6 alkyl), -NHS(O)x(C1-C6 alkyl), -S(O)x(C1-C6 alkyl), -

S(O)xNH(C1-C6 alkyl), -S(O)xN(C1-C6 alkyl)( C1-C6 alkyl), (where xis 

0, 1, or 2). 

53. A compound according to Claim SO, wherein: 

R is hydrogen, halogen, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alk:ynyl, C1-Cs cycloalkyl, 

(C3-Cacycloalkyl)C1-C3alkyl, C1-Ca alkoxy, or C1-Cs haloalkyl, or 
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R is a phenyl which may be substituted by up to five substituents independently 

chosen from C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, halogen, 

cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(C1-

C6)alkylamino, aminocarbonyl, sulfonamido, mono or di(C1-C6)alkylsulfonamido, 

3,4-methylenedioxy, 3,4-(1,2-ethylene)dioxy, trifluoromethyl or trifluoromethoxy; 

R1 is hydrogen, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl (C3-

Cscycloalkyl)C1-C3alkyl or C1-Cs haloalkyl; 

R2 is C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs cycloalkyl or (C3-

Cscycloalkyl)C1-C3alkyl or C1-Cs haloalkyl; 

R3 is hydrogen, C1-Cs alkyl, C2-Cs alkenyl, or C2-Cs alkynyl; 

R4 is C1-Cs alkyl, C3-Cs cycloalkyl, or (C3-Cs cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 

mono- or di(C1-C6)alkylamino; or 

R4 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 

indolyl, indanyl, benzo(b]thiophenyl, benzodioxinyl, benzodioxolyl, 

benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-

C6 alkynyl, C1-C6 alkox:y, amino, mono- or di(C1-C6)alkylamino; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 

alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino; 

and 
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Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from phenyl, phenyl(C1-C4)alkyl, thienyl, 

pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, indanyl, benzo[b}thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[dJisoxazolyl, quinolinyl, 

isoquinolinyl, and quinoxalinyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, mono- or 

di(C1-C6)alkylamino, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-(C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl, 

and 

bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino. 

54. A compound according to Claim 50, wherein: 

R is hydrogen, halogen, Ci-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs cycloalkyl, 

(C3-Cscycloalkyl)C1-C3alkyl, Cr-Cs alkoxy, or C1-Cs haloalkyl, or 

R is a phenyl which may be substituted by up to five substituents independently 

chosen from C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, halogen, 

cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(C1-

C6)alkylamino, aminocarbonyl, sulfonamide, mono or di(C1-C6)alkylsulfonamido, 

3,4-methylenedioxy, 3,4-(1,2-ethylene)dioxy, trifluoromethyl or trifluoromethoxy; 
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R1 is hydrogen, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl (C3-

Cscycloalkyl)C1-C3alkyl or C1-Cs haloalkyl; 

R2 is C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cs cycloalkyl or (C3-Cs 

cycloalkyl)C1-C3alkyl or C1-Cs haloalkyl; 

R3 is hydrogen, C1-Cs alkyl, C2-Cs alkenyl, or C2-Cs alkynyl; 

R4 is C1-Cs alkyl, C3-Cs cycloalkyl, or (Cg-Cs cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 

mono- or di(C1-C6)alkylamino; or 

R4 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 

indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 

benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 

alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 

of which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino; and 
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Ar2 is phenyl, phenyl(C1-C4)alkyl1 thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 

indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino1 carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C1-

C6)alkylaminocarbonyl, N-(C1-C6)alkylsulfonylaminocarbonyl1 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl, or 

Ar2 is a bicyclic oxygen-containing group of the formula: 

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino. 

55. A compound according to Claim 50, wherein 

R is hydrogen, halogen, methyl, ethyl, methoxy, ethoxy, trifluoromethyl, or phenyl; 

R1 is hydrogen, methyl or ethyl; 

R2 is C3-C6 alkyl; 

RJ is hydrogen, methyl or ethyl; 

R4 is C1-Cs alkyl, C3-Cs cycloalkyl, or (C3-Cs cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitre, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 

mono- or di(C1-C6)alkylamino; or 
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R4 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 

indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[dlisoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino; or 

~ is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 

alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 

of which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino; and 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 

indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d)isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, Cz-C6 alkenyl, C2-

~ alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-~)alkylamino; 

Ar2 is a bicyclic oxygen-containing group of the formula: 
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wherein Re represents 0 to 3 groups selected from halogen, nitro, eyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 

56. A compound of the formula: 

wherein: 

mis 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or 

dialkylamino, optionally substituted alkyl, optionally substituted alkenyl, 

optionally substituted alkynyl, optionally substituted cycloalkyl, optionally 

substituted (cycloalkyl)alkyl; or 

R is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R1, R2, ~.~A, Rs, and R6 are independently selected from hydrogen, hydroxy, 

halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, 

optionally substituted alkyl, optionally substituted alkenyl, optionally 

substituted alkynyl, optionally substituted cycloalkyl, and optionally 

,substituted (cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 
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Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 

having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

57. A compound of the formula: 

wherein Ar1, R, R1, R2, R3, R4 are as defined in Claim 56. 

58. A compound according to Claim 56, wherein: 

Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 

one or more of halogen, nitro, cyano, trifl.uoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino; 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

Cs)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 

by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1-

C6)alkylamino; or 
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R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, each of which may be optionally substituted or substituted with 

up to four groups independently selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, 

C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

R4 is hydrogen or 

C1-a alkyl, C2-a alkenyl, C2-a alkynyl, Ca-acycloalkyl, (CJ-a cycloalkyl)C1-4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d)isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -

X4Rs, wherein X4 and Re are as defined below; or 

~is a bicyclic oxygen-containing group of the formula: 
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wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifl.uoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; and 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz(d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

and -X4Rs, wherein X4 and Rs are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 

wherein RB represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 
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X4 is independently selected at each occurrence from the group consisting of -CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and-NRcS(O)m- (where mis 0, 1, or 2); 

and 

Rs and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(C1-C6 alkyl), -NH(C1-C6 alkyl), 

-N(C1-C6 alkyl)(C1-C6 alkyl), -NHC(O)(C1-C6 alkyl), -N(C1-C6 alkyl)C(O)(C1-6 alkyl), -

NHS(O)x(C1-C6 alkyl), -S(O)x(C1-C6 alkyl), -S(O)xNH(C1-C6 alkyl), -S(O)xN(C1-C6 

alkyl)( C1-C6 alkyl), (where xis 0, 1, or 2). 

59. A compound according to Claim 56, wherein: 

R is hydrogen, halogen, methyl, ethyl, methoxy, ethoxy, trifluoromethyl, or phenyl; 

R1 is hydrogen, methyl or ethyl; 

R2 is C3-C6 alkyl; 

RJ is hydrogen, methyl or ethyl; 

R4 is C1-Cs alkyl, C3-Cs cycloalkyl, or (C3-Cs cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 

mono- or di(C1-C6)alkylamino; or 

'R4 is phenyl, phenyl( Ci -C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 

indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 

benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 

alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino; 

and 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 

of which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino. 

60. A compound of the formula: 

or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

misO, 1, or2; 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 

mono- or dialkylamino, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 

optionally substituted (cycloalkyl)alkyl, 
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optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2, Ra, RaA, Rs, and Re; are independently selected from hydrogen, hydroxy, halogen, 

amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally 

substituted alkyl, optionally substituted alkenyl, optionally substituted 

alkynyl, optionally substituted cycloalkyl, and optionally substituted 

( cycloalkyl)aJkyl; 

R and R3 may be joined to form an optionally substituted saturated carbocylic ring 

of from 5 to 8 members or an optionally substituted heterocyclic ringof from 

5 to 8 members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from l to 3 rings, 3 to 8 members in each ring and from I to 3 

heteroatoms. 

61. A compound according to Claim 60, wherein the compound exhibits an 

ICso of I uM or less in an assay of CSa mediated chemotaxis or calcium mobilization. 

62. A compound according of the formula: 

R 
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or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 

mono- or dialkylamino, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 

optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2 and Ra are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 

optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R and Ra may be joined to form an optionally substituted carbocylic ring of from 5 to 

8 members or an optionally substituted heterocyclic ring of from 5 ro 8 

members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
I 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 

63. A compound according to Claim 62, wherein Rand Ra are not joined. 

64. A compound according to Claim 62, wherein: 

R is selected from 
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i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylam.ino, cyano, 

nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 

pyrimidyl, pyrazinyl, each of which may be substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 

amino, and mono- or dialkylamino; 

R2 and RJ are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 

nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 

dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
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benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N­

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and­

X4Rs, wherein X4 and Rs are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ar1 is ethylencdio.xyphenyl, mcthylcnedio.h.'YPhenyl, or; 

Ar1 and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo(b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d)isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluorometho.xy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carbo.xylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N-
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alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and -

MRe, wherein X4 and Rs are as defined below;, and 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O}m-, -C(=O)NHS(O)m-, and-NRcS(O)m- (where mis 0, 1, or 2); 

and 

Re and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(alkyl), -NH(alkyl), 

-N(alkyl)(alkyl), -NHC(O)(alkyl), -N(alkyl)C(O)(alkyl), -NHS(O)x(alkyl), -S(O)x(alkyl), -

S(O)xNH(alkyl), -S(O)xN(alkyl)(alkyl), (where xis 0, 1, or 2). 

65. A compound according to Claim 62, wherein: 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) C1-Ca alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Ca cycloalkyl, and (Ca­

Ca)cycloalkyl) C1-Ca alkyl, each of which may be unsubstituted or substituted 

by one or more of halogen, nitre, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1-

C6)alkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 

pyrimidyl, pyrazinyl, each of which may be optionally substituted or 

substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 

di(C1-C6)alkylamino; 

R2 and R3 are indep~ndently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) C1 -Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalk:yl, and (C3-Cs 

cycloalk:yl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 

one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino; 

R4 is hydrogen or 

Ci.a alkyl, C2.s alkenyl, C2.a alkynyl, C3.scycloalk:yl, (C3.s cycloalkyl)C1.4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alk:ylamino, 

~ is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b)thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
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substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino{C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-{ 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -

M.Rs, wherein X4 and Ra are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i} phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzirnidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[bJthiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d}isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-Ci>)alkylaminocarbonyl, N~( 

Ci -C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

and -X4Ra, wherein M. and Ra are as defined below; and 
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ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of-CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(==O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and-NRcS(O)m- (where mis 0, 1, or 2); 

and 

Rs and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(C1-C6 alkyl), -NH(C1-C6 alkyl), 

-N(C1-C6 alkyl)(C1-C6 alkyl), -NHC(O)(C1-C6 alkyl), -N(C1-C6 

alkyl)C(O)(C1-6 alkyl), -NHS(O)x(C1-C6 alkyl), -S(O)x(C1-C6 alkyl), -

S(O)xNH(C1-C6 alkyl), -S(O)xN(C1-C6 alkyl)( C1-C6 alkyl), (where xis 

0, 1, or 2). 

66. A compound according to Claim 62, wherein: 

R is hydrogen, halogen, hydroxy, C1-C6 alkoxy, haloalkyl, C1-Cs alkyl, C2-C6 alkenyl, 

C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-Cs)cycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 
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di(C1-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(C1-

C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy; 

R2 is selected from C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, (C3-Cs 

cycloalkyl) C1-Ca alkyl and haloalkyl; 

Ra is hydrogen C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl; 

R4 is C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3-scycloalkyl, (Ca-a cycloalkyl)C1.4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz(d)isoxazolyl, each of which may be substituted with up to 

five groups independently selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, 

amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from 
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i) phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di{C1-C6)alkylamino. 

67. A compound according to Claim 66, wherein 

R, R2, R3, R4, and Ar2 are as defined in Claim 66; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy. 

68. A compound according to Claim 66, wherein: 

R, R2, and R3 are as defined in Claim 66; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

534 



WO 02/49993 PCT/US00/26816 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

R4 is Ca-Cs alkyl, C2-Cs alkenyl, C2.Cs alkynyl, Ca-Cscycloalkyl, (Ca-s cycloalkyl)C1-

C4alkyl, C1-Cs haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6) alkylamino, 

R4 is phenyl, ethylenedioxypheny1, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo(b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-~)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo(b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz(d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

535 



WO 02/-19993 PCT/US00/26816 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

69. A compound according to Claim 66, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 

di(C1-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(C1-

C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy; 

R2 is C3-C6 alkyl; 

RJ is hydrogen, methyl, or ethyl; 

~ is C3.Cs alkyl, C2.Cs alkenyl, C2.Cs alkynyl, C3.Cscycloalkyl, (C3.s cycloalkyl)C1-

C4alkyl, C1-Cs haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-
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C6)alkylamino, amino(C1-Ct;)alkox:y, carbox:ylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkox:y, carbox:ylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6}alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-o 

alkenyl, C2-6 alkynyl, C1-C5 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

70. A compound according to Claim 66, wherein: 

R is hydrogen, C1-Cs alkyl, C2-Co alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 

R2 is Ca-C6 alkyl; 
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R3 is hydrogen, methyl, or ethyl; 

R4 is C3.Cs alkyl, C2.Cs alkenyl, C2.Cs alkynyl, C3.Cscycloalkyl, (C3-s cycloalkyl)C1-

C4alkyl, C1-C8 haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C5)alkylamino, and amino(C1-

C6)alkoxy; and 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2.C6 alkenyl, C2. 

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 
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71. A compound according to Claim 66, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 

R2 is C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo(b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluorometho"'"Y• haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-~)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 
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Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-CG)alk:ylamino. 

7 2. A compound of the formula: 

or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

mis 0, 1, or 2; 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalk:yl, alkoxy, 

mono- or dialk:ylamino, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alk:ynyl, optionally substituted cycloalk:yl, 

optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2, RJ, R3A, Rs, and RG are independently selected from hydrogen, hydroxy, halogen, 

amino, cyano, nitro, haloalk:yl, alkoxy, mono- or dialk:ylamino, optionally 

substituted alkyl, optionally substituted alkenyl, optionally substituted 

alkynyl, optionally substituted cycloalkyl, and optionally substituted 

(cycloalkyl)alk:yl; 
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R and Ra may be joined to form an optionally substituted saturated carbocylic ring 

of from 5 to 8 members or an optionally substituted heterocyclic ringof from 

5 to 8 members; 

R.i is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Rs and R9 are independently chosen from Hor optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 

substituted cycloalkyl, (cycloalkyl)alkyl, haloalkyl, or the like. 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 

73. A compound according to Claim 72, wherein the compound exhibits an 

ICso of 1 uM or less in an assay of CSa mediated chemotaxis or calcium mobilization. 

74. A compound according of the formula: 

(R, 
N~Ar2 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 

mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
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alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 

optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1to3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2 and Ra are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylarnino, optionally substituted 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 

optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted carbocylic ring of from 5 to 

8 members or an optionally substituted heterocyclic ring of from 5 ro 8 

members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ar1 is ethylenedioxyphenyl, rnethylenedioxyphenyl, or; 

Ar1 and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 

75. A compound according to Claim 74, wherein Rand R3 are not joined. 

76. A compound according to Claim 74, wherein: 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylam.ino, cyano, 

nitro, haloalkyl, and 

5..J2 



WO 02/49993 PCT/US00/26816 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 

pyrimidyl, pyrazinyl, each of which may be substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 

amino, and mono- or dialkylamino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 

nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 

dialky lamina, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzod.ioxolyl, benzf d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
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substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N­

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and­

X4Re, wherein X4 and Rs are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N­

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and -

X4Rs, wherein X4 and Rs are as defined below;, and 

ii) bicyclic oxygen-containing groups of the formula: 
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wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

tritl.uoromethyl, tritl.uorometho>..")', haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

X4 is independently selected at each occurrence from the group consisting of-CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O}NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

Rs and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(alkyl), -NH(alkyl), 

-N(alkyl)(alkyl), -NHC(O)(alkyl), -N(alkyl)C(O)(alkyl), -NHS(O)x(alkyl), -S(O)x(alkyl), -

S(O)xNH(alkyl), -S(O)xN(alkyl)(alkyl), (where xis 0, 1, or 2). 

77. A compound according to Claim 74, wherein: 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-

Ca)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 

by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1-

C6)alkylamino, 
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iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 

pyritnidyl, pyrazinyl, each of which may be optionally substituted or 

substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 

di(C1-C6)alkylamino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitre, haloalkyl, and 

ii) C1 -Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-Cs 

cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 

one or more of halogen, nitre, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino; 

R4 is hydrogen or 

C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3-scycloalkyl, (C3-s cycloalkyl)C1-4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitre, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitre, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
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hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -

X4Re, wherein X4 and Re are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-~ alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitre, cyano, trifluoromethyl, trifluoromethox:y, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylarninocarbonyl, N-( 

C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

and -MRe, wherein X4 and Re are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 
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wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2.6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

Ra and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(C1-C6 alkyl), -NH(C1-C6 alkyl), 

-N(C1-C6 alkyl)(C1-C6 alkyl), -NHC(O)(C1-C6 alkyl), -N(C1-C6 

alkyl)C(O)(C1-6 alkyl), -NHS(O)x(C1-C6 alkyl), -S(O)x(C1-C6 alkyl), -

S(O)xNH(C1-C6 alkyl), -S(O)xN(C1-C6 alkyl)( C1-C6 alkyl), (where xis 

0, 1, or 2). 

78. A compound according to Claim 74, wherein: 

R is hydrogen, halogen, hydroxy, C1-C6 alkoxy, haloalkyl, C1-Cs alkyl, C2-C6 alkenyl, 

C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-Cs)cycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 
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di(C1-C5)alkylamino, aminocarbonyl, sufonamido, mono or di(C1-

C6)alkylsulfonarnido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy; 

R2 is selected from C1-Ca alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Ca cycloalkyl, (C3-Cs 

cycloalkyl) C1-C3 alkyl and haloalkyl; 

RJ is hydrogen C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl; 

R4 is C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3.scycloalkyl, (C3.a cycloalkyl)C1.4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C5 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C5 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrirnidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz(d]isoxazolyl, each of which may be substituted with up to 

five groups independently selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, 

amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or di(C1-C5)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

R4 is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C5)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 
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i) phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitre, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifiuoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkm .. Jl, amino, and mono- or di(C1-C6)alkylamino. 

79. A compound according to Claim 78, wherein 

R, R2, RJ, R4, and Ar2 are as defined in Claim 78; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy. 

80. A compound according to Claim 78, wherein: 

R, R2, and Rg are as defined in Claim 78; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

R4 is C3.Ca alkyl, C2.Ca alkenyl, C2.Ca alkynyl, C3.Cacycloalkyl, (C3.a cycloalkyl)C1-

C4alkyl, C1-Ca haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6}alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

81. A compound according to Claim 78, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C5 alkenyl, C2-C5 alkynyl, C1-C6 alkoxy, amino, and mono- or 

di(C1-C5)alkylamino, aminocarbonyl, sufonamido, mono or cli(C1-

C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy; 

R2 is C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3.Cs alkyl, C2.Cs alkenyl, C2.Cs alkynyl, C3.Cscycloalkyl, (C3.s cycloalkyl)C1-

C4alkyl, C1-Cs haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2.5 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C5)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C5 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-
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C6)alkylam.ino, amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluorornethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d)isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

82. A compound according to Claim 78, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 

R2 is C3-C6 alkyl; 
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RJ is hydrogen, methyl, or ethyl; 

R4 is C3-Ca alkyl, C2-Ca alkenyl, C2-Ca alkynyl, C3-Cacycloalkyl, (Ca-a cycloalkyl)C1-

C4alkyl, Ci-Ca haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; and 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2-

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 
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83. A compound according to Claim 78, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, or (Ca-

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 

R2 is Ca-C6 alkyl; 

Ra is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz(djisoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

CG)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of car boxy lie acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 
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Ar'2 is bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C5)alkylamino. 

84. A compound of the formula: 

or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

mis 0, 1, or2; 

Rz, RJ, R3A, Rs, and Rti are independently selected from hydrogen, hydroxy, halogen, 

amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally 

substituted alkyl, optionally substituted alkenyl, optionally substituted 

alkynyl, optionally substituted cycloalkyl, and optionally substituted 

(cycloalk-yl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic a.ryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Rs and Rg are independently chosen from Hor optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 

substituted cycloalkyl, (cycloalkyl)alkyl, haloalkyl, or the like. 

556 



WO 02/49993 PCT/US00/26816 

Ari is ethylenedioxyphenyl, rnethylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 

85. A compound according to Claim 84, wherein the compound exhibits an 

ICso of luM or less in an assay of CSa mediated chemotaxis or calcium mobilization. 

86. A compound according of the formula: 

(R, 
N~Ar2 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

R2 and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 

optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R.i is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted arylalk:yl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 
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87. A compound according to Claim 86, wherein: 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 

nitre, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 

pyrimidyl, pyrazinyl, each of which may be substituted with up to four 

groups independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 

amino, and mono- or dialkylamino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 

nitre, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 

be unsubstituted or substituted by one or more of halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 

and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 

may be unsubstituted or substituted with one or more substituents selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 

d.ialkylamino, 

~ is phenyl, ethylenedioxyphenyl, methylened.ioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
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oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 

benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N-

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and -

X4Re, wherein X4 and Ra are as defined below; or 

~is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
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dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or dialkylaminocarbonyl, N­

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and­

X4Re, wherein X4 and Re are as defined below;, and 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Re represents 0 to 3 groups selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 

alkynyl, alkoxy, amino, and mono- or dialkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

RB and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(alkyl), -NH(alkyl), 

-N(alkyl)(alkyl), -NHC(O)(alkyl), -N(alkyl)C(O)(alkyl), -NHS(O)x(alkyl), -S(O)x(alkyl), -

S(O)xNH(alkyl), -S(O)xN(alkyl)(alkyl), (where xis 0, 1, or 2). 

88. A compound according to Claim 86, wherein: 

R is selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 
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ii) C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-

Cs)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 

by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1-

C6)alkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 

isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 

pyrimidyl, pyrazinyl, each of which may be optionally substituted or 

substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 

di(C i-C6)alkylam.ino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-Ca 

cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 

one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino; 

R4 is hydrogen or 

C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3-acycloalkyl, (C3-s cycloalkyl)C1-4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 

pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 

pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
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benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benzfd]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of 

carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1 -C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -

.M-RB, wherein X4 and RB are as defined below; or 

~is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-Cu alkm .. 'Y, amino, and mono- or di{C1-

C6)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedio.xyphenyl, or; 

Ar1 and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 

pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 

isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 

benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 

cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 

substituted or substituted with up to four groups independently selected 

from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 

hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C5 alkoxy, amino, 

mono- or di(C1-C6)alkylamino, amino(C1-C5)alkoxy, carboxylic acid, esters of 
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carboxylic acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( 

C1 -C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

and -X..Rs, wherein X.. and Re are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, -

CHRc-, -0-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, 

-NHC(=O)-, 

-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where mis 0, 1, or 2); 

and 

Re and Re, which may be the same or different, are independently selected at each 

occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 

one or more double or triple bonds, each of which may unsubstituted or 

substituted with one or more substituent(s) selected from: 

oxo, hydroxy, -O(C1-C6 alkyl), -NH(C1-C6 alkyl), 

-N(C1-C6 alkyl)(C1-C6 alkyl), -NHC(O)(C1-C6 alkyl), -N(C1-C6 

alkyl)C(O)(C1-6 alkyl), -NHS(O)x(C1-C6 alkyl), -S(O)x(C1-C6 alkyl), -

S(O)xNH(C1-C6 alkyl), -S(O)xN(C1-C6 alkyl)( C1-C6 alkyl), (where xis 

0, 1, or 2). 

89. A compound according to Claim 86, wherein: 

R is hydrogen, halogen, hydroxy, C1-C6 alkoxy, haloalkyl, C1-Cs alkyl, C2-C6 alkenyl, 

C2-C6 alkynyl, C3-Cs cycloalkyl, and (C3-Cs)cycloalkyl) C1-C3 alkyl, or 
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R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and mono- or 

di(C1-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(C1-

C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy; 

R2 is selected from C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Cs-Cs cycloalkyl, (Cs-Cs 

cycloalkyl) C1 -Cs alkyl and haloalkyl; 

Rs is hydrogen C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl; 

R4 is C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3-scycloalkyl, (C3-s cycloalkyl)C1-4alkyl, 

haloalkyl, each or which may be unsubstituted or substituted with one or 

more substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 

five groups independently selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, 

amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

~is a bicyclic oxygen-containing group of the formula: 

wherein RA represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
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C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-

C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b)thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d)isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(Cr­

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 

wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylarnino. 

90. A compound according to Claim 89, wherein 

R, R2, RJ, R4, and Ar2 are as defined in Claim 89; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalk:yl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy. 
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R, R2, and R:J are as defined in Claim 89; 
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Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, tri:fluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

R4 is C3.Ca alkyl, C2.Ca alkenyl, C2-Ca alkynyl, C3.Cacycloalkyl, (C3.a cycloalkyl)C1-

C4alkyl, C1-C8 haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, tri:fluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b}thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b}thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d)isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-
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C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C5 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C5)alkylamino. 

92. A compound according to Claim 89, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) Ci-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

Ci-Cs alh.-yl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoJ..-y, amino, and mono- or 

di(C1-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(C1-

C6)alkylsulfonamido, 3, 4-methylenedioxy, and 3, 4-( 1, 2-ethylene)dioxy; 

R2 is C3-C6 alkyl; 

RJ is hydrogen, methyl, or ethyl; 

R4 is C3.Cs alkyl, C2.Cs alkenyl, C2.Cs alkynyl, CJ.Cacycloalkyl, (C3.s cycloalkyl)C1. 

C4alkyl, Cz-Cs haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2.5 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C5)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b1thiophenyl, benzodioxanyl, benzodioxinyl, 
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benzodioxolyl, benzfd]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, tri:fluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-C6}alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

tri:fluoromethoxy, haloalkyl, hydro,.,.-y, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-CG)alkylamino, amino(C1-

C5)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein RB represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

568 



WO 02/49993 PCT/US00/26816 

93. A compound according to Claim 89, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs}cycloalkyl) C1-C3 alkyl, or phenyl; 

R2 is C3-C6 alkyl; 

Rg is hydrogen, methyl, or ethyl; 

R4 is C3.Ca alkyl, C2.Ca alkenyl, C2.Cs alkynyl, C3.Cacycloalkyl, (Cg.a cycloalkyl)C1-

C4alkyl, Ci-Ca haloalkyl, each or which may be unsubstituted or substituted 

with one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-~ alkoxy, amino and mono- or di(Cz­

C6)alkylamino; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkox:y; and 

Ar2 is phenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[dJisoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2.C6 alkenyl, C2. 

C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-

C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 

or di(C1-C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 
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wherein Rs represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

94. A compound according to Claim 89, wherein: 

R is hydrogen, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, or (C3-

Cs)cycloalkyl) C1-C3 alkyl, or phenyl; 

R2 is C3-C6 alkyl; 

Ra is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C1-C4)alkyl, 

thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 

naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 

benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 

or substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto.xy, 

C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-

C6)alkylamino, amino(C1-C5)alkoxy, carboxylic acid, esters of carboxylic 

acids, aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, and amino(C1-

C6)alkoxy; 

Ar2 is phenyl, phenyl( Ci -C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 

benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 

which may be optionally substituted or substituted with up to four groups 

independently selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 
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C6)alkoxy, carboxylic acid, esters of carboxylic acids, am.inocarbonyl, mono 

or di(C1-~)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 

wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and mono- or di(C1-C6)alkylamino. 

95. A compound according to Claim 1 of the formula 

_, .X5(cH2lm-<o 

Ar1 /N-R1 

Rz 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

Xs is C, N or CH; 

mis 0, 1, 2, or 3; 

Ar1 is chosen from optionally substituted carbocyclic aryl, optionally substituted 

arylalkyl, optionally substituted heteroaryl or heteroalicyclic group having 

from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

and 

R1 and R2 are independently chosen from Ci.a alkyl, C2.s alkenyl, C2.s alkynyl, C3. 

scycloalkyl, {C3-8 cycloalkyl)C1.4alkyl, each or which may be unsubstituted or 

substituted with one or more substituents selected from halogen, nitro, 

cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 
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alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, or 

R1 and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, im.idazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 

pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 

indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 

benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 

optionally substituted or substituted with up to four groups independently 

selected from halogen, nitro, cyano, tri:fluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 

alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C1-

C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl; 

96. A compound according to Claim 95 of the formula: 

or a pharmaceutically acceptable salt thereof, wherein: 

R1 is as defined in Claim 95; 

mis 1, 2, or3; 

n is 1, 2, or 3; 

X represents a carbon chain that may be substituted with hydrogen, halogen, 

cyano, nitro amino, mono or dialkyl amino, alkenyl, alkynyl, alkoxy, 
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trifluoromethyl, trifluoromethoxy, straight or branchec:l chain alkyl, or 

cycloalkyl; 

Ari and Ar2 independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, haloalkyl, alkyl, 

alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, hydroxy carbonyl (COOH), 

arninocarbonyl (CONH2), mono or dialkylaminocarbonyl, sulfonamido, and 

mono or dialkylsulfonarnido. 

97. A compound according to Claim 96, wherein the compound exhibits 

an ICso of 1 uM or less in an assay of CSa mediated chemotaxis or calcium 

mobilization. 

98. A compound according to Claim 96, wherein 

n, m, and R1 are defined as in Claim 96; 

Ari is independently chosen from phenyl, pyridyl, and pyrimidinyl each of which is 

optionally optionally substituted or substituted with up to 4 groups 

independently chosen from hydrogen, halogen, hydroxy, amino, Ci-C6 

alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-C6 haloalkyl, 

Ci -C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, (C3-Cscycloalkyl) 

Ci-C3alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 

di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 

ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido; and 

Ar2 represents suberanyl, indanyl, tetrhydronaphtyl, or indolyl, each of which is 

optionally optionally substituted or substituted with up to 4 groups 

independently chosen from hydrogen, halogen, hydroxy, amino, C1-C6 

alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, nitro, C1-C6 haloalkyl, 
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C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Ca cycloalkyl, (C3-Cacycloalkyl) 

C1-C3alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 

di(C1-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 

ethylenedioxy, and mono or di(C1-C6)alkylsulfonamido. 

99. A compound according to Claim 95 of the formula 

R, RJ, and Rs each represent up to 5 groups independently chosen from hydrogen, 

halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-

alkynyl, C3-Ca cycloalkyl, (C3-Cacycloalkyl) C1-C3alkyl, hydroxy carbonyl 

(COOH), aminocarbonyl (CONH2), mono or di(C1-C6)alkylam.inocarbonyl, 

sulfonamido, and mono or di(C1-C6)alkylsulfonamido; and represents 

suberanyl, indanyl, tetrhydronaphtyl, or indolyl, each of which is optionally 

optionally substituted or substituted with up to 4 groups independently 

chosen from hydrogen, halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, 

mono- or di(C1-C6)alkylamino, cyano, nitre, C1-C6 haloalkyl, C1-C6 alkyl, C2-

C6 alkenyl, C2-C6 alkynyl, C3-Cs cycloalkyl, (C3-Cscycloalkyl) C1-C3alkyl, 

hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or di(C1-
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C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedio:xy, ethylenedioxy, and 

mono or di(C1-C6)alkylsulfonamido. 

R1 is chosen from C1-s alkyl, C2-s alkenyl, C2-s alkynyl, Ca-scycloalkyl, (Ca-s 

cycloalkyl)C1-4alkyl, each or which may be unsubstituted or substituted with 

one or more substituents selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, or 

R1 is chosen from phenyl, phenylalkyl, chromanyl, chromanylalkyl, imidazolyl, 

imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, pyrimdylalkyl, pyrazinyl, 

pyrazinylalkyl, indolyl, indolylalkyl, indanyl, indanylalkyl, imidazopyridyl, 

azaimidazopyridyl, benzimidazoyl, benzimidazoylalkylbenzodioxolylalkyl, or 

benzodioxolyl, each of which may be optionally substituted or substituted 

with up to four groups independently selected from halogen, nitro, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, 

amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl; 

100. A compound according to Claim 95 of the formula: 

R-

0 

or a pharmaceutically acceptable salt or proclrug, thereof, wherein: 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, haloalkyl, alkyl, 

alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, hydroxy carbonyl (COOH), 

575 



WO 02/49993 PCT/US00/26816 

aminocarbonyl (CONH2), mono or di(C1-C6)alkylaminocarbonyl, sulfonamide, 

3,4-methylenedioxy, ethylened.ioxy, and mono or dialkylsulfonamido; 

Ri and R2 are independently chosen from C1-s alkyl, C2-s alkenyl, C2-s alkynyl, Ca­

scycloalkyl, (Cg.a cycloalkyl)C1.4alkyl, each or which may be unsubstituted or 

substituted with one or more substituents selected from halogen, nitro, 

cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 

pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 

indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 

benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 

optionally substituted or substituted with up to four groups independently 

selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 

alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C1-

C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl; 

Ari is chosen from optionally substituted carbocyclic aryl, optionally substituted 

arylalkyl, optionally substituted heteroaryl, optionally substituted 

heteroarylalkyl, or an optionally substituted heteroalicyclic, 

heteroalicyclicalkyl group having from 1 to 3 rings, 3 to 8 members in each 

ring and from 1 to 3 heteroatoms, ethylenedioxyphenyl or 

methylenedioxyphenyl. 

101. A compound according to Claim 100, wherein the compound exhibits 

an ICso of 1 uM or less in an assay of C5a mediated chemotaxis or calcium 

mobilization. 
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102. A compound according to Claim 100, wherein 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alk:ylamino, cyano, nitro, C1-

C6 haloalkyl, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-Ca cycloalkyl, (C3-

Ca cycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 

mono or di(C1-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 

ethylenedioxy, and mono or di(C1-C6)alkylsulfonamido; 

R1 and R2 are independently chosen from C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3. 

scycloalkyl, (C3.s cycloalkyl)C1.4alkyl, each or which may be unsubstituted or 

substituted with one or more substituents selected from halogen, nitro, 

cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, or 

Ri and R2 are independently chosen from phenyl, phenylalk:yl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 

pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 

indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 

benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 

optionally substituted or substituted with up to four groups independently 

selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 

alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C1-

C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl; 

Ar1 is chosen from ethylenedioxyphenyl, methylenedioxyphenl, phenyl, pyrrolyl, 

imidazolyl, pyrazolyl, triazolyl, thiophenyl, and pyridyl, each of which may be 

optionally substituted or substituted with up to four groups independently 

selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 

alkoxy, amino, mono- or di(C1-C6)alk:ylamino, amino(C1-C6)alkoxy, carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci-

CG)alkylaminocarbonyl, and N-(C1-C6)alkylsulfonylaminocarbonyl; and 

103. A compound according to Claim 102, of the formula 

0 

wherein: 

R2 is as defined in Claim 102; 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, 

C6alkyl, chromanyl, chromanylC1-C6alkyl, imidazolyl, imidazoly1C1-C6alkyl 

,pyridyl, pyridylC1-C6alkyl, pyrimidyl, pyrimidylC1-C6alk:yl,pyrazinyl, 

benzodioxolyl, or benzodioxolylC1-C6alk:yl each or which may be 

unsubstituted or substituted with up to 4 substituents selected from 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and 

mono- or di(C1-C6)alk:ylamino. 

104. A compound according to Claim 102, of the formula: 

578 



W002/49993 PCT/US00/26816 

0 

Rx--

~ 

wherein: 

Rx represents up to 4 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, C1-C6 alkoxy substituted with 0-2 R2, acetoxy, mono- or 

Ri is phenyl, phenylC1-C6 alkyl, C3-Cs cycloalkyl, C3-Cs cycloalky(C1-C4 alkyl), 

naphthyl, napthylC1-C6alkyl, indanyl, indanylC1-C6 alkyl, benzodioxolanyl, or 

benzodioxolanylC1-C6 alkyl, each of which may be substituted by up to 4 

groups chosen from halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono-

or di(C1-C6)alkylamino, cyano, nitre, C1-C6 haloalkyl, C1-C6 alkyl; and 

R2 is chosen from C1.s alkyl, C2.s alkenyl, C2.s alkynyl, C3.scycloalkyl, (C3.s 

cycloalkyl)C1.4alkyl, each or which may be unsubstituted or substituted with 

one or more substituents selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 

C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, or 

R2 is chosen from phenyl, phenylalkyl, chromanyl, chromanylalkyl, imidazolyl, 

imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, pyrimdylalkyl, pyrazinyl, 

pyrazinylalkyl, indolyl, indolylalkyl, indanyl, indanylalkyl, imidazopyridyl, 

azaimidazopyridyl, benzimidazoyl, benzimidazoylalkylbenzodioxolylalkyl, or 

benzodioxolyl, each of which may be optionally substituted or substituted 

with up to four groups independently selected from halogen, nitre, cyano, 

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
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C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, mono- or di(C1-C6)alkylamino, 

amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic acids, 

aminocarbonyl, mono or di(C1-C6)alkylaminocarbonyl, N-( C1-

C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl; 

105. A compound according to Claim 102 wherein: 

R2 is as defined in Claim 102; 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 

C1-C6 alkoxy, C1-C6 alkyl, trifluoromethyl, and trifluoromethoxy; 

R1 is phenyl, benzyl, C3-Cs cycloalkyl, C3-Cs cycloalkyl(C1-C4 alkyl), naphthyl, 

naphthyl-CH2-, indanyl, indandyl-CH2-, benzodioxolanyl-CH2-, or 

benzodioxolanyl, each of which may be substituted by up to 4 groups chosen 

from halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, C1-C6 haloalkyl, C1-C6 alkyl; and 

Ari is chosen from ethylenedioxyphenyl, methylenedioxyphenyl, pyrrolyl, imidazolyl, 

pyrazolyl, triazolyl, thiophenyl, each of which may be optionally substituted or 

substituted with up to four groups independently selected from halogen, 

trifluoromethyl, trifluoromethoxy, C1-C6 alkoxy, C1-C6 alkyl, and amino. 

106. A compound according to Claim 102 wherein: 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 

C1-C6 alkoxy, C1-C6 alkyl, trifluoromethyl, and trifluoromethoxy; 

R1 is benzyl which is unsubstituted or substituted by up to 4 groups chosen from 

halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, C1-C6 haloalkyl, C1-C6 alkyl; 

Ari is chosen from ethylenedioxyphenyl, methylenedioxyphenyl, pyrrolyl, imidazolyl, 

pyrazolyl, triazolyl, thiophenyl, each of which may be optionally substituted or 

substituted with up to four groups independently selected from halogen, 

trifluoromethyl, trifluoromethoxy, C1-C6 alkoxy, C1-C6 alkyl, and amino; and 
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R2 is chosen from phenyl, benzyl, indolyl, indolyl-CH2-, indanyl, indanyl-CH2-, 

chromanyl, chromanyl-CH2-, benzofuranyl, benzofuranyl-CH2-, 

benzodioxinyl, benzodioxinyl-CH2-, benzodioxolyl-CH2-, and benzodioxolyl, 

each of which may be optionally substituted or substituted with up to four 

groups independently selected from: 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, and 

mono- or di(C1-C6)alkylamino. 

107. A compound according to Claim 102, of the Formula 

wherein: 

mis 0, 1, 2, or 3, and ~represents a carbon chain which Is optionally 

substituted with methyl, ethyl, methoxy, ethoxy, hydroxy, halogen, or amino; 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

or di(C1-C6)alkylamino; 

Rx and Ry each represent up to 4 groups independently chosen from hydrogen, 

halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-

C6)alkylamino, cyano, nitro, C1-C6 haloalkyl, C1-C6 alkyl, C2-C6 alkenyl, and 

Ri and~ are independently selected from C1-C6alkyl, C3-Cacycloalkyl, (C3-Ca 

cycloalkyl)C1-C4alkyl, phenyl, phenylC1-C6alkyl, pyridyl, and pyridylC1-
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C6alkyl, each or which may be unsubstituted or substituted with up to 4 

substituents selected from halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-C6)alkylamino. 

108. A compound according to Claim 1 of the formula 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein; 

m is O, 1, 2, or 3, and ~ represents a carbon chain which is optionally 

substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino; 

n is 0, !, 2, or 3, and ~ represents a carbon chain which is optionally 

substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino; 

Rz represents up to 4 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, 

haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl, and(cycloalkyl)alkyl; 

R4 is chosen from alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl) alkyl, aryl and 

arylalkyl, each of which may be unsubstituted, optionally substituted or 

substituted by one or more of halogen, nitro, cyano, trifluoromethyl, 

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, mono- or 

dialkylamino; and 

Ar1 is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
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Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl, optionally 

substituted heteroarylalkyl, optionally substituted heteroarylalkyl, or an 

optionally substituted heteroalicyclic or heteroalicyclicalkyl group having 

from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

109. A compound according to Claim 108, wherein the compound exhibits 

an ICso of luM or less in an assay of CSa mediated chemotaxis or calcium 

mobilization. 

110. A compound according to Claim 108, wherein 

m is I and ~ represents a carbon chain which is unsubstituted; 

n is 1 and ~ represents a carbon chain which is unsubstituted; 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, nitro, C1-

C6 haloalkyl, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C2-C6 cycloalkyl, 

and(C3-Cs cycloalkyl) C1-C4 alkyl; 

R2 is Ca-Cs alkyl or C3-Cs cycloalkyl; 

Arr is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ar1 and Ar2 are independently chosen from phenyl, phenyl( Ci -C4)alkyl, pyrrolyl, 

furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, pyridyl, pyrimidyl, and 

pyrazinyl, each of which may be unsubstituted or optionally substituted or 

substituted with up to four groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 

C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, mono- or 

di(C1-C6}alkylamino. 

111. A compound according to Claim 95 of the formula 
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wherein: 

0 

N~N/R1 
I 

Ar1 R2 

Ar1, R1 and R2 are as defined in Claim 95; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alk:ylamino, cyano, nitro, C1-

Cs cycloalk:yl) C1-Cs alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 

mono or di(C1-C6)alk:ylaminocarbonyl, sulfonamido, 3,4-methylene~ioxy, 

ethylenedioxy, and mono or di(C1-C6)alk:ylsulfonamido; 

112. A compound according to Claim 95 of the formula 

wherein: 

Ari and R1 are as defined in Claim 95; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 

amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, nitro, C1-

Cs cycloalkyl) C1-Ca alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 
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mono or di(C1-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 

ethylenedioxy, and mono or di(C1-C6)alkylsulfonamido; 

113. A compound according to Claim 95 of the formula 

wherein: 

0 

N~N/R1 

R1 is as defined in Claim 95; and 

R and R3 represent up to 5 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, 

cycloalkyl, (C3-Cs cycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), 

aminocarbonyl (CONH2), mono or di(C1-C6)alkylaminocarbonyl, sulfonamido, 

3,4-methylenedioxy, ethylenedioxy, and mono or di(C1-C6)alkylsulfonamido; 

114. A compound according to Claim 95 of the formula 
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wherein: 

Riis as defined in Claim 95; and 

R, R3 and R4 represent up to 5 groups independently chosen from hydrogen, 

s 

halogen, hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-

alkynyl, C3-Cs cycloalkyl, (C3-Cs cycloalkyl) C1-Ca alkyl, hydroxy carbonyl 

(COOH), aminocarbonyl (CONH2), mono or di(C1-C6)alkylaminocarbonyl, 

sulfonamido, 3,4-methylenedioxy, ethylenedioxy, and mono or di(C1-

C6)alkylsulfonamido; 

115. A compound according to Claim 95 of the formula 

0 

wherein: 

R1 and R2 are as defined in Claim 95. 
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116. A compound according to Claim 95 of the formula 

wherein: 

R1 is as defined in Claim 95. 

117. A compound according to Claim 95 of the formula 

0 
0 

wherein: 

Ri and R2 are as defined in Claim 95. 

118. A compound according to Claim 95 of the formula 

0 
0 
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wherein: 

Ri is as defined in Claim 9 5. 

119. A compound according to Claim 95 of the formula 

(_) 
0 

wherein: 

R1 and R2 are as defined in Claim 95. 

120. A compound according to Claim 95 of the formula 

(_) 
0 

wherein: 

R1 is as defined in Claim 95. 

121. A compound according to Claim 95 of the formula 
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wherein: 

Ri and R2 are as defined in Claim 95; and 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, 

122. A compound according to Claim 95 of the formula 

0 

Rx-

~ 

wherein: 

R1 is as defined in Claim 95; and 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 

hydroxy, amino, C1-C6 alkoxy, acetoxy, mono- or di(C1-C6)alkylamino, cyano, nitro, 

123. A compound according to Claim 1 of the formula 
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wherein 

Ri and R2 are independently chosen from C1-s alkyl, C2-s alkenyl, C2.s alkynyl, C3. 

scycloalkyl, (C3.s cycloalkyl)C1.4alkyl, each or which may be unsubstituted or 

substituted with one or more substituents selected from halogen, nitro, 

cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

Ci)alkylamino, or 

R1 and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 

pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalk:yl, indanyl, 

indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 

benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 

optionally substituted or substituted with up to four groups independently 

selected from halogen, nitro, cyano, trifluoromethyl, trifluorometho;<ey, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkyl. C2-6 alkenyl, C2-6 alkynyl, C1-Co 

alkoxy, amino, mono- or di(C1-C6)alkylamino, amino(C1-C6)alkoxy, carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C1-

C5)alkylaminocarbonyl, N-( C1~C5)a
lkylsulf

onylamin
ocarbony

l, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl; 

Ari is chosen from optionally substituted carbocyclic aryl, optionally substituted 

arylalkyl, optionally substituted heteroaryl, optionally substituted 

heteroarylalkyl, or an optionally substituted heteroalicyclic, 

heteroalicyclicalkyl group having from I to 3 rings, 3 to 8 members in each 

ring and from 1 to 3 heteroatoms, ethylenedioxyphenyl or 

methylenedioxyphenyl; and 
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124. A compound according to Claim 123 wherein 

Ri and R2 are connected to form a 5-8 member optionally substituted 

carbocyclic or heterocyclic ring. 

125. A compound according to Claim 123 of the formula 

R 

wherein 

R1 and R2 are independently chosen from C1-s alkyl, C2-s alkenyl, C2-s alkynyl, C3. 

scycloalkyl, (C3-S cycloalkyl)C1-48.lkyl, each or which may be unsubstituted or 

substituted with one or more substituents selected from halogen, nitro, 

cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Co 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino and mono- or di(C1-

C6)alkylamino, or 

R1 and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 

pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylalkyl, indanyl, 

indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 

benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 

optionally substituted or substituted with up to four groups independently 

selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 

haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Co 

alkoxy, amino, mono- or di(C1-Co)alkylamino, amino(C1-Co)alkoxy, carboxylic 

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C1-
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C6)alkylaminocarbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyl; 

R is chosen from hydrogen, halogen, hydroxy, amino, alkoxy, acetoxy, mono- or 

dialkylamino, cyano, nitre, haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl, 

(cycloalkyl)alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 

di(C1-C6)alkylaminocarbonyl, sulfonam.ido, and mono or dialkylsulfonamido; 

126. A compound according to Claim 125 wherein 

R1 and R2 are connected to form a 5-8 member optionally substituted carbocyclic or 

heterocyclic ring. 

127. A compound according to Claim 95 wherein: 

Ar1 is bound to the ring bearing Xs to form an optionally substituted heterocyclic 5-8 

member ring. 

128. A compound according to Claim 95 wherein: 

R1 and R2 are connected to form a 5-8 member optionally substituted carbocyclic or 

heterocyclic ring. 

129. A compound according to Claim 95 wherein: 

Ar1 is bound to the ring bearing Xs to form an optionally substituted heterocyclic 5-8 

member ring; and 

Ri and R2 are connected to form a 5-8 member optionally substituted carbocyclic or 

heterocyclic ring. 

130. A compound according to Claim 5 wherein: 

R4 and Ar2 are connected to form a 5-8 member optionally substituted carbocyclic or 

heterocyclic ring. 

131. A compound according to Claim 8 wherein: 
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R4 and Ar2 are connected to form a 5-8 member optionally substituted carbocyclic or 

heterocyclic ring. 

132. A compound according to Claim 3 wherein: 

A has hydrogen bond acceptor ability. 

133. A compound as set forth in any of Tables 1 through 6, or a 

pharmaceutically acceptable salt, prodrug or hydrate thereof. 

134. A compound that is: 

1-( 1-butyl)-2-phenyl-5-(N ,N-di[3,4-methylenedioxyphenyl 

methyl])aminomethylimidazole 

1-(1-butyl)-2-phenyl-5-(1-[N-{3,4-methylenedioxyphenylmethyl}-N­

phenylmethyl]amino)ethylimidazole 

1-Butyl-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[1-butyl])amino­

methylimidazole 

1-(1-Butyl)-2-phenyl-4-methyl-5-(N-[3,4-methylenedioxyphenyl-methyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-(4-fluorophenyl)-5-(N-[1,4-benzodioxan-6-yl]methyl-N­

phenylmethyl) aminomethylimidazole 

l-(1-Butyl)-2-(4-fluorophenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

phenylmethyl) aminomethylimidazole 

1-( 1-Butyl)-2-(4-fluorophenyl)-5-(N-[ 1,4-benzodioxan-6-yl]methyl-N­

phenylmethyl) aminomethylimidazole 

1-(1-Butyl)-2-(4-fluorophenyl)-5-(N-f3,4-methylenedioxyphenylmethylJ-N­

phenylmethyl) aminomethylimidazole 

1-(1-Butyl)-2-(2-fluorophenyl)-5-(N-[l,4-benzodioxan-6-ylmethyl]-N­

phenylmethyl)amino- methylimidazole 

l-(1-Butyl)-2-(2-methoxyphenyl)-5-(N-[naphtha-2-ylmethyl]-N­

phenylmethyl)amino-methylimidazole 
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1-(1-Butyl)-2-(2-methoxyphenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

phenylmethyl) aminomethylimidazole 

1-( 1-Butyl)-2-(2-methoxyphenyl)-5-(N ,N-di[ 3,4-methylenedioxyphenylmethyl]) 

aminomethylimidazole 

1-(1-Butyl)-2-(2-methoxyphenyl)-5-(N-[4-dimethylaminophenylmethyl}-N­

phenylmethyl) aminomethylimidazole 

1-(1-Butyl)-2-(2-methylphenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

phenylmethyl) aminomethylimidazole 

1-(1-Butyl)-2-(4-fluorophenyl)-5-(N,N-di[3,4-

methylenedioxyphenylmethyl])amino- methylimidazole 

1-( 1-Butyl)-2-(2-methylphenyl)-5-(N ,N-di[3, 4-

methylenedioxyphenylmethyl})amino- methylimidazole 

1-(1-Butyl)-2-(3-fluorophenyl)-5-(N-[naphth-2-ylmethyl]-N­

phenylmethyl)amino methylimidazole 

1-(1-Butyl)-2-(3-fluorophenyl)-5-(N-[3,4-methylenedioxyphenylmethyl}-N­

phenylmethyl) aminomethylimidazole 

1-(1-Butyl)-2-(3-fluorophenyl)-5-(N,N-di[3,4-

methylenedioxyphenylrnethyl])amino- methylimidazole 

1-(1-Butyl)-2-(3-methoxyphenyl)-5-(N-[3,4-methylenedioxyphenylmethyl}-N­

phenylmethyl)- aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-{1-(N-(3,4-methylenedioxyphenylmethyl}-N­

phenylmethyl)amino} ethylimidazole 

1-(1-Pentyl)-2-phenyl-5-(N-[indol-5-ylmethyl]-N-phenylmethyl) 

aminomethylimidazole 

1-(1-Propyl)-2-phenyl-5-(N-(indol-5-ylmethyl]-N-phenylmethyl) 

aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[1-(5)-phenylethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[1-(R)-phenylethyl)-N­

phenylmethyl)aminomethylimidazole 
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1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenediox:yphenylmethyl]-N-[3,4-

dichlorophenyl]methyl)aminomethylimidazole 

1-( 1-Bu tyl)-2-phenyl-5-(N ,N-di[3, 4-methylenedioxyphenylmethyl]) 

aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenediox:yphenylmethylJ-N-[3,4-

methox:yphenylmethyl])-aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[4-{1-

propyl}phenylmethyl])aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[3,4-

djchlorophenylethy1J)aminomethyHmidazo1e 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyl]methyl-N-[4-

nitrophenylmethyl])aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[4-{1-

propyloxy} phenylmethylJ)aminomethylimidazole 

1-(1-Butyl)-2-phenyI-5-(N-[3,4-methylenedioxyphenylmethylJ-N-[quinol-6-

ylmethyl])- aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[2,3-

dichlorophenylmethyl))-aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-(3,4-methylenedioxyphenylmethyl]-N-[3,4-

dimethylphenylmethyl])-aminomethylirnidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenediox:yphenyl]methyl-N-[indan-2-yl])­

aminomethylirnidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylrnethylJ-N-[2-

phenylethyl])amino-methylimidazole 

1-(1-Propyl)-2-phenyl-5-(N-[1,4-benzodioxan-6-ylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[3, 4-methylenedioxyphenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

l-{l-Butyl)-2-phenyl-5-(N-[3,4-methylenediox:yphenylmethyl]-N­

ethyl)aminomethylimidazole 
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1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[1-

propyl])aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-(1-

butyl])aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

cycloheptylmethyl)amino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

isobutyl)aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[2-

cyclopentylethyl])amino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[3-

cyclopentylpropyl])amino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[1-n­

octyl])aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

cyclopropylmethyl)amino-methylimidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[ 3, 4-methylenedioxyphenylmethyl]-N­

cyclopentylmethyl)amino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N­

cyclohexylmethyl)amino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-{t­

amyl])aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[l-{3-

methyl}butyl)Jamino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[1-{2,2-

dimethyl}butyl]) aminomethylimidazole 

1-( 1-Bu tyl)-2-phenyl-5-(N-(3 ,4-methylenedioxyphenylmethyl]-N­

methyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[2-

thiophenylmethyl])amino-methylimidazole 
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1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethylJ-N-(indol-5-

ylmethyl])amino-methylimidazole 

1-( 1-Butyl}-2-phenyl-5-(N-[3, 4-methylenedioxyphenylmethyl]-N-f{l­

methylindol-5-yl}methyl])aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyl)methyl-N-[4-hydroxy-2-

chlorophenyl]-methyl)aminomethylimidazole 

1-( 1-Butyl)-2-(3-fluorophenyl)-5-( 1-[N-{2-chloro-4-hydroxyphenyl}methyl-N­

phenylm.ethyl]) aminoethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyl]methyl-N-[2,3-

dihydrobenzo[b]furan-5-yl]methyl)aminomethylimidazole 

1-Butyl-2-{4-fluorophenyl)-5-(1-(N-{3,4-methylenedioxyphenyl}methyl-N­

phenylmethyl]-amino)ethylimidazole 

1-(1-Butyl)-2-(2-thienyl)-S-(N-[3,4-methylenedioxyphenyl]methyl-N­

phenylmethylJ aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[3,4,5-trimethoxyphenylmethyl]-N­

phenylmethyl)amino-methylimidazole 

1-( 1-Butyl)-2-phenyl-5-(N-phenylmethyl-N-(3, 4-

dimethoxyphenylmethyl])aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[4-dimethylaminophenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[4-methylaminophenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[3-methyl-4-aminophenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole) 

1-( 1-Butyl)-2-phenyl-5-(N-[2 ,3-dichlorophenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-(3,4-dichlorophenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-( 1-ButyJ)-2-phenyl-5-(N-[3,4-difluorophenyhnethylJ-N­

phenylmethyl)aminomethylimidazole 
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1-(1-Butyl)-2-phenyl-5-(N-(benzo[b]thiophen-5-ylmethyl)-N­

phenylmethyl)aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-(4-ethoxyphenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[1-

butyl])aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-(4-methoxyphenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

PCT/US00/26816 

1-( 1-Bu tyl)-2-phenyl-5-(N-(6-chloro-3, 4-methylenedioxyphenylmethyl]-N­

phenylmethyl)-aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[2,3-dichlorophenylmethyl]-N-[1-

butyl))aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-(3-methoxyphenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[2-chloro-4-fluorophenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-4-bromo-5-(N-[2,3-dichlorophenylmethyl]-N-(1-

butyl])aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-5-(N-[2,6-dichlorophenylm~thyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[2-chloro-4-hydroxyphenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-4-chloro-5-(N-phenylmethyl-N-[1-

bu ty l])aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[4-{1-pyrrolidinyl}phenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[ 4-diethylaminophenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole 

1-(1-Butyl)-2-phenyl-5-(N-[pyridin-2-ylmethyl]-N­

phenylmethyl)aminomethylimidazole 
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1-(1-Butyl)-2-phenyl-5-(N-[pyridin-3-ylmethyl)-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[pyridin-4-ylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[2-fluoro-6-chlorophenylmethyl]-N­

phenylmethyl)aminomethyl-imidazole) 

1-(1-Butyl)-2-phenyl-5-(N-[2,4-dichlorophenylmethyl)-N­

phenylmethyl)aminomethyl-imidazole) 

1-(1-Butyl)-2-phenyl-5-(N-[4-chlorophenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[4-hydroxyphenylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[4-trifluoromethoxyphenylmethyl)-N­

phenylmethyl)aminomethyl-imidazole) 

1-(1-Butyl)-2-phenyl-5-(N-[2-chloro-3,4-dimethoxyphenylmethyl)-N­

phenylmethyl)amino-methylimidazole) 

l-(l-Butyl)-2-phenyl-5-(N-{4-nitrophenylmethyl)-N­

phenylmethyl)aminomethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[4-aminophenylmethylJ-N­

phenylmethyl)aminomethylimidazole 

1-(l-Butyl)-2,4-diphenyl-5-(N-phenylmethyl-N-f 1-

butyl])arninomethylimidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[2-aminopyridin-5-ylmethylJ-N­

phenylmethyl)aminomethyl-imidazole 

1-( 1-Butyl)-2-phenyl-5-(N-[2,3-dihydrobenzo[b]furan-5-ylmethyl]-N­

phenylmethyl)amino-methylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[2-chloro-4-hydroxyphenylmethyl)-N-[1-

butyl])aminomethyl-imidazole) ; 

Bis-benzo[l,3]dioxol-5-ylmethyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-

ylmethyl)-amine; 
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Benzo[l,3]dioxol-5-ylmethyl-benzyl-[3-butyl-5-(4-methoxy-phenyl)-2-phenyl-

3H-imidazol-4-ylmethyl]-amine; 

4-({Benzyl-[ 1-(3-butyl-2 ,5-diphenyl-3H-imidazol-4-yl)-ethyl]-amino}-methyl)­

benzamide; 

4-{[Benzyl-(3-butyl-2 ,5-diphenyl-3H-imidazol-4-ylmethyl)-amino ]-methyl}-3-

chloro-phenol; 

4-({[1-(3-Butyl-2-phenyl-3H-imidazol-4-yl)-pentyl]-cyclohexylmethyl-am.ino}­

methyl)-phenol; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino]-methyl}­

benzamide; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino]-methyl}-2-

methyl-phenol; 

4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-cyclohexylmethyl-amino]­

methyl}-2-methyl-phenol; 

(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(2,6-difluoro-benzyl)-(4-

methoxy-benzyl)-amine; 

Benzyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(2,3-dihydro­

benzo[l,4]dioxin-6-ylmethyl)-amine; 

(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(2,5-difluoro-benzyl)-(4-

methoxy-benzyl)-amine; 

(3-Butyl-2 ,5-diphenyl-3H-imidazol-4-ylmethyl)-(2 ,6-dichloro-benzyl)-(4-

methoxy-benzyl)-amine; 

Benzo[ 1,3]dioxol-5-ylmethyl-butyl-[3-butyl-2-(2-methoxy-phenyl)-5-phenyl-

3H-imidazol-4-ylmethyl]-amine; 

4-({Benzyl-[3-butyl-2-(2-methoxy-phenyl)-5-phenyl-3H-imidazol-4-ylmethyl]­

amino}-methyl)-benzenesulfonamide; 

Benzo[l,3]dioxol-5-ylmethyl-benzyl-[3-butyl-2-(2-methoxy-phenyl)-5-phenyl-

3H-imidazol-4-ylmethyl]-amine; 

4-({Butyl-[3-butyl-2-(3-methoxy-phenyl)-5-phenyl-3H-imidazol-4-ylmethyl]­

amino}-methyl)-3-chloro-phenol; 

600 



WO 02/49993 PCT/US00/26816 

4-{[(3-Butyl-2,5-cliphenyl-3H-imidazol-4-ylmethyl)-(4-methoxy-benzyl)­

amino]-methyl}-benzoic acid; 

4-({Benzyl-[3-butyl-2-(3-methoxy-phenyl)-5-phenyl-3H-imidazol-4-ylmethyl]­

amino}-methyl)-3-chloro-phenol; 

Benzo( l ,3Jdioxol-5-ylmethyl-benzyl-( l-(3-bu tyl-2, 5-diphenyl-3H-imidazol-4-

yl)-pentyl]-amine; 

Benzo[ l ,3)dioxol-5-ylmethyl-benzyl-[ 1-(3-butyl-2,5-diphenyl-3H-imidazol-4-

yl)-ethyl}-amine; 

4-{[Butyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino]-methyl}­

benzamide; 

Benzo[l,3]dioxol-5-ylmethyl-benzyl-(3-butyl-5-(4-fluoro-phenyl)-2-phenyl-3H­

imidazol-4-ylmethyl]-amine; 

3-{[Benzyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino)-methyl}-

phenol; 

4-{[Butyl-(3-butyl-5-tert-butyl-2-phenyl-3H-imidazol-4-ylmethyl)-amino]­

methyl}-benzamide; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino]-methyl}-

2 ,6-dimethyl-phenol; 

4-({13-Butyl-5-(4-methoxy-phenyl)-2-phenyl-3H-imidazol-4-ylmethyl}­

cyclohexylmethyl-amino}-methyl)-2,6-dimethyl-phenol; 

[3-Butyl-5-(4-methoxy-phenyl)-2-phenyl-3H-imidazol-4-ylmethyl}­

cyclohe:i..-ylmethyl-(2 ,3-dihydro-benzofuran-5-ylmethyl)-amine ; 

(4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-cyclohexylmethyl­

amino]-methyl}-phenyl)-dimethyl-amine; 

4-{5-[(Bis-benzo[l,3]dioxol-5-ylmethyl-amino)-methyl]-2,4-diphenyl-imidazol-

1-yl}-butan-l-ol; 

(4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-cyclohexylmethyl-amino]­

methyl}-phenyl)-dimethyl-amine; 

4-{[Butyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino]-methyl}-2,6-

dimethyl-phenol; 
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4-({Butyl-[1-(3-butyl-2,5-diphenyl-3H-imidazol-4-yl)-ethylJ-amino}-methyl)-

2 ,6-dimethyl-phenol; 

4-{[ (3-Butyl-2, 5-diphenyl-3H-imidazol-4-ylmethyl)-(4-dimethylamino-benzyl)­

amino]-methyl}-benzoic acid 

1-(1-Butyl)-2-phenyl-4-methyl-5-(N-phenylmethyl-N-[1-

butyl])aminomethylimidazole 

1-(1-Butyl)-2-(4-fluorophenyl)-5-(N-[2-chloro-4-hydroxyphenylmethyl]-N­

phenylmethyl)-aminomethylimidazole 

1-(1-Butyl)-2-(3-fluorophenyl)-5-(N-[2-chloro-4-hydroxyphenylmethyl]-N­

phenylmethyl)-aminomethylimidazole 

1-( 1-Butyl)-2-(3-fluorophenyl}-5-(N-[2 ,3-dichlorophenylmethyl]-N­

phenylmethyl)amino-methylimidazole 

1-( 1-Butyl)-2-(3-fluorophenyl)-5-(N-[ 4-dimethylaminophenylmethyl]-N­

phenylmethyl)amino-methylimidazole 

1-( 1-Butyl)-2-(3-fluorophenyl)-5-(N-[ 4-{ 1-pyrrolidinyl}phenylmethyl]-N­

phenylmethyl)amino-methylimidazole 

1-(1-Butyl)-2-(3-chlorophenyll-5-(1-[N-{2-chloro-4-hydroxyphenylmethyl}-N­

phenylmethyl] amino)ethylimidazole 

1-(1-Butyl)-2-phenyl-5-(N-[indol-5-ylmethyl]-N­

phenylmethyl)aminomethylimidazole 

1-( 1-Butyl)-2-(4-fluorophenyl)-5-( 1-N ,N-di[3,4-

methylenedioxyphenylmethyl)amino)ethylimidazole 

2-{[5-({Butyl[(l-butyl-2,4-diphenylimidazol-5-yl)methyl]amino}methyl)-2-

pyridyl)amino}ethan-1-ol, 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof. 

135. A compound of any one of claims 1through134 wherein the compound 

exhibits an ICso of about 500 nM or less in a standard in vitro C5a mediated 

chemotaxis or calcium mobilization assay. 
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136. A compound of any one of claims 1 through 134 wherein the 

compound exhibits an ICso of about 200 nM or less in a standard in vitro CSa 

mediated chemotaxis or calcium mobilization assay. 

137. A compound of any one of claims 1through134 wherein the 

compound exhibits an ICso of about 100 nM or less in a standard in vitro CSa 

mediated chemotaxis or calcium mobilization assay. 

138. A compound of any one of claims 1through134 wherein the 

compound exhibits an ICso of about 50 nM or less in a standard in vitro C5a 

mediated chemotaxis or calcium mobilization assay. 

139. A compound of any one of claims 1through134 wherein the 

compound exhibits an ICso of about 25 nM or less in a standard in vitro CSa 

mediated chemotaxis or calcium mobilization assay. 

140. A compound of any one of claims 1 through 134 wherein the 

compound exhibits an ICso of about 10 nM or less in a standard in vitro C5a 

mediated chemotaxis or calcium mobilization assay. 

141. A compound of any one of claims 1 through 134 wherein the 

compound exhibits an ICso of about 5 nM or less in a standard in vitro CSa mediated 

chemotaxis or calcium mobilization assay. 

142. A compound of any one of claims 1through134 wherein the 

compound exhibits less than 5% agonist activity in a GTP binding assay. 
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143. A compound of any one of claims 1 through 134 wherein the 

compound exhibits a 10-fold selectivity for the antagonist activity over the 

compound's effects on ATP stimulated responses in a GTP binding assay. 

144. A pharmaceutical composition comprising a compound of any one of 

claims 1 through 143 or a prodrug or hydrate thereof and a pharmaceutically 

acceptable carrier therefor. 

145. A method for treating a patient suffering from or susceptible to a 

disease or disorder involving pathologic activation of C5a receptors, comprising 

administering to the patient an effective amount of a compound or composition of 

any one of claims 1 through 143. 

146. A method for treating a patient suffering from or susceptible to an 

autoimmune disease or disorder, comprising administering to the patient an 

effective amount of a compound or composition of any one of claims 1 through 143. 

147. A method for treating a patient suffering from or susceptible to 

rheumatoid arthritis, systemic lupus erythematosus, associated glomerulonephritis, 

psoriasis, Crohn's disease, vasculitis, irritable bowel syndrome, dermatomyositis, 

multiple sclerosis, bronchial asthma, pemphigus, pemphigoid, scleroderma, 

myasthenia gravis, autoimmune hemolytic and thrombocytopenic states, 

Good pasture's syndrome, glomerulonephritis, pulmonary hemorrhage), or 

immunovasculitis, comprising administering to the patient an effective amount of a 

compound or composition of any one of claims 1 through 143. 

148. A method for treating a patient suffering from or susceptible to an 

inflammatory condition, comprising adminstering to the patient an effective amount 

of a compound or composition of any one of claims 1 through 143. 
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149. A method for treating a patient suffering from or susceptble to 

neutropenia, sepsis, septic shock, Alzheimer's disease, stroke, inflammation 

associated with bums, lung injury, myocardial infarction, coronary thrombosis, 

vascular occlusion, post-surgical vascular reocclusion, artherosclerosis, traumatic 

central nervous system injury, ischemic heart disease, and ischemia-reperfusion 

injury, acute respiratory distress syndrome, systemic inflammatory response 

syndrome, multiple organ dysfunction syndrome, tissue graft rejection, or 

hyperacute rejection of transplanted organs, comprising administering to the patient 

an effective amount of a compound or composition of any one of claims 1 through 

143. 

150. A method for treating a patient suffering from or susceptible to 

pathologic sequellae associated with insulin-dependent diabetes mellitus, lupus 

nephropathy, Heyman nephritis, membranous nephritis, glomerulonephritis, 

contact sensitivity responses, or inflammation resulting from contact of blood with 

artificial surfaces, comprising administering to the patient an effective amount of a 

compound or composition of any one claims 1 through 143. 

151. A method of any one of claims 145 through 150 wherein the patient is 

a mammal. 

152. A method of any one of claims 145 through 150 wherein the patient is 

a human. 

153. A method for inhibiting C5a-promoted cellular chemotabcs, 

comprising administering to mammalian white blood cells a chemotaxis or calcium 

mobilization-inhibitor effecitve amount of a compound or composition of any one of 

claims 1 through 143. 

154. The method of claim 153 wherein the white blood cells are human. 
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155. A method of localizing C5a recerptors in a tissue, comprising: 

contacting a tissue with a detectably labelled compound or composition of 

any one of claims 1 through 143 under conditions that permit binding of the 

compound to the tissue; and 

detecting the bound compound. 

156. A method of reducing the severity or frequency of one or more inflammatory 

sequelae of organ transplantation comprising: 

perfusing a donor organ, prior to transplantation of the organ into a recipient 

patient, with a liquid solution comprising a compound of Claim 1 in a 

pharmaceutically acceptable carrier, wherein the solution comprises a concentration 

of the compound that is sufficient, 

to inhibit C5a-mediated chemotaxis of cells expressing a C5a receptor in vitro, or 

to inhibit C5a-induced calcium mobilization in cells expressing the C5a receptor in 

vitro, or 

to inhibit CSa- induced GTP binding to the membranes of cells expressing the C5a 

receptor in vitro, or 

when present in vivo in an animal's bloodstream when a neutropenia-induction­

sufficient amount of CSa is introduced into the bloodstream of the animal, to 

reduce the resulting C5a-induced neutropenia in vivo; 

and 
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transplanting the donor organ so perfused into the recipient patient to produce a 

perfused transplant recipient patient; 

wherein, following the production of a first plurality of such perfused transplant 

recipient patients, the severity or frequency of one or more inflammatory sequelae 

following organ transplantation in the first plurality of patients is reduced when 

compared to the severity or frequency of said one or more inflammatory sequelae 

following organ transplantation in a second plurality of control (including historical 

control) transplant recipient patients who have received transplants of donor organs 

that have not been so perfused. 

157. A compound of any of claims 1 to 143 wherein the compound produces less 

than a 10%, 5% or 2% reduction of ATP-induced calcium mobilization in a calcium 

mobilization assay. 
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