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

wherein:

n is an integer from 0 to 3; and

R; 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,

R3 and Rs3a are the same or different and represent hydrogen or alkyl; or

R3 and Rsa, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring;

Rs and Rg are the same or different and represent hydrogen, halogen, hydroxy, alkyl,
or alkoxy; or

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

Rsa and Rsa are the same or different, and are independently selected at each
occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy;

Ry represents hydrogen or alkyl;

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;
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Ar; and Ar; 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;

R3aRs
R; Rg
R
N 5A
/t " Rea
Arq I?l Y Ry
R2

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:

[
Ry Ary
47. A process according to Claim 46, wherein

n and Y are as defined in Claim 46;

R3; and Rsa are the same or different and represent hydrogen or

C1-Ce alkyl; or

Ra and Raa, taken together with the carbon atom to which they are attached, form a
Cs.s cycloalkyl ring;

Rs and Rg are the same or different and represent hydrogen, halogen, hydroxy, Ci1-Cs
alkyl, or C;-Cs alkoxy; or

Rs and Rs, taken together with the carbon atom to which they are attached form a
Cs.s cycloalkyl ring;

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

occurrence from hydrogen, halogen, hydroxy, Ci-Cs alkyl, and C;-Cs alkoxy;



WO 02/49993 PCT/US00/26816

R; is hydrogen or

Ci-s alkyl, Cz2.5 alkenyl, Ca.s alkynyl, Cs.g cycloalkyl, (Cs.s cycloalkyl) Ci.3 alkyl, or C;-
Cs haloalkyl, each or which unsubstituted or substituted by one or more of
halogen, nitro, cyano, trifluormethyl, trifluoromethoxy, Cis haloalkyl,
hydroxy, acetoxy, alkoxy, amine, and mono- or di(C:-Cs)alkylamino;

R4 is hydrogen or
Ci-s alkyl, Ca.g alkenyl, Ca.s alkynyl, Cs.gcycloalkyl, (Css cycloalkyljCi salkyl,
haloalkyl, each or which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, Ca.s alkenyl, Ca.6
alkynyl, C1-C¢ alkoxy, amino and mono- or di(C;-Cs)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, Ci-Ce alkyl, Cz¢ alkenyl, Co.¢ alkynyl, C;-Cs alkoxy, amino,
mono- or di(C;-Ce)alkylamino, amino(Ci-Ce)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl, N-(
Ci1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl, —-
X4Rg, wherein X4 and Rg are as defined below; or

R4is a bicyclic oxygen-containing group of the formula:

A

]
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wherein Ry represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
Ca2.6 alkenyl, Ca.5 alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-
Cs)alkylamino;

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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, Ci1-Cg alkyl, Ca.s alkenyl, Cz2.¢ alkynyl, C1-Cs alkoxy, amino,
mono- or di(Ci-Cs)alkylamino, amino(C;i-Cg)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-{
C:-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and -X4Rg, wherein X4 and Rp are as defined below; and

ii) bicyclic oxygen-containing groups of the formula:
0 -1

Re
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
Cz.6 alkenyl, Cz.6 alkynyl], C1~Cs alkoxy, amino, and mono- or di(C;-
Cs)alkylamino;
X4 is independently selected at each occurrence from the group consisting of -CHp-, -
CHRc-, -O-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O}NRc-, -S(O)uNH-, -S(O)uNRc-,

-NHC(=0})-,

n
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-NRcC(=0}-, -NHS(O}m-, -C(~O)NHS(O}m-, and -NRcS(O)n- (where m is O, 1, or 2);
and
Rg and Rc, 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(Ci-Cs alkyl), -NH(C:-Cs alkyl),
-N(C1~Cs alkyl)(C1-Cs alkyl), -NHC(O){C1-Cs alkyl), -N(C1-Cs
alkyl)C(O)(C1-6 alkyl), -NHS(O)x(C1-Cs alkyl), -S(0)«(C1-Cs alkyl), -
S(0)xNH(C;-Cs alkyl), -S(0O)xN(C1-Cs alkyl)( C1-Cs alkyl), (where x is

0, 1, or 2).

48. A compound of the formula:

Ry
R
N| N RsRs  Ra
Ar4 7 mN
Ra RaRaa

Ary

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

mis0, 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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Ri1, Ra, R3, Raa, Rs,‘and R¢ 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 (cycloalkyljalkyl;

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

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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

ICs0 of 1uM or less in an assay of C5a mediated chemotaxis or calcium mobilization.

50. A compound according to Claim 48 of the formula

Ry
R
N \ // Ra
| {
Ar F \
R2 R3 Ara

wherein Arj, Are, R, Ri, Re, Rs, and R4 are as defined in Claim 48.

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
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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

R1, Ry, 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 (cycloalkyljalkyl, 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, (cycloalkyljalkyl, 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, -X4Rg,
wherein X4 and Rg are as defined below; or

R4is a bicyclic oxygen-containing group of the formula:

N

\/
Z Ry

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro:\cy, acetoxy, alkyl, alkenyl,
alkynyl, alkoxy, amino, and mono- or dialkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Arz 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]jthiophenyl, 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 —

X4Rp, wherein X4 and Rg are as defined below; and
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ii) bicyclic oxygen-containing groups of the formuia:

wherein Rg 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 -CHa-, -
CHRc-, -O-, -S(O)u-, -NH-, -NR¢-, -C(=0O)NH-, -C(=0)NRc-, -S(O)uNH-, -S(O)uNRc-,
-NHC(=0)-,

-NRcC(=0)-, -NHS(O)m-, -C(=O)NHS(O)u-, and —-NRcS(O)m- (Where m is O, 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-Cs
alkyl), -S(0)x(alkyl), -S(O)xNH(alkyl), -S(O)xN(alkyl)(alkyl), (where x
is0, 1, or 2).

52. A compound according to Claim 50, wherein

Ry, Rz, and R3 are independently selected from
i) hydrogen, halogen, hydroxy, amino, C1-Cg alkoxy, mono- or di(Ci-
Ce)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cg alkyl, Ca-Cg alkenyl, Co-Cs alkynyl, C3-Cg cycloalkyl, and {C3-Cg
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by

one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
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haloalkyl, hydroxy, acetoxy, C1-Cs alkoxy, amino, mono- or di(Ci-
Ce)alkylamino;

Ris selected from
i) hydrogen, halogen, hydroxy, amino, C;-Cs alkoxy, mono- or di(C;-
Cs)alkylamino, cyano, nitro, haloalkyl, and
ii} C1-Cg alkyl, Ca-Cs alkenyl, C»-Cg alkynyl, C3-Cg cycloalkyl, and (Ca-
Cs)cycloalkyl) C;1-Cj 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(C;-
Cs)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, C;-Cs alkyl,
C2-Cs alkenyl, C2-Cs alkynyl, C;1-Cs alkoxy, amino, and mono- or di{C;-
Ce)alkylamino;

R4 is hydrogen or
Cis alkyl, C2.s alkenyl, Cas alkynyl, Cs.gcycloalkyl, (Ca.s cycloalkyl)Ci.4alkyl,
haloalkyl, each or which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, triflucromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, Ca.¢ alkenyl, Ca
alkynyl, C1-Cs alkoxy, amino and mono- or di(C;-Cs)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,

s
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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-Cs alkyl, Ca.¢ alkenyl, Cz.5 alkynyl, C;-Cs alkoxy, amino,
mono- or di(C;-Cg)alkylamino, amino(C;-Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(C;-Ce)alkylaminocarbonyl, N-(
Ci1-Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, —
XaRp, wherein X4 and Rp are as defined below; or

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

e N

I/\/RA

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
Cz.6 alkenyl, Cz.s alkynyl, C;-Cs alkoxy, amino, and mono- or di(C:-
Cs)alkylamino; and

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ari and Ar; 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-Cs alkyl, Ca.s alkenyl, Ca.¢ alkynyl, C;-Ce alkoxy, amino,
mono- or di(C:-Cs)alkylamino, amino(C:-Cs)alkoxy, carboxylic acid, esters of

carboxylic acids, aminocarbonyl, mono or di(C;-Ces)alkylaminocarbonyl, N-(
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C,-Ce)alkylsuifonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and -X4Rp, wherein X4 and R are as defined below; and

ii) bicyclic oxygen-containing groups of the formula:
0 4

Re
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl,
Ca.5 alkenyl, Ca.6 alkynyl, C;-Cs a]koxy, amino, and mono- or di{Cs-
Cs)alkylamino;

X4 is independently selected at each occurrence from the group consisting of -CHs-, -
CHRc-, -O-, -8(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O}NRc-, -S(O)uNH-, -S(O)nNRc-,
-NHC(=0}-,

-NRcC(=0}-, -NHS(O)u-, ~-C(=O)NHS(O)m-, and ~NRcS(O)n- (Where m is 0, 1, or 2);
and

Rp and Rc, 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(C,-Cs alkyl), -NH(C:-C¢ alkyl),
-N(C:-Cs alkyl)(C1-Cs alkyl), -NHC(O)(C1-Cs alkyl), -N(C1-Cs
alkyl)C(O)(C1.s alkyl), -NHS(O)«(C1-Cs alkyl), -S(O)«(C1-Cs alkyl), -
S(0)xNH(C1-Cs alkyl), -S(O)xN(C1-Cs alkyl)( C1-Cs alkyl), (Where x is

0, 1,or 2).

53. A compound according to Claim 50, wherein:
R is hydrogen, halogen, Ci1-Cs alkyl, C;-Cg alkenyl, C2-Cg alkynyl, C:1-Cs cycloalkyl,

(C3-Cscycloalkyl)C1-Caalkyl, C,-Cg alkoxy, or C;-Cs haloalkyl, or
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R is a phenyl which may be substituted by up to five substituents independently
chosen from C;-Cg alkyl, C2-Cg alkenyl, C;-Cg alkynyl, Ci-Cs alkoxy, halogen,
cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(Ci-
Cs)alkylamino, aminocarbonyl, sulfonamido, mono or di(Ci-Ce)alkylsulfonamido,
3,4-methylenedioxy, 3,4-(1,2-ethylene)dioxy, trifluoromethyl or trifluoromethoxy;

R; is hydrogen, Ci-Cs alkyl, C;-Cs alkenyl, Cy-Cs alkynyl, Cs3-Cg cycloalkyl (Cs-
Cscycloalkyl)C;-Csalkyl or C1-Cs haloalkyl;

Ry is C;-Cs alkyl, Co-Cg alkenyl, C:-Cs alkynyl, C;-Cs cycloalkyl or (Cs-
Cgeycloalkyl)C1-Caalkyl or C;1-Cs haloalkyl;

Rz is hydrogen, C,-Cs alkyl, C2-Cs alkenyl, or C,-Cs alkynyl;

R4 is C1-Cg alkyl, C3-Cs cycloalkyl, or (Cs-Cg cycloalkyl) C:-Cs alkyl, each of which
may be unsubstituted or substituted with one or more substituents selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci1-Cs alkyl, C;-Cs alkenyl, C2-Cs alkynyl, Ci-C¢ alkoxy, amino, and
mono- or di(C-Cs)alkylamino; or

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

indolyl, indanyl, benzo[bjthiophenyl, 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, C;-Cs alkyl, C2-Cs alkenyl, Cz-
Cs alkynyl, C1-Cs alkoxy, amino, mono- or di(C:-Ce)alkylamino; or

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

ol\i{

>
/RA

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Cs
alkenyl, C2-Cs alkynyl, C;-Cs alkoxy, amino, and mono- or di(C;-Cg)alkylamino;

and
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Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; are independently chosen from phenyl, phenyl(Ci-Cs)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, triflucromethoxy, haloalkyl, hydroxy, acetoxy,
C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C;-Cs alkoxy, amino, mono- or
di(C:-Cs)alkylamino, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C:-Cs)alkylaminocarbonyl, N-(C;~
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl,
and

bicyclic oxygen-containing groups of the formula:
0 1

Rs
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Csalkyl,
C2-Cs alkenyl, C2-Cs alkynyl, C;-Cs alkoxy, amino, and mono- or di(Ci-

Cs)alkylamino.

S54. A compound according to Claim 50, wherein:

R is hydrogen, halogen, C;-Cg alkyl, C2-Cg alkenyl, C»-Cg alkynyl, C;-Cs cycloalkyl,
(C3-Cscycloalkyl)C,-Caalkyl, C1-Cg alkoxy, or Ci-Cs haloalkyl, or

R is a phenyl which may be substituted by up to five substituents independently
chosen from C,-Cg alkyl, C2-Cs alkenyl, C»-Cg alkynyl, C:-Cs alkoxy, halogen,
cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(C:-
Cs)alkylamino, aminocarbonyl, sulfonamido, mono or di(C;-Cs)alkylsulfonamido,

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

h
—
th
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R, is hydrogen, C;-Cs alkyl, C2-Cg alkenyl, C;-Cg alkynyl, C3-Cg cycloalkyl (Cs-
Cscycloalkyl)Cy-Caalkyl or C1-Cg haloalkyl;

Ry is C;-Cs alkyl, C2-Cs alkenyl, C»-Cs alkynyl, C;-Cs cycloalkyl or (C3-Cs
cycloalkyl)C;-Csalkyl or C1-Cg haloalkyl; ’

Rs is hydrogen, C;-Cs alkyl, C2-Cs alkenyl, or C2-Cs alkynyl;

R4 is C;-Cg alkyl, C3-Cs cycloalkyl, or (C3-Cs cycloalkyl) C;-Cs alkyl, each of which
may be unsubstituted or substituted with one or more substituents selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci;-Ces alkyl, C2-Cs alkenyl, C2-C¢ alkynyl, C;-Cs alkoxy, amino, and
mono- or di(Ci-Cs)alkylamino; or

R4 is phenyl, phenyl(Ci-Ca)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, C)-Cs alkyl, C2-Cs alkenyl, Cs-
Cs alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino; or

Rsis a bicyclic oxygen-containing group of the formula:

X

\/
Z R

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Cs
alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-Cs)alkylamino;
Ar 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, mnitro, cyano, (trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, C2-Cs alkenyl, Cz-Cs

alkynyl, C1-Cs alkoxy, amino, mono- or di(C;-Cg)alkylamino; and
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Ar; is phenyl, phenyl(Ci-Cq)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,
triflnoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, Ca-
Cs alkymyl, C1-Ce alkoxy, amino, mono- or di{C;-Ce)alkylamino, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
Ce)alkylaminocarbonyl, N-(C1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-
pyrrolidinyl, and 1-piperidyl, or

Ar; is a bicyclic oxygen-containing group of the formula:
0 b4

R
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Csalkyl,
C2-Ce alkenyl, Cz-Cg alkynyl, C:-Cs alkoxy, amino, and mono- or di(Cs-

C¢)alkylamino.

55. A compound according to Claim 50, wherein

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

R) is hydrogen, methyl or ethyl;

Ry is C3-Cs alkyl;

Rais hydrogen, methyl or ethyl;

R4 is C1-Cs alkyl, C3-Cs cycloalkyl, or (Cs-Cs cycloalkyl) Ci-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, C;-Ce¢ alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C;-Cs alkoxy, amino, and

mono- or di(C;-Cg)alkylamino; or
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or di(C;—Ca)alkylamino; or

8roup of the formula:

to 3 groups Selecteq from halogen, RNitro, Cyano,
trlﬂuoromethyl, tnﬂuoromethoxy, ha.loalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Co-Cq
alkenyl, C2-Cg a]kynyl, C1-Cg alko
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wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Ce

alkenyl, C2-Cs alkynyl, Ci-Cs alkoxy, amino, and mono- or di{(Ci-Ce)alkylamino.

56. A compound of the formula:

Ar1 m N

R4
R
N X Rs5Rg R4
/

R2 R3R3a
Al‘2

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;

Ri1, Rz, R3, Raa, Rs, and Rs 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)jalkyl;

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl 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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Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;
Ar; and Ar; 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:

R4
R
Nl X R ,/ 4
NH
Arq /
R2 R3

wherein Ari, R, Ry, Ry, R3, R« are as defined in Claim 56.

58. A compound according to Claim 56, wherein:

Ri, Ra, and Rj are independently selected from
i) hydrogen, halogen, hydroxy, amino, C;-Cs alkoxy, mono- or di(C;-
Cs)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cs alkyl, C2-Cs alkenyl, C2-Cg alkynyl, C3-Cs cycloalkyl, and (C3-Cs
cycloalkyl) C;-Cs alkyl, each of which may be unsubstituted or substituted by
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, C1-Ce¢ alkoxy, amino, mono- or di(Ci-
Ce)alkylamino;

Ris selected from
i) hydrogen, halogen, hydroxy, amino, C1-Cs alkoxy, mono- or di(Ci-
Cs)alkylamino, cyano, nitro, haloalkyl, and
ii) C;-Cs alkyl, Ca-Cs alkenyl, Cz-Cg alkynyl, C3-Cs cycloalkyl, and (Cs-
Csg)cycloalkyl) C;-Cs 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(Ci-

Cs)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, nitro, cyano,
triffuoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cg alkyl,
C2-Cs alkenyl, C»-Cs alkynyl, C:-Cs alkoxy, amino, and mono- or di(Ci-
Ce)alkylamino;

R4 is hydrogen or
Ci.s alkyl, Ca.s alkenyl, Cas alkynyl, Cjgcycloalkyl, (Cs.s cycloalkyl)Ci-salkyl,
haloalkyl, each or which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Co alkenyl, Ca.e
alkynyl, C1-Cs alkoxy, amino and mono- or di(C;-Ce)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 quinoxaliny], each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, triftuoromethoxy, haloalkyl,
hydroxy, acetoxy, Ci-Cs alkyl, Ca.¢ alkenyl, Ca.s alkynyl, C;-Cs alkoxy, amino,
mono- or di(C,-Cs)alkylamino, amino(C,-Ce)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-(
C1-Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, —
XaRp, wherein X4 and Rp are as defined below; or

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

e

Ra

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
Cz.6 alkenyl, Cz.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-
Cs)alkylamino; and

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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, benzodioxanyi,
benzodioxinyl, benzodioxolyl, benzjd]isoxazolyl, quinolinyl, isoquinolinyl,
cinnolinyl, quinazolinyl, or qginoxalinyl, 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, C,-Cs alkyl, Cs.¢ alkenyl, Ca.¢ alkynyl, C:-Cs alkoxy, amino,
mono- or di{C;-Cs)alkylamino, amino(C;-Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(C1-Cg)alkylaminocarbonyl, N-(
C1-Ce¢)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and -X4Rg, wherein X4 and Rg are as defined below; and

ii) bicyclic oxygen-containing groups of the formula:

wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
Ca.6 alkenyl, Cs.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di{Ci-

Cg)alkylamino;
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X4 is independently selected at each occurrence from the group consisting of -CHp-, -
CHRc-, -O-, -S(O}n~, -NH-, -NR¢-, -C(=O)NH-, -C(=O)NRc-, -S(O)uNH-, -S(O)uNRc-,
-NHC(=0)-,

-NRcC(=0)-, -NHS(O)-, -C(=O)NHS(O)m-, and -NRcS(O)n- (Where m is 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-Cs alkyl), -NH(C,-Cs alkyl),

-N(C:1-Cs alkyl)(C1-Cs alkyl), -NHC(O)(C1-Cs alkyl), -N(Ci-Cs alkyl)C(O)(Ci-6 alkyl), -
NHS(0)x(C1-Cs alkyl), -S(O)x(C1-Ce alkyl), -S(O}xNH(C1-Cs alkyl), -S(O)xN(C1-Cs

alkyl)( Ci-Cs alkyl), (where xis O, 1, or 2).

59. A compound according to Claim 56, wherein:

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

R is hydrogen, methyl or ethyl;

Rs is C3-C¢ alkyl;

R3is hydrogen, methyl or ethyl;

R4 is C1-Cg alkyl, C3-Cs cycloalkyl, or {C3-Cs cycloalkyl) Ci1-Ca alkyl, each of which
may be unsubstituted or substituted with one or more substituents selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci1-Cs alkyl, Cz-Ce¢ alkenyl, Cz-Cs alkynyl, Ci-C¢ alkoxy, amino, and
mono- or di(Ci-Cs)alkylamino; or

Ra is phenyl, phenyl(C;-Cq)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,

5§23
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, Cy-
Ce alkynyl, C;-Cs alkoxy, amino, mono- or di(Ci-Cs)alkylamino; or
Rsis a bicyclic oxygen-containing group of the formula:

N

\/
2 Ra

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Cs
alkenyl, Cz-Cs alkynyl, C:-Cs alkoxy, amino, and mono- or di(C;-Cs)alkylamino;
and

Ar, 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, Ci-Cs alkyl, C2-Cs alkenyl, C2-Cs

alkynyl, C:-Cs alkoxy, amino, mono- or di(C,-Ces)alkylamino.

60. A compound of the formula:
N R
/TS Rs Re
AI‘1"_N
—_ /\
m N R4
Ro Rs Raa \\
Ar2

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

misO, 1, or 2;

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, Rs, Raa, Rs, and Rs 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 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

R, is optionally substituted carbocyclic aryl, optionally substituted arylaikyl,
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

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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.

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

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

62. A compound according of the formula:
R
N—=
/ /\R4
N
N
wi” 4 k
Ry Re Arz
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or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein:

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloaikyl, 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;

Rz and Rj are independently selected from hydrogen, hydroxy, halogen, amino,
cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted
alkyl, optionally substituted alkenyl, optionalily 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, (cycloa]kyll)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

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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 R and Rj 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 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, trifftuoromethoxy, 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, trifluoromethy],
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy,
amino, and mono- or dialkylamino;

Rz 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, triffluoromethoxy, 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 -
X4Rp, wherein X4 and Rp are as defined below; or

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

N

P
/RA

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl,
alkynyl, alkoxy, amino, and mono- or dialkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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[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, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids,

aminocarbonyl, mono or dialkylaminocarbonyl, N-
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alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1~i>iperidy1 and -
X4Rp, wherein X4 and Rg are as defined below;, and

ii) bicyclic oxygen-containing groups of the formula:

0

Re
wherein Rg represents O 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 -CHa-, -
CHRc-, -O-, -8(O)m~, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)uNH-, -S(O)uNRc-,
-NHC(=0)-,

-NRcC(=0)-, -NHS(O}wm-, ~-C(=O}NHS(O}x-, and ~NRcS(O)m- (Where m is 0, 1, or 2J;
and

Rp and R¢, 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(alky))C(O)(alkyl), -NHS(O)«(alkyl), -S(O)xlalkyl), -
S(0)xNH(alkyl), -S(O)«N(alkyl){alkyl), (where x is O, 1, or 2).

65. A compound according to Claim 62, wherein:

R is selected from
i) hydrogen, halogen, hydroxy, amino, C,-Cs alkoxy, mono- or di(Ci-
Ce)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cs alkyl, C2-Cs alkenyl, Cz-Cs alkynyl, Ca-Cs cycloalkyl, and (Cs-
Cs)cycloalkyl) C;-Cs alkyl, each of which may be unsubstituted or substituted

by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
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haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(C:-
Ce)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-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C;1-Cs alkoxy, amino, and mono- or
di(C;-Cs)alkylamino;

R: and R3 are independently selected from
i) hydrogen, halogen, hydroxy, amino, C1-Cs alkoxy, mono- or di(C;-
Ce)alkylamino, cyano, nitro, haloalkyl, and
if) C1-Csg alkyl, C2-Cs alkenyl, C»-Cs alkynyl, C3-Cs cycloalkyl, and (C3-Cg
cycloalkyl) C,-Cs alkyl, each of which may be unsubstituted or substituted by
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, C1-Cs alkoxy, amino, mono- or di(C;-
Cs)alkylamino;

R4 is hydrogen or
Cis alkyl, Cog alkenyl, Czs alkynyl, Cascycloalkyl, (Cs.s cycloalkyl)Ci.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, C;-Cs alkyl, Ca.¢ alkenyl, Coe
alkynyl, C;-C¢ alkoxy, amino and mono- or di(C;-Cg)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromany],
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, triftuoromethoxy, haloalkyl,
hydroxy, acetoxy, C,-Cs alkyl, Co-6 alkenyl, Ca-6 alkynyl, C;-Ce alkoXxy, amino,
mono- or di(Cl-Ca)alkylamino, amino(C ,-Ce)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono of di(Cl-Ce)alkylaminocaxbonyl, N-{
C1-C5)a1kylsu1fonylaminocarbony], 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -
XsRg, wherein X4 and Rg are as defined below; OT

R.is a bicyclic oxygen-contain'mg group of the formula:

e AKX

\/\’
Ra

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Ce atkyl,
Cyp.s alkenyl, Co-6 alkynyl, C1-Ce alkoxy, amino, and mono- or di(Ca-
Ca)alkylamino;

Ari is ethylenedioxyphenyl, methylenedi0xyphenyl, or;

Ar; and Arz are independently chosen from

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl,
thiazolyl, jsothiazolyl, 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-Ce alkyl, C26 alkenyl, C2-6 alkynyl, C;-Ce alkoxy, amino,
mono- or di(C;-Ce)a.lkylamino, amino(Cl—Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(Cl-Ce)aJkylaminocarbonyl, N-~(
Cl-Ca)alkylsulfonylam'mocarbonyl, 1-azetidinyl, 1—pyrrolidiny1, 1-piperidyl,

and —X4Rs, wherein X4 and Rgp are as defined below; and
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ii) bicyélic oxygen-containing groups of the formula:

N

wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl,
Csz.6 alkenyl, Ca.s alkynyl, C:1-Cs alkoxy, amino, and mono- or di(C;-
Cs)alkylamino;

X4 is independently selected at each occurrence from the group consisting of ~-CHs-, -
CHRc-, -O-, -S(O)n-, -NH-, -NRc-, -C(=0)NH-, -C(=O)NR¢-, -S(0)uNH-, -S(O)nNRc-,
-NHC(=0)-,

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

Rp and R, 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-Cs alkyl), -NH(C:1-Cs alkyl),
-N(C1-Cs alkyl)(Ci1-Cs alkyl), -NHC{O)(Ci1-Cs alkyl), ~-N(C,-Cs
alkyl)C(0)(C1.6 alkyl), -NHS(0)x(C1-Cs alkyl), -S{0)x(C1-Cs alkyl), -
S(0)xNH(C1-Cs alkyl), -S(O}xN(C1-Cs alkyl)( C1-Cs alkyl), (where x is
0,1, 0r2).

66. A compound according to Claim 62, wherein:

Ris hydrogen, halogen, hydroxy, Ci-Cs alkoxy, haloalkyl, C;-Cs alkyl, C;-Cs alkenyl,
C»-Cs alkynyl, Cs-Cs cycloalkyl, and (Cs-Cs)cycloalkyl) C1-Cs 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-Cs alkenyl, C,-Cg alkynyl, C;-Cg alkoxy, amino, and mono- or
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di(C1-Cs)alkylamino, aminocarbonyl, sufonamido, mono or di(C;-
Ce)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy;

Rz is selected from C;-Cg alkyl, C2-Cs alkenyl, Ca-Cs alkynyl, C3-Cs cycloalkyl, (C3-Cs
cycloalkyl) C;-Cs alkyl and haloalkyl;

R3 is hydrogen C;-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl;

R4 is Cy.s alkyl, Cas alkenyl, Cag alkynyl, Cascycloalkyl, (Cs.s cycloalkyl)C;.qalkyl,
haloalkyl, each or which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, Ca.s alkenyl, Cz¢
alkynyl, C1-Cs alkoxy, amino and mono- or di(C,-Cs}alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl{Ci-Cijalkyl,
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl,
naphthyl, indolyl, indanyl, benzo{bjthiophenyl, 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, Ci1-Cs alkyl,
Csy.6 alkenyl, Ca.6 alkynyl, C,-Cs alkoxy, amino, mono- or di(C:-Cs)alkylamino,
amino(C,-Ce)alkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C;-Ce)alkylaminocarbonyl, N-( Ci-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,

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

X

\/
0 RA

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Ce alkyl,
Ca.6 alkenyl, Ca.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-
Cs)alkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; are independently chosen from
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i) phenyl, phenyl(C:-Cs)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-C¢ alkyl, Cz.6 alkenyl, Ca.6
alkynyl, C:1-Cg alkoxy, amino, mono- or di(Ci-Cs)alkylamino, amino(C;-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C,-Cs)alkylaminocarbonyl, N-( C1-Cg)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

ii) bicyclic oxygen-containing groups of the formula:
0 -2

Re
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca6

alkenyl, C2.6 alkynyl, C;-Cs alkoxy, amino, and mono- or di(C;-Cs)alkylamino.

67. A compound according to Claim 66, wherein
R, Ry, R3, R4, and Ar, are as defined in Claim 66;

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Co6 alkenyl, Ca.¢
alkynyl, Ci-Cs alkoxy, amino, mono- or di(Ci:-Ce)alkylamino, and amino(Ci-

Cs)alkoxy.

68. A compound according to Claim 66, wherein:
R, Ry, and Rz are as defined in Claim 66;
Ar) 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, Ci-Cs alkyl, Ci.s alkenyl, Czs
alkynyl, C;-Cs alkoxy, amino, mono- or di(C:-Ce)alkylamino, and amino(C;-
Ce)alkoxy;

R4 is C3.Cs alkyl, Ci.Cs alkenyl, C2.Cs alkynyl, Cs.Cscycloalkyl, (Cs.s cycloalkyl)Ci.
Caalkyl, C1-Cg haloalkyl, each or which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
Cz6 alkenyl, Cae alkynyl, Ci-Cs alkoxy, amino and mono- or di(C;-
Cg)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl{Ci-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-Cs alkyl, Cz.6 alkenyl, C¢ alkynyl, C,-C¢ alkoxy, amino, mono- or di(C;-
Cs)alkylamino, amino(C;-Cs)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-( C;-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ars is phenyl, phenyl(Ci-Ca)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl,
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b|thiopheny],
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, C:-Cs alkyl, C2.6 alkenyl, Ca.s
alkynyl, C;-Cs alkoxy, amino, mono- or di(C:-Cs)alkylamino, amino(Ci-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C;-Ce¢)alkylaminocarbonyl, N-( Ci-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ars is bicyclic oxygen-containing groups of the formula:

h
w
h
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Re
wherein Rg represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Cz-6

alkenyl, Ca. alkynyl, C1-C¢ alkoxy, amino, and mono- or di(C,-Cg)alkylamino.

69. A compound according to Claim 66, wherein;

R is hydrogen, Ci1-Cs alkyl, C2-Cs alkenyl, Co-Cs alkynyl, C3-Cs cycloalkyl, or (Cs-
Cs)cycloalkyl) C:i-Cs 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, C»-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or
di(C:1-Cs)allktylamino, aminocarbonyl, sufonamido, mono or di(C;-
Ce)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy;

Rz is C3-Cp alkyl;

Rs is hydrogen, methyl, or ethyl;

Rq is C3.Cs alkyl, C2.Cs alkenyl, Cs.Cs alkynyl, Csz.Cscycloalkyl, (Cs.s cycloalkyl)Ci-
Caalkyl, Ci-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, Ci-Cs alkyl,
Ca.6 alkenyl, Cze alkynyl, C;-Cs alkoxy, amino and mono- or di(C;-
Cs)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-Cs alkyl, Ca.s alkenyl, Cy.6 alkynyl, C1-Cs alkoxy, amino, mono- or di(C;-
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Cs)alkylamino, amino{C;-Cg)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mo‘no or di(C;:-Cg)alkylaminocarbonyl, N-( Ci-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ar; _is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C¢ alkyl, Ca.6 alkenyl, Ca.s
alkynyl, C1-Ce alkoxy, amino, mono- or di(Ci-Cs)alkylamino, and amino(Ci-
Ce)alkoxy;

Ar, is phenyl, phenyl{(C:-Cs)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-Cs alkyl, Cz.6 alkenyl, Cz.6
alkynyl, C;-C¢ alkoxy, amino, mono- or di(C;-Cs)alkylamino, amino(C,-
Cs)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di{C,-Cs}alkylaminocarbonyl, N-( C1-Ce)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar, is bicyclic oxygen-containing groups of the formula:

o

Re
wherein Rg represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cg alkyl, Ca.5

alkenyl, Ca.¢ alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-Cs)alkylamino.

70. A compound according to Claim 66, wherein:
R is hydrogen, C1-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl, or (Cs-
Cg)eycloalkyl) C;-C3 alkyl, or phenyl;

Rpis Ca-Cs alkyl;
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R3 is hydrogen, methyl, or ethyl;

R4 is C3.Cs alkyl, C,.Cs alkenyl, C2.Cs alkynyl, Cs.Cscycloalkyl, (Cs.s cycloalkyl)Ci.
Caalkyl, C1-Cz haloalkyl, each or which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C:-Cs alkyl,
Ca26 alkenyl, Cze alkynyl, Ci-C¢ alkoxy, amino and mono- or di(Ci-
Ce)alkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from Thalogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Ciz.s alkenyl, Czs4
alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, and amino(Ci-
Cs)alkoxy; and

Ar; is phenyl, phenyl(C;-Ca)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-Cs alkyl, C2.Cs alkenyl, Ca.
Cs alkynyl, C;-Ce alkoxy, amino, mono- or di(C;-Cg)alkylamino, amino(C;-
Ces)alkoxy, carpoxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C1-Cs)alkylaminocarbonyl, N-( C1-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Arz is bicyclic oxygen-containing groups of the formula:

0

Re
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Cz2.6

alkenyl, Ca.¢ alkynyl, Ci1-Cs alkoxy, amino, and mono- or di(C;-Ce)alkylamino.
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71. A compound according to Claim 66, wherein:

R is hydrogen, C)-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl, or (Cs-
Cs)cycloalkyl) C;-Cs alkyl, or phenyl;

Rz is C3-Cg alkyl;

R3 1s hydrogen, methyl, or ethyl;

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl{C:-C4lalkyl,
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl,
naphthyl, indolyl, indany), 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-Cs alkyl, Ca.¢ alkenyl, Cz.6 alkynyl, C1-Cs alkoxy, amino, mono- or di(C;-
Cs)alkylamino, amino(C;-Cs)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di{C:-Ce)alkylaminocarbonyl, N-( C;-
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Cz.¢ alkenyl, Ca.6
alkynyl, C1-Ce alkoxy, amino, mono- or di(C;-Cg)alkylamino, and amino(C;-
Cs)alkoxy;

Ar; is phenyl, phenyl(Ci-Cq)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, Ci-Cs alkyl, Cz.¢ alkenyl, Cas
alkynyl, C1-Ce alkoxy, amino, mono- or di(C;-Ce)alkylamino, amino(Ci-~
Cs)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(Ci1-Ce)alkylaminocarbonyl, N-( Ci1-Cs)alkylsulfonylaminocarbonyl, 1-

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

wherein Rg represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca.6

alkenyl, Ca.¢ alkynyl, C;-Cs alkoxy, amino, and mono- or di(C:-Cs)alkylamino.

72. A compound of the formula:

R
N\ N/ R
/ Rs Rs 8
AI’1 J\
— oY Rq
R R; R,
AI'2
Ro

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

misO, 1, or 2;

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy,
mono- or dialkylamino, optionally substituted alkyl, optionally substituted
alkenyl, optionally substituted alkynyl, optionalily substituted cycloalkyl,
optionally substituted (cycloalkyljalkyl,
optionally substituted carbocyclic aryl, optionally substituted arylalkyl,
optionally substituted hetercaryl or heteroalicyclic group having from 1 to 3
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms;

Ro, R3, Raa, Rs, and Rg 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;
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R and Rz 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; 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 Ry are independently chosen from H or optionally substituted alkyl,
optionally substituted alkenyl, optionally substituted alkynyl, optionally
substituted cycloalkyl, (cycloalkyl)alkyl, haloalkyl, or the like.

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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

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

74. A compound according of the formula:
R Ry
~y P /
Ar 1 /
N Ary

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

Rz 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 and Rs 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

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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 R and Ra are not joined.

76. A compound according to Claim 74, wherein:
R is selected from
i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano,

nitro, haloalkyl, and
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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], thiazoly],
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;

Rz 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 (cycloalkyljalkyl, 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, isoguinolinyl,

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 -
X4Rp, wherein X4 and Rp are as defined below; or

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

N

\/
2 Ra

wherein Ra represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl,
alkynyl, alkoxy, amino, and mono- or dialkylamino;

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar 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[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, 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 -
X4Rp, wherein X4 and Rg are as defined below;, and

if) bicyclic oxygen-containing groups of the formula:
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R
wherein Rg represents O 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 -CHa-, -~
CHRc-, -O-, -8(O)u-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S{O)uNH-, -S(O)uNRc-,
-NHC(=0)-,

-NRcC(=0)-, -NHS(O)xn~, -C(=O)NHS(O)un-, and ~NRcS(O)m- (Wwhere m is 0, 1, or 2);
and

Rs and Rc, 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)(alkyl), -

S(0)«NH(alkyl), -S(O)«N(alkyl)(alkyl), (where x is 0, 1, or 2).

77, A compound according to Claim 74, wherein:

R is selected from
i) hydrogen, halogen, hydroxy, amino, C;-Cg alkoxy, mono- or di(C;-
Cs)alkylamino, cyano, nitro, haloalkyl, and
ii) C;-Cg alkyl, C2-Ce alkenyl, C2-Cs alkynyl, Cs-Cg cycloalkyl, and (Ca-
Cs)cycloalkyl) C1-Cs 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(Ci-

Cs)alkylamino,

th
=
h
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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,
Ci1-Cg alkyl, C2-Cs alkenyl, C»-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or
di(C1-Ce)alkylamino;

R> and R3 are independently selected from
i) hydrogen, halogen, hydroxy, amino, C;-Cs alkoxy, mono- or di(C;-
Ce)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Cs-Cg cycloalkyl, and (Cs-Cs
cycloalkyl) C;-Cz alkyl, each of which may be unsubstituted or substituted by
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, C1-Cs alkoxy, amino, mono- or di(C:-
Cs)alkylamino;

R4 is hydrogen or
Cis alkyl, C2s alkenyl, Cs.g alkynyl, Cs.scycloalkyl, (Cs.s cycloalkyl)Ci.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-Cs alkyl, Cz¢ alkenyl, Cas
alkynyl, C;-Cs alkoxy, amino and mono- or di(C;-Cg)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,
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hydroxy, acetoxy, C1-Cs alkyl, Ca.6 alkenyl, C2¢ alkynyl, C;-Cs alkoxy, amino,
mono- or di{C;-Cs)alkylamino, amino(C;-Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(C;1-Cs)alkylaminocarbonyl, N-(
Ci1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -
XsRp, wherein X4 and Rg are as defined below; or

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

ol\E'

¢
/RA

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
Ca.6 alkenyl, Ca.¢ alkynyl, C:-Cs alkoxy, amino, and mono- or di{C:-
Cs)alkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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 bg optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, Ci1-Cs alkyl, Ca.6 alkenyl, Ca.¢ alkynyl, C1-Cs alkoxy, amino,
mono- or di(C;-Ce)alkylamino, amino(Ci-Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl, N-(
Ci1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and -X4Rg, wherein X4 and Rg are as defined below; and

ii) bicyclic oxygen-containing groups of the formula:
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Rs
wherein Rg represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
Ca.¢ alkenyl, Ca.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(C:-
Ce)alkylamino;

X4 is independently selected at each occurrence from the group consisting of -CHa-, -
CHRc-, -0~, -8(O)m-, -NH-, -NRc-, -C{=0)NH-, -C(=0)NR¢-, -S(0)uNH-, -S(O)uNRc-,
-NHC(=0)-,

-NRcC{=0)-, -NHS(O)n-, -C(=O)NHS(O)n-, and -NRcS(O)m- (Where m is 0, 1, or 2);
and

Rp and Rc, 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 onec or more substituent(s) selected from:
oxo, hydroxy, -O(C1-Cs alkyl}, -NH(C1-Cs alkyl),
-N(C1-Cs alkyl)(C1-Cs alkyl), -NHC(O)(C1-Cs alkyl), -N(C1-Cs
alkyl)C(O)(C1-6 alkyl), -NHS(O)x(C1-Cs alkyl), -S(O)«(C1-Cs alkyl), -
S(0)xNH(C1-Cs alkyl), -S(O)xN(C1-Cs alkyl)( C1-Ce alkyl), (where x is

0, 1, or 2).

78. A compound according to Claim 74, wherein:

Ris hydrogen, halogen, hydroxy, Ci1-Cs alkoxy, haloalkyl, C:-Cs alkyl, C»-Cs alkenyl,
C2-Cs alkynyl, C3-Cg cycloalkyl, and (Cs-Cs)cycloalkyl) C;-Cs alkyl, or

R is phenyl substituted with up to five groups independently selected from halogen,
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,

C;-Cs alkyl, C2-Cs alkenyl, Ca2-Cs alkynyl, C1-Cg alkoxy, amino, and mono- or
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di(C1-Ce)alkylamino, aminocarbonyl, sufonamido, mono or di(C;-
Cs)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy;

R2 is selected from C;-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Cs-Cs cycloalkyl, (Cs-Cs
cycloalkyl) C;1-Cs alkyl and haloalkyl;

R3 is hydrogen C;-Cs alkyl, C2-Cs alkenyl, Cz-Cg alkynyl;

R4 is Cis alkyl, Cas alkenyl, Ca.s alkynyl, Cssacycloalkyl, (Cs.s cycloalkyl)Ciq4alkyl,
haloalkyl, each or which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Ca6 alkenyl, Cas
alkynyl, C1-Ce alkoxy, amino and mono- or di(C;-Ce)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C,;-Ca4)alkyl,
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl,
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxiny],
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, C,1-C¢ alkyl,
Ca.6 alkenyl, Ca6 alkynyl, C1-Cs alkoxy, amino, mono- or di{(C;-Cg)alkylamino,
amino(C,-Csjalkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-( C;-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,

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

N
/\/
Ra

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C,-Cs alkyl,
Cz.6 alkenyl, Cz6 alkynyl, C;-Cs alkoxy, amino, and mono- or di{C;-
Ce)alkylamino;

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; are indépendently chosen from
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i) phenyl, phenyl(C;-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, triffluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Ce alkyl, C2.¢ alkenyl, Ca.s
alkynyl, C1-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, amino(Ci-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C1-Ce)alkylaminocarbonyl, N-( C:-Ce)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

ii} bicyclic oxygen-containing groups of the formula:

(o)

Re
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl], trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Cos

alkenyl, Cz-6 alkynyl, C1-Cs alkoxy, amino, and mono- or di{C,-Ce)alkylamino.

79. A compound according to Claim 78, wherein
R, Rz, R3, R4, and Ar; are as defined in Claim 78;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, Cz6 alkenyl, Ca¢
alkynyl, C;-Cs alkoxy, amino, mono- or di{Ci-Ce¢)alkylamino, and amino(C;-

Cs)alkoxy.

80. A compound according to Claim 78, wherein:
R, Ra, and Rj are as defined in Claim 78;
Ar; 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, C;-Cs alkyl, Cze alkenyl, Ca.¢
alkynyl, Ci1-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, and amino(C;-
Cs)alkoxy;

R4 is C3.Cs alkyl, C2.Cg alkenyl, Co.Cs alkynyl, Cs.Cacycloalkyl, (Cas cycloalkyl)Ci.
Csalkyl, C;-Cg haloalkyl, each or which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, triftuoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Ce¢ alkyl,
Ca alkenyl, Cszs alkynyl, Ci;-Cs¢ alkoxy, amino and mono- or di(C;-
Ce)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C:~Cq)alkyl,
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl,
naphthyl, indolyl, indanyl, benzo[bjthiophenyl, 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,
Ci-C¢ alkyl, Ca.6 alkenyl, Cz2.6 alkynyl, Ci-C¢ alkoxy, amino, mono- or di{C;-
Cs)alkylamino, amino(C,-Ce)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di{Ci-Cs)alkylaminocarbonyl, N-( C;-
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ar; is phenyl, phenyl(Ci-Cq)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl,
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]jthiophenyl,
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, triflucromethyi,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Ca alkenyl, Cas
alkynyl, C:-Ce alkoxy, amino, mono- or di(C;-Ce)alkylamino, amino(Ci-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(Ci1-Cs)alkylaminocarbonyl, N-( C1-Ce)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar; is bicyclic oxygen-containing groups of the formula:
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Ry
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Co.6

alkenyl, Ca.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(Ci-Ce)alkylamino.

81. A compound according to Claim 78, wherein:

R is hydrogen, C;-Cg alkyl, C2-Cs alkenyl, C»-Cs alkynyl, C3-Cs cycloalkyl, or (Cs-
Cs)cycloalkyl) C;-Cj alkyl, or

R is phenyl substituted with up to five groups independently selected from halogen,
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
Ci1-Cg alkyl, C2-Ce alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or
di(Ci-Cs)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci-
Cs)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy;

Rais C3-Cg alkyl;

R3 is hydrogen, methyl, or ethyl;

R4 is C3.Cg alkyl, C..Cg alkenyl, C,.Cg alkynyl, Cs.Cscycloalkyl, (Cs.s cycloalkyl)Ci-
Caalkyl, 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, C;-Cs alkyl,
Ca6 alkenyl, Cze alkynyl, C;-C¢ alkoxy, amino and mono- or di(Ci-
Cs)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-Ca)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-Cs alkyl, Ca.¢ alkenyl, Csz.s alkynyl, C;-Cs alkoxy, amino, mono- or di(Ci~

194
0
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Ce)alkylamino, amino(C1-Ce)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(C1-Cg)alkylaminocarbonyl, N-( C;-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Arl is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca.¢ alkenyl, Ca.6
alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Ce)alkylamino, and amino(C:-
Ce)alkoxy;

Ars is phenyl, phenyl(Ci-Cs)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-Cs alkyl, Cz.6 alkenyl, Cs.6
alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, amino(Ci-
Cs)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(Ci-Cs)alkylaminocarbonyl, N-{ C;-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar; is bicyclic oxygen-containing groups of the formula:
0 x

Re
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Cas

alkenyl, Cz.¢ alkynyl, C1-Cs alkoxy, amino, and mono- or di{C;-Cs)alkylamino.

82. A compound according to Claim 78, wherein:
R is hydrogen, C;-Cs alkyl, C,-Cs alkenyl, C2-Cs alkynyl, Ca-Cs cycloalkyl, or (Cs-
Cg)cycloaikyl) Ci1-Ca alkyl, or phenyl;

Ra is C3-Ce alkyl;
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R3 is hydrogen, methyl, or ethyl;

Rs is C3.Cg alkyl, C».Cs alkenyl, C,.Cs alkynyl, Cs.Cscycloalkyl, (Cs.s cycloalkyl)C;.
Caalkyl, C1-Cg haloalkyl, each or which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
Cy6 alkenyl, Co¢ alkynyl, Ci-Cs alkoxy, amino and mono- or di(C;-
Cs)alkylamino;

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl, Ca.s alkenyl, Cae
alkynyl, Ci-Cs alkoxy, amino, mono- or di(Ci-Ce)alkylamino, and amino(C;-
Cs)alkoxy; and

Ar; 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, C;1-Cs alkyl, C2.Cs alkenyl, Ca.
Ce alkynyl, C,1-Cg alkoxy, amino, mono- or di(C;-Ce)alkylamino, amino(Ci-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C1-Ce)alkylaminocarbonyl, N-( C,-Ce)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ars is bicyclic oxygen-containing groups of the formula:

0]

Re
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl, Co.s

alkenyl, Ca.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(C;-Ce)alkylamino.
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83. A compound according to Claim 78, wherein:

R is hydrogen, C;-Cg alkyl, C2-Cg alkenyl, C2-Cg alkynyl, Ca-Cg cycloalkyl, or (Ca-
Cg)cycloalkyl) C;-Cs alkyl, or phenyl;

Ry is C3-Ce alkyl,;

R; is hydrogen, methyl, or ethyl;

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C:1-Ca)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, trifltuoromethoxy, haloalkyl, hydroxy, acetoxy,
C1-Cs alkyl, Cz.¢ alkenyl, Ca6 alkynyl, Ci1-Cs alkoxy, amino, mono- or di{Cs-
Ce)alkylamino, amino(C1-Ce)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(C;-Ce)alkylaminocarbonyl, N-( C;-
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ar) is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca.¢ alkenyl, Co
alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, and amino(C;-
Csjalkoxy;

Ar, is phenyl, phenyl(Ci1-Ca)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-Cs alkyl, Ca.6 alkenyl, Cag
alkynyl, C1-Ce alkoxy, amino, mono- or di(C;-Cs)alkylamino, amino(C;-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di{C;-Cg)alkylaminocarbonyl, N-( C;-Ce)alkylsulfonylaminocarbonyl, 1-

azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

n
‘h
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Arz is bicyclic oxygen-containing groups of the formula:
o 71;

Re
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca.6

alkenyl, Ca¢ alkynyl, C;-Cs alkoxy, amino, and mono- or di(Ci-Ce)alkylamino.

84. A compound of the formula:

N~
Ar 1 | /k
/N mY R4
Afz

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

misO, 1, or 2;

Rz, R3, Rs3a, Rs, and Rg 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, (cycloalkyljalkyl each of which may be
optionally substituted; 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; and

Rs and Rg are independently chosen from H or optionally substituted atkyl,
optionally substituted alkenyl, optionally substituted alkynyl, optionally

substituted cycloalkyl, (cycloalkyljalkyl, haloalkyl, or the like.
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Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar and Ar; are independently optionally substituted carbocyclic aryl, optionally
substituted arylaikyl, 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 1uM or less in an assay of C5a mediated chemotaxis or calcium mobilization.

86. A compound according of the formula:

Ry

N—_
Aryq / IN N/ A
iN ~ 2
/
Rz R3

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

R2 and R; 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 (cycloalkyljalkyl;

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

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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.

‘h
n
~1
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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,
nitro, haloalkyl, and
ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl}alkyl, each of which may
be unsubstituted or substiiuted 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,
triftuoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, aikoxy,
amino, and mono- or dialkylamino;

Rz 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, (cycloalkyljalkyl, 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,
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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, benzdlisoxazolyl, 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 Rg are as defined below; or

R4is a bicyclic oxygen-containing group of the formula:

N

\/

wherein Rj represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl,
alkynyl, alkoxy, amino, and mono- or dialkylamino;

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ari and Ar; 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[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, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or



WO 02/49993 PCT/US00/26816

dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or dialkylaminocarbonyl, N-
alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl and -
X4Rp, wherein X4 and Rg are as defined below;, and

ii) bicyclic oxygen-containing groups of the formula:

0

Rg
wherein Rg represents O 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 -CHgz-, -~
CHRc-, -O-, -S(O)n-, -NH-, -NRc-, -C(=O}NH-, -C(=O)NRc-, -S(O)uNH-, -S(O)uNRc-,
-NHC(=0)-,

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

Rg and Rc, 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)«(alky)), -

S(0).NH(alkyl), -S(O)xN(alkyl)(alkyl), (where x is 0, 1, or 2).

88. A compound according to Claim 86, wherein:
R is selected from
i) hydrogen, halogen, hydroxy, amino, C1-Cs alkoxy, mono- or di(Ci-

Ce)alkylamino, cyano, nitro, haloalkyl, and
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ii) C1~Cs alkyl, C2-C¢ alkenyl, Cy-Cs alkynyl, C3-Cg cycloalkyl, and (Cs-
Cs)cycloalkyl) C;-Cs alkyl, each of which may be unsubstituted or substituted
by one or more of halogen, nitro, cyano, trifluoromethyl, trifltuoromethoxy,
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci-
Ce)alkylamino,
iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl,
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazoly], 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-Cg alkyl, C3-Cs alkenyl, C2-Cs alkynyl, Ci-Cs alkoxy, amino, and mono- or
di(C;-C¢)alkylamino;

R; and R3 are independently selected from
i) hydrogen, halogen, hydroxy, amino, C;-Ce alkoxy, mono- or di(C;-
Cs)alkylamino, cyano, nitro, haloalkyl, and
ii) C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl, and (C3-Cs
cycloalkyl} C;-C3 alkyl, each of which may be unsubstituted or substituted by
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, Ci-Cg alkoxy, amino, mono- or di(C;-
Cs)alkylamino;

R4 is hydrogen or
Cis alkyl, Ca.s alkenyl, Cps alkynyl, Cs.scycloalkyl, (Cs-g cycloalkyl)Ci.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-Cs alkyl, Cas alkenyl, Cag
alkynyl, Ci1-Cs alkoxy, amino and mono- or di(Ci-Cg)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, 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, Ci-Cs alkyl, Co.6 alkenyl, Ca.¢ alkynyl, C;-Cg alkoxy, amino,
mono- or di(C;-Cs)alkylamino, amino{C;-Cg)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-(
Ci1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, ~
X4Rp, wherein X4 and Rg are as defined below; or

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

K

.
Ra

wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C:-Cs alkyl,
C..¢ alkenyl, Ca¢ alkynyl, C;-Cs alkoxy, amino, and mono- or di(C;-
Ce)alkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; 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, indan}‘rl,
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-Cs alkyl, Cz.6 alkenyl, Ca.s alkynyl, C;-C¢ alkoxy, amino,

mono- or di(C;-Ce)alkylamino, amino(C;-Cs)alkoxy, carboxylic acid, esters of
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carboxylic acids, aminocarbonyl, mono or di(C;-Ce)alkylaminocarbonyl, N-(
C1-Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and ~X4Rg, wherein X4 and Rg are as defined below; and

ii) bicyclic oxygen-containing groups of the formula:

o

Re
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl), trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl,
Ca.6 alkenyl, Ca.6 alkynyl, C,-Ce alkoxy, amino, and mono- or di(C;-
Cs)alkylamino;

X4 is independently selected at each occurrence from the group consisting of -CHa-, -
CHRc-, -O-, ~S(O)w-, -NH-, -NRc-, -C(=0O)NH-, -C(=O)NRc-, -S(O)uNH-, -S(O}uNRc-,
-NHC(=0})-,

-NRcC(=0)-, -NHS(O)m-, ~-C{(=O)NHS(O)m-, and ~NRcS(O)m- (Where m is 0, 1, or 2);
and

Rg and R¢, 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-Cs alkyl), -NH(C,-Cs alkyl),
-N(C1-Cs alkyl)(C1-Cs alkyl), -NHC(0)(C1-Cs alkyl), ~N(C1-Cs
alkyl)C(O)(C1-s alkyl), -NHS(O)x(C1-Cs alkyl), -S(O}x(C1-Cs alkyl), -
S(0)xNH(C1-Cs alkyl}, -S(O)xN(C1-Cs alkyl)( C1-Cs alkyl), (where x is

0,1, or2).

89, A compound according to Claim 86, wherein:
Ris hydrogen, halogen, hydroxy, Ci-Cs alkoxy, haloalkyl, C;-Cg alkyl, Cz-Cs alkenyl,

C2-Cs alkynyl, C3-Cs cycloalkyl, and (Cs-Cs)cycloalkyl) C;-Cs 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-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono- or
di(C;-Cs)alkylamino, aminocarbonyl, sufonamido, mono or di(C;-
Ce)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene)dioxy;

R; is selected from C;-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cg cycloalkyl, (Cs-Cs
cycloalkyl) C;-Cs alkyl and haloalkyl;

R; is hydrogen C:-Cg alkyl, Cs-Cs alkenyl, Ca2-Ce alkynyl;

Rq is Ci1s alkyl, Cp.s alkenyl, Csog alkynyl, Cs.scycloalkyl, (Cs.s cycloalkyl)Ci-qalkyl,
haloalkyl, each or which may be unsubstituted or substituted with one or
more substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Ca.s alkenyl, Cos
alkynyl, C1-Cs alkoxy, amino and mono- or di(C;-Cg)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C:-Ca)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, C:-Cs alkyl,
Ca.6 alkenyl, Cos alkynyl, C1-Cs alkoxy, amino, mono- or di(C:-Cgjalkylamino,
amino(C;-Cs)alkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl, N-( C;-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl,

R4is a bicyclic oxygen-containing group of the formula:

N

\/
s RA

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

trifluoromethyl, trifluioromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl,
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Ca2.6 alkenyl, Co.6 alkynyl, Ci-Cg alkoxy, amino, and mono- or di(Ci-
Ce)alkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; are independently chosen from

i} phenyl, phenyl(Ci-Ca)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~Ce alkyl, Cs.¢ alkenyl, Cz6
alkynyl, C;1-Cs alkoxy, amino, mono- or di(Ci-Cs)alkylamino, amino(C;-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C;-Cgjalkylaminocarbonyl, N-( C1-Ce)alkylsulfonylaminocarbonyl, 1.-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

il) bicyclic oxygen-containing groups of the formula:

o

Re
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Ce alkyl, Ca.6

alkenyl, Ca.s alkynyl, C;-C¢ alkoxy, amino, and mono- or di(C:-Ce)alkylamino.

90. A compound according to Claim 89, wherein
R, Rz, Ra, R4, and Ar, are as defined in Claim 89;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C;-Cs alkyl, Ca¢ alkenyl, Ca
alkynyl, C;-Ce¢ alkoxy, amino, mono- or di(C,-Cg)alkylamino, and amino(C;-

Co)alkoxy.

‘n
=)
th
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91. A compound according to Claim 89, wherein:

R, Rg, and R3 are as defined in Claim 89;

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Cas.s alkenyl, Ca.¢
alkynyl, C;-Cs alkoxy, amino, mono- or di(Ci-Ce)alkylamino, and amino(C;-
Ce)alkoxy;

R4 is C3.Cg alkyl, C2.Cs alkenyl, C3.Cg alkynyl, Cs.Cacycloalkyl, (Cs.s cycloalkyl)Ci.
Csalkyl, 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, Ci-Cs alkyl,
Co.s alkenyl, Cz¢ alkynyl, Ci-Cs¢ alkoxy, amino and mono- or di(Ci-
Cs)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-Cd)alkyl,
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl,
naphthyl, indolyl, indanyl, benzo[bjthiophenyl, 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-Cs alkyl, Ca.¢ alkenyl, Cz6 alkynyl, C1-Cs alkoxy, amino, mono- or di(C;-
Ce)alkylamino, amino(C,-Cg)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(C;-Ce)alkylaminocarbonyl, N~( C;-
Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ar; is phenyl, phenyl(C;-Ca)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, C:-Cs alkyl, Ca-s alkenyl, Ca.s

alkynyl, Ci1-Ce alkoxy, amino, mono- or di(C:-Ce)alkylamino, amino(Ci-
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Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(Ci-Cs)alkylaminocarbonyl, N-( Ci-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar, is bicyclic oxygen-containing groups of the formula:

o]

Rs
wherein Rg represents O to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Co.6

alkenyl, Ca.6 alkynyl, C1-Cs alkoxy, amino, and mono- or di(Ci-Ce)alkylamino.

92. A compound according to Claim 89, wherein:

R is hydrogen, C1-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C3-Cs cycloalkyl, or (Cs-
Cg)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-Cy alkyl, C2-Cs alkenyl, Co-Cs alkynyl, Ci-Ce alkoxy, amino, and mono- or
di(C,-Cgjalkylamino, aminocarbonyl, sufonamido, mono or di(Ci-
Cs)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(1,2-ethylene}dioxy;

Rz is C3-Cp alkyl;

R3 is hydrogen, methyl, or ethyl;

R4 is C3.Cg alkyl, C2.Cg alkenyl, C,.Cs alkynyl, Cs.Cscycloalkyl, (Cs.s cycloalkyl)Ci.
Cqalkyl, C:-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, Ci-C¢ alkyl,
Cas alkenyl, Cas alkynyl, C;-Cs alkoxy, amino and mono- or di(Ci-
Ce)alkylamino,

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C;-C4alkyl,
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl,

naphthyl, indolyl, indanyl, benzo[bjthiophenyl, benzodioxanyl, benzodioxinyl,
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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-Cs alkyl, Cz2¢ alkenyl, Ca.¢ alkynyl, C;-C¢ alkoxy, amino, mono- or di(C;-
Ce)alkylamino, amino{C,-Cg)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(C;-Cg)alkylaminocarbonyl, N-( Ci-
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, Co.6 alkenyl, Cz.6
alkynyl, C1-Cs alkoxy, amino, mono- or di(C:-Cs)alkylamino, and amino(C;-
Ce)alkoxy;

Arz is phenyl, phenyl{C:-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl,
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[bjthiophenyl,
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, C;-Cs alkyl, Ca.6 alkenyl, Cae
alkynyl, C:-Cs alkoxy, amino, mono- or di(C:-Cg)alkylamino, amino(Ci-
Cs)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C;-Ce)alkylaminocarbonyl, N-( C;-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar; is bicyclic oxygen-containing groups of the formula:

o

Rp
wherein Rp represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyi, hydroxy, acetoxy, C1-Cs alkyl, Cog

alkenyl, Cj.¢ alkynyl, C1-Cs alkoxy, amino, and mono- or di(C:-Ce)alkylamino.
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93. A compound according to Claim 89, wherein:
R is hydrogen, C,-Cs alkyl, C2-Cs alkenyl, C;~-Cs alkynyl, C3-Cs cycloalkyl, or (Cs-
' Cs)cycloalkyl) Ci-Cs alkyl, or phenyl;

Rz is C3-Cp alkyl;

Rs is hydrogen, methyl, or ethyl;

R4 is Ca.Cs alkyl, C2.Cs alkenyl, C».Cs alkynyl, Cs.Cscycloalkyl, (Cs.s cycloalkyljCi.-
Csalkyl, C;-Cs haloalkyl, each or which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
triffluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce¢ alkyl,
Cz2¢ alkenyl, Cz6 alkynyl, Ci-C¢ alkoxy, amino and mono- or di(C:-
Ce)alkylamino;

Ar; is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C¢ alkyl, Cz¢ alkenyl, Cas
alkynyl, Ci-Cs alkoxy, amino, mono- or di{Ci-Cs)alkylamino, and amino(C;-
Ce)alkoxy; and

Ar; is phenyl, phenyl(C;-C4)alky}, 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, Ci-Cs alkyl, C2.Cs alkenyl, Co.
Ce alkynyl, C;-Cs alkoxy, amino, mono- or di(C;-Cg)alkylamino, amino(C;-
Ce)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C,-Ce)alkylaminocarbonyl, N-( C1-Cgjalkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar, is bicyclic oxygen-containing groups of the formula:

0]

Rg
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wherein Rg represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, triffluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2.s

alkenyl, Cz.6 alkynyl, C1-Cgs alkoxy, amino, and mono- or di(C;-Cs)alkylamino.

94, A compound according to Claim 89, wherein:

R is hydrogen, C1-Cg alkyl, C2-Cs alkenyl, C2-Ce alkynyl, Cs-Cg cycloalkyl, or (Cs-
Cs)cycloalkyl) Ci1-Cs alkyl, or phenyl;

Rzis C3-Ce alkyl;

R3 is hydrogen, methyl, or ethyl;

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(C;-Cq)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,
Ci1-Cs alkyl, Ca.g alkenyl, Csz.¢ alkynyl, C1~-Cs alkoxy, amino, mono- or di(Ci-
Ce)alkylamino, amino(C;-Ce)alkoxy, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-( C;-
Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidy};

Ar, is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups
independently selected from halogen, nitro, cyano, triftuoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca.¢ alkenyl, Ca
atkynyl, Ci-Cs alkoxy, amino, mono- or di(C;-Cs)alkylamino, and amino(C;-
Ce)alkoxy;

Ar; is phenyl, phenyl(C,-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, triftuoromethyl,

trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, Ca.¢ alkenyl, Cog
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alkynyl, C;1-Cs alkoxy, amino, mono- or di(C,-Cs)alkylamino, amino{C;-
Cs)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono
or di(C;-Cs)alkylaminocarbonyl, N-( C:-Cs)alkylsulfonylaminocarbonyl, 1-
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or

Ar, is bicyclic oxygen-containing groups of the formula:
o]
Rs
wherein Rp represents O to 3 groups selected from halogen, nitro, cyano,

trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs alkyl, C2.6

alkenyl, Cs.¢ alkynyl, C:-Cs alkoxy, amino, and mono- or di(C;-Ce)alkylamino.

95. A compound according to Claim 1 of the formula

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

Xsis C, N or CH;

misOQ, 1, 2, or 3;

Ar) 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

R; and R; are independently chosen from C;.g alkyl, Ca.s alkenyl, Czs alkynyl, Cas.
scycloalkyl, (Cs.s cycloalkyljCi.salkyl, each or which may be unsubstituted or
substituted with one or more substituents selected from halogen, nitro,

cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci;-Cs

N
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alkyl, Cy¢ alkenyl, Cs¢ alkynyl, C:-Cs alkoxy, amino and mono- or di(C;-
Ce)alkylamino, or

R; and Rz are independently chosen from phenyl, phenylalkyl, chromanyi,
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-Cs alkyl, Ca.¢ alkenyl, Ca.6 alkynyl, C1-Ce
alkoxy, amino, mono- or di(C:1-Cg)alkylamino, amino(C;-Cs)alkoxy, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
Ces)alkylaminocarbonyl, N-( C1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-

pyrrolidinyl, and 1-piperidyi;

96. A compound according to Claim 95 of the formula:

Ary
i)
7N )n N
R""—I— N m \
A Ry

Arq
or a pharmaceutically acceptable salt thereof, wherein:
R; is as defined in Claim 95;
mis 1, 2, or 3;

nis 1, 2, or 3;

x4

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 branched chain alkyl, or
cycloalkyl;

Ar; and Ar; 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),
aminocarbonyl (CONH,), mono or dialkylaminocarbonyl, sulfonamido, and

mono or dialkylsulfonamido.

97. A compound according to Claim 96, wherein the compound exhibits
an ICsp of 1luM or less in an assay of C5a mediated chemotaxis or calcium

mobilization.

8. A compound according to Claim 96, wherein
n, m, and R,; are defined as in Claim 96;

Ar,; 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, C;-Cs
alkoxy, acetoxy, mono- or di(C;-Cs)alkylamino, cyano, nitro, C,-Cs haloaltkyl,
C1-Cs alkyl, C2-Cs alkenyl, C»-Cs alkynyl, Cs-Cs cycloalkyl, (C3-Cscycloalkyl)
C,-Czalkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or
di(C,-Ce)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy,
ethylenedioxy, and mono or di(Ci-Cs}alkylsulfonamido; and

Ar; 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, Ci-Ce

alkoxy, acetoxy, mono- or di(C:-Ce)alkylamino, cyano, nitro, C1-Cs haloalkyl,

573
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C1-Ce alkyl, C2-Cs alkenyl, Cz-Cs alkynyl, C3-Cs cycloalkyl, (Cs-Cgcycloalkyl)
C1-Csalkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONHjz), mono or
di(Ci-Cs)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy,

ethylenedioxy, and mono or di(C;-Ce)alkylsulfonamido.

99. A compound according to Claim 95 of the formula
\
\ — R5

R, Rs, and Rs each represent up to 5 groups independently chosen from hydrogen,
halogen, hydroxy, amino, C;-Cs alkoxy, acetoxy, mono- or di(C;-
Csjalkylamino, cyano, nitro, C1-Cs haloalkyl, C1-Cs alkyl, C2-Cs alkenyl, C2-Cg
alkynyl, Cs3-Cs cycloalkyl, (Cs-Cscycloalkyl) C;-Caalkyl, hydroxy carbonyl
(COOH), aminocarbonyl (CONH2), mono or di(C;-Cs)alkylaminocarbonyl,
sulfonamido, and mono or di(C;-Cs)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, C;-Cs¢ alkoxy, acetoxy,
mono- or di(C;-Cs)alkylamino, cyano, nitro, Ci1-Cs haloalkyl, C;-Cs alkyl, Co-
Cs alkenyl, Cz-Cs alkynyl, Cs3-Cg cycloalkyl, (Cs-Cscycloalkyl} C;-Csalkyl,

hydroxy carbonyl (COOH), aminocarbonyl (CONH,}, mono or di(Cs-
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Ry is

Cs)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, ethylenedioxy, and
mono or di(C;-Cs)alkylsulfonamido.

chosen from Ci.s alkyl, Czs alkenyl, Czs alkynyl, Cs.scycloalkyl, (Ca-s
cycloalkyl)Ci.4alkyl, each or which may be unsubstituted or substituted with
one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci;-Cs alkyl,
C2.6 alkenyl, Cae alkynyl, Ci-Cs alkoxy, amino and mono- or di(C;-

Cs)alkylamino, or

R, 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-Cs alkyl,
Ca.s alkenyl, Ca.¢ alkynyl, C:-Cs alkoxy, amino, mono- or di(C;-Cg)alkylamino,
amino(C,-Cs)alkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C;-Ce)alkylaminocarbonyl, N-( C;-

Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl;

100. A compound according to Claim 95 of the formula:

Ary o

or a pharmaceutically acceptable salt or prodrug, 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),

‘h
~3J
n
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aminocarbonyl (CONH;}, mono or di(Ci-Ce)alkylaminocarbonyl, sulfonamido,
3,4-methylenedioxy, ethylenedioxy, and mono or dialkylsulfonamido;

R1 and R; are independently chosen from Ci.g alkyl, Cz.s alkenyl, Cas alkynyl, Cs.
seycloalkyl, (Ca.s cycloalkyl)Ci.qalkyl, each or which may be unsubstituted or
substituted with one or more substituents selected from halogen, nitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs
alkyl, Ci.s alkenyl, Ca.s alkynyl, C;-Cs alkoxy, amino and mono- or di(C;-
Cs)alkylamino, or

R; and R; are independently chosen from phenyl, phenylalkyl, chromanyl,
chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidy]l,
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-Cs alkyl, C2.¢ alkenyl, Ca.¢ alkynyl, Ci-Cg
alkoxy, amino, mono- or di(C:-Cg)alkylamino, amino(C1-Ce)alkoxy, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C:-
Cs)alkylaminocarbonyl, N-( Ci1-Cg)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-
pyrrolidinyl, and 1-piperidyl;

Ar, 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 ICsp of 1uM 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, C;-Cs alkoxy, acetoxy, mono- or di(C:1-Ce}alkylamino, cyano, nitro, C;-
Cs haloalkyl, C;-Cs alkyl, C2-Cs alkenyl, Co-Cs alkynyl, C3-Cs cycloalkyl, (Cs-
Cs cycloalkyl) C;-Cs alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONHy),
mono or di(C;-Cs)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy,

ethylenedioxy, and mono or di(Ci-Ce)alkylsulfonamido;

R: and R are independently chosen from Cig alkyl, Cas alkenyl, Ca.s alkynyl, Ca.

scycloalkyl, (Cs.s cycloalkyl)Ci.4alkyl, each or which may be unsubstituted or
substituted with one or more substituenis selected from halogen, nitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs
alkyl, Ca.¢ alkenyl, Ca¢ alkynyl, Ci-Cs alkoxy, amino and mono- or di(Ci-

Cs)alkylamino, or

R; and R; are independently chosen from phenyl, phenylalkyl, chromanyl,

Arn; is

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl,
pyrimdylalkyl, pyrazinyl, pyrazinylalkyl, indolyl, indolylaikyl, 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-Ce alkyl, Ca6 alkenyl, Ca.¢ alkynyl, C1-Ce
alkoxy, amino, mono- or di{C;-Cs)alkylamino, amino(C;-Cs)alkoxy, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
Cs)alkylaminocarbonyl, N-( C1-Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-
pyrrolidinyl, and 1-piperidyl;

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,

5§77
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haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Ca.s alkenyl, Cz¢ alkynyl, C1-Cs
alkoxy, amino, mono- or di(C;-Csjalkylamino, amino(Ci-Cs)alkoxy, carboxylic
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci-

Cs)alkylaminocarbonyl, and N-(Ci-Cs)alkylsulfonylaminocarbonyl; and

103. A compound according to Claim 102, of the formula

wherein:

R is as defined in Claim 102;

Rx represents up to 5 groups independently chosen from hydrogen, halogen,
hydroxy, amino, C;-Cs alkoxy, acetoxy, mono- or di(C:-Ce)alkylamino, cyano,
nitro, C1-Cs haloalkyl, C1-Cs alkyl, C2-Cs alkenyl, and C2-Cs alkynyl; and

R1 is Ci1-Cealkyl, C3.Cscycloalkyl, (Cs.Cs cycloalkyl)C;-Caalkyl, phenyl, phenylC;-
Csalkyl, chromanyl, chromanylC;-Csalkyl, imidazolyl, imidazolylC,-Cealkyl
,Pyridyl, pyridylC;-Csalkyl, pyrimidyl, pyrimidylC;-Csalkyl,pyrazinyl,
pyrazinylCi-Csalkyl, indolyl, indolylC;-Csalkyl, indanyl, indanylC;-Csalkyl,
benzodioxolyl, or benzodioxolylC;-Csalkyl each or which may be
unsubstituted or substituted with up to 4 substituents selected from
halogen, nitro, cyano, trifluoromethyl, triffluoromethoxy, haloalkyl, hydroxy,
acetoxy, C1-Cs alkyl, Cq.¢ alkenyl, Ca. alkynyl, C:-Cs alkoxy, amino and

mono- or di(Ci-Cs)alkylamino.

104. A compound according to Claim 102, of the formula:



WO 02/49993 PCT/US00/26816

Y

-4

wherein:

Rx represents up to 4 groups independently chosen from hydrogen, halogen,

hydroxy, amino, Ci-C¢ alkoxy substituted with 0-2 Rp, acetoxy, mono- or
di(C:-Cs)alkylamino, cyano, nitro, Ci-Cs haloalkyl, C:-Cg alkyl, C2-Cs alkenyl,

and C3-Ce alkynyl;

R; is phenyl, phenylC;-Cs alkyl, C3-Cg cycloalkyl, C3-Cs cycloalky(Ci-Cs4 alkyl),

R is

naphthyl, napthylCi-Cgalkyl, indanyl, indanylC;-Cs alkyl, benzodioxolanyl, or
benzodioxolanylCi-Cs alkyl, each of which may be substituted by up to 4
groups chosen from halogen, hydroxy, amino, C:-C¢ alkoxy, acetoxy, mono-
or di(C1-Ce)alkylamino, cyano, nitro, C1-Ce¢ haloalkyl, C;-Cs alkyl; and

chosen from Cis alkyl, Czs alkenyl, Czs alkynyl, Ca.scycloalkyl, (Css
cycloalkyl)C;.4alkyl, each or which may be unsubstituted or substituted with
one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C¢ alkyl,
Ca6 alkenyl, Cie alkynyl, Ci-C¢ alkoxy, amino and mono- or di(Ci-

Cs)alkylamino, or

R3 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, C;-Ce alkyl,

579
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Ca.s alkenyl, Cs.¢ alkynyl, C1-Cs alkoxy, amino, mono- or di(C:-Ce)alkylamino,
amino(C1-Ce)alkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C;-Cs)alkylaminocarbonyl, N-( C;-

Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl;

105. A compound according to Claim 102 wherein:

Rj is as defined in Claim 102;

R represents up to 4 groups independently chosen from hydrogen, halogen, amino,
C1-Ce alkoxy, Cy-Cs alkyl, trifluoromethyl, and trifluoromethoxy;

R} is phenyl, benzyl, C3-Cs cycloalkyl, Cs-Cs cycloalkyl(C,-C4 alkyl), naphthyl,
naphthyl-CHa,-, indanyl, indandyl-CHz-, benzodioxolanyl-CHs-, or
benzodioxolanyl, each of which may be substituted by up to 4 groups chosen
from halogen, hydroxy, amino, C;-Cs alkoxy, acetoxy, mono- or di(Ci-
Cs)alkylamino, cyano, nitro, Ci-Cs haloalkyl, C1-Cs alkyl; and

Ar; 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.Cs alkoxy, Ci-Cs alkyl, and amino.

106. A compound according to Claim 102 wherein:

R represents up to 4 groups independently chosen from hydrogen, halogen, amino,
C1-Cs alkoxy, C1-Cg alkyl, trifluoromethyl, and trifluoromethoxy;

R; is benzyl which is unsubstituted or substituted by up to 4 groups chosen from
halogen, hydroxy, amino, C;-C¢ alkoxy, acetoxy, mono- or di(Ci-
Cs)alkylamino, cyano, nitro, C,-Cs haloalkyl, C:-Cs alkyl;

Ar, 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.Cg¢ alkoxy, Ci1-Cs alkyl, and amino; and
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R; is chosen from phenyl, benzyl, indolyl, indolyl-CH»-, indanyl, indanyl-CHs-,
chromanyl, chromanyl-CHa-, benzofuranyl, benzofuranyl-CHa-,
benzodioxinyl, benzodioxinyl-CHz-, 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, triftuoromethoxy, haloalkyl, hydroxy,
acetoxy, Ci-Cs alkyl, Ca.6 alkenyl, Ca.s alkynyl, C;:-Ce alkoxy, amino, and

mono- or di(C;-Ce)alkylamino.

107. A compound according to Claim 102, of the Formula

kaN \ o |

AR

substituted with methyl, ethyl, methoxy, ethoxy, hydroxy, halogen, or amino;

wherein:

misO, 1, 2, or 3, and represents a carbon chain which is optionally

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy,
amino, C1-Cealkyl, C2-Cs alkenyl, C;-Csalkynyl, C1-C¢ alkoxy, acetoxy, mono-
or di(C;-Ce)alkylamino;

Rx and Ry each represent up to 4 groups independently chosen from hydrogen,
halogen, hydroxy, amino, C;-C¢ alkoxy, acetoxy, mono- or di(C;-
Cs)alkylamino, cyano, nitro, C1-Cs haloalkyl, C1-C¢ alkyl, Cs-C¢ alkenyl, and
C,-Cs alkynyl; and

Ri and R4 are independently selected from Ci-Cesalkyl, Cs-Cacycloalkyl, (C3-Cs

cycloalkyl)Ci.Caalkyl, phenyl, phenylCi-Cealkyl, pyridyl, and pyridylCi-
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Csalkyl, each or which may be unsubstituted or substituted with up to 4
substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca.s alkenyl, Ca.6

alkynyl, C1-Cs alkoxy, amino and mono- or di(C;1-Cs)alkylamino.

108. A compound according to Claim 1 of the formula

Ary
0.

\ N N )
Rz : M \(\\
/ N\ Arsp

Ry

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

misO, 1, 2, or 3, and M * represents a carbon chain which is optionally

substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino;

AN

substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino;

nis 0, 1, 2, or 3, and represents a carbon chain which is optionally

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(cycloalkyljalkyl;

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

Ar is ethylenedioxyphenyl, methylenedioxyphenyl, or;
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Ar) and Ar; 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 hetercatoms.

109. A compound according to Claim 108, wherein the compound exhibits
an ICsp of 1uM or less in an assay of C5a mediated chemotaxis or calcium

mobilization.

110. A compound according to Claim 108, wherein

mis 1 and M * represents a carbon chain which is unsubstituted;

nis 1 and N " represents a carbon chain which is unsubstituted;

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy,
amino, C;-Ce alkoxy, acetoxy, mono- or di(C,-Cs)alkylamino, cyano, nitro, Cy-
Cs haloalkyl, C;-Cs alkyl, C2-Cs alkenyl, Ca2-Cs alkynyl, C2~Cs cycloalkyl,
and(C3-Cs cycloalkyl) C;-C4 alkyl;

Rz is C3-Cs alkyl or C3-Cs cycloalkyl;

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or;

Ar; and Ar; are independently chosen from phenyl, phenyl(C;-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,
Ci1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Ci~-Cs alkoxy, amino, mono- or

di(Cy-Ce)alkylamino.

111, A compound according to Claim 95 of the formula

583



WO 02/49993 PCT/US00/26816

wherein:

Ar;, R1 and R; are as defined in Claim 95; and

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy,
amino, C;-Cs alkoxy, acetoxy, mono- or di(C;-Ce)alkylamino, cyano, nitro, Ci-
Cs haloalkyl, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, Cs-Cs cycloalkyl, (Cs-
Csg cycloalkyl) C1-Cs alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH,),
mono or di{C;-Cg)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy,

ethylenedioxy, and mono or di(C:-Cs)alkylsulfonamido;

A compound according to Claim 95 of the formula

wherein:

Ar; and R; are as defined in Claim 95; and

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy,
amino, C;-Cs alkoxy, acetoxy, mono- or di(C,-Cs)alkylamino, cyano, nitro, C;-
Ce haloalkyl, Ci-Cs alkyl, C2-Cs alkenyl, C2-Cg alkynyl, Ca-Cs cycloalkyl, (Ca-

Cs cycloalkyl) C;-Cs alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONHj),
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mono or di{C;-Cg)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy,

ethylenedioxy, and mono or di(C:-Cs)alkylsulfonamido;

113. A compound according to Claim 95 of the formula

N -

0O
Ry
N
N 8

R: is as defined in Claim 95; and

wherein:

R and R3 represent up to 5 groups independently chosen from hydrogen, halogen,
hydroxy, amino, C1-Cs alkoxy, acetoxy, mono- or di(C;-Cs)alkylamino, cyano,
nitro, C1-Cs haloalkyl, C:-Cs alkyl, C2-Cg alkenyl, Cz-Cs alkynyl, C3-Cs
cycloalkyl, (C3-Cs cycloalkyl) C1-Cs alkyl, hydroxy carbonyl (COOH),
aminocarbonyl (CONH;), mono or di(C;-Cg)alkylaminocarbonyl, sulfonamido,

3,4-methylenedioxy, ethylenedioxy, and mono or di(C;-Ce)alkylsulfonamido;

114. A compound according to Claim 95 of the formula

h
o0
h
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wherein:

Ri is as defined in Claim 95; and

R, Rz and R4 represent up to 5 groups independently chosen from hydrogen,
halogen, hydroxy, amino, C;-Cs alkoxy, acetoxy, mono- or di(Ci-~
Cs)alkylamino, cyano, nitro, C1-Cs haloalkyl, C1-Cg alkyl, C2-Cs alkenyl, C2-Cs
alkynyl, C3-Cg cycloalkyl, (C3-Cs cycloalkyl) C1-Cz alkyl, hydroxy carbonyl
(COOH), aminocarbonyl (CONH3), mono or di(Ci~Cs)alkylaminocarbonyl,
sulfonamido, 3,4-methylenedioxy, ethylenedioxy, and mono or di(C;-

Cs)alkylsulfonamido;

115. A compound according to Claim 95 of the formula

wherein:

R; and Ry are as defined in Claim 95.
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116. A compound according to Claim 95 of the formuila

Ry

N

Y, °

wherein:

R; is as defined in Claim 95,

117. A compound according to Claim 95 of the formuia

wherein:

Riand R; are as defined in Claim 95,

118. A compound according to Claim 95 of the formula
Ry
N
N o)
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wherein:

R; is as defined in Claim 95.

119. A compound according to Claim 95 of the formula

wherein:

R; and R; are as defined in Claim 95.

A compound according to Claim 95 of the formula

wherein:

R; is as defined in Claim 95.

121. A compound according to Claim 95 of the formula

588
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Ry
N
\Rz
(0]
/
Re |
X
wherein:

Ry and R» are as defined in Claim 95; and
Ry represents up to 5 groups independently chosen from hydrogen, halogen,
hydroxy, amino, C1-C¢ alkoxy, acetoxy, mono- or di(Ci1-Cs)alkylamino, cyano,

nitro, C;-Cg haloalkyl, C;-Cs alkyl, C2-Cs alkenyl, and C2-Ce alkynyl.

122, A compound according to Claim 95 of the formula

(0}
/
Ry |
X
wherein:

R, is as defined in Claim 95; and
Ry represents up to 5 groups independently chosen from hydrogen, halogen,
hydroxy, amino, C;-Cs alkoxy, acetoxy, mono- or di{C;-Cs)alkylamino, cyano, nitro,

C1-Cs haloalkyl, C1-Cs alkyl, Co-Cs alkenyl, and Cz-Cs alkynyl.

123. A compound according to Claim 1 of the formula
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124. A compound according to Claim 123 wherein
R; and R» 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

N—=Ry
Ro

wherein

R; and Rs are independently chosen from C;.s alkyl, Cs.s alkenyl, Czs alkynyl, Ca.
scycloalkyl, (Cs-s cycloalkyl)Ci.4alkyl, each or which may be unsubstituted or
substituted with one or more substituents selected from halogen, nitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci1-Cs
alkyl, Ca6 alkenyl, Co.s alkynyl, Ci1-C¢ alkoxy, amino and mono- or di(Ci-
Cs)alkylamino, or

R; and R 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, triffuoromethoxy,
haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, Cz.¢ alkenyl, Ca.¢ alkynyl, Ci1-Ce
alkoxy, amino, mono- or di(Ci-Cs)alkylamino, amino{C,-Cs)alkoxy, carboxylic

acid, esters of carboxylic acids, aminocarbonyl, mono or di(C;-
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Ce)alkylaminocarbonyl, N-( C1-Cs)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-
pyrrolidinyl, and 1-piperidyl;

R is chosen from hydrogen, halogen, hydroxy, amino, alkoxy, acetoxy, mono- or
dialkylamino, cyano, nitro, haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl,
(cycloalkyl)alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH,), mono or

di(C1-Cs)alkylaminocarbonyl, sulfonamido, and mono or dialkylsulfonamido;

126. A compound according to Claim 125 wherein
R; and Rz are connected to form a 5-8 member optionally substituted carbocyclic or

heterocyclic ring,

127. A compound according to Claim 95 wherein:
Ar is bound to the ring bearing X5 to form an optionally substituted heterocyclic 5-8

member ring.

128. A compound according to Claim 95 wherein:
R: and R: are connected to form a 5-8 member optionally substituted carbocyclic or

heterocyclic ring,.

129. A compound according to Claim 95 wherein:

Ar; is bound to the ring bearing X5 to form an optionally substituted heterocyclic 5-8
member ring; and

R: and Rz are connected to form a 5-8 member optionally substituted carbocyclic or

heterocyclic ring.

130. A compound according to Claim 5 wherein:
R4 and Ar; 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 Ar; 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]lamino)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-yljmethyl-N-
phenylmethyl) aminomethylimidazole
1-(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-yljmethyl-N-
phenylmethyl) aminomethylimidazole
1-(1-Butyl)-2-(4-fluorophenyl}-5-(N-[3,4-methylenedioxyphenylmethyl]-N-
phenylmethyl) aminomethylimidazole
1-(1-Butyl)-2-(2-fluorophenyl)-5-(N-[1,4-benzodioxan-6-ylmethyl]-N-
phenylmethyljamino- methylimidazole
1-(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-
methylenedioxyphenylmethyl))amino- methylimidazole
1-(1-Butyl)-2-(3-methoxyphenyl)-5-(N-[3,4-methylenedioxyphenylmethylj-N-
phenylmethyl)- aminomethylimidazole
1-(1-Buty])-2-phenyl-5-{1-(N-[3,4-methylenedioxyphenylmethyl]-N-
phenylmethyl)amino} ethylimidazole
1-(1-Pentylj-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-(S)-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-methylenedioxyphenylmethyl]-N-[3,4-
dichlorophenylmethyl)aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N,N-di[3,4-methylenedioxyphenylmethyl))
aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[3,4-
methoxyphenylmethyl])-aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[4-{1-
propyliphenylmethyl]jaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-{3,4-
dichlorophenylethyl})aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyljmethyl-N-[4-
nitrophenylmethyl])aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl}-N-[4-{1-
propyloxy} phenylmethyl]Jaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-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])-aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyljmethyl-N-[indan-2-yi|)-
aminomethylimidazole
1-{1-Butyl)-2-phenyl-5-{N-|3,4-methylenedioxyphenylmethyl]-N-[2-
phenylethyl]Jamino-methylimidazole
1-{1-Propy))-2-phenyl-5-(N-[1,4-benzodioxan-6-ylmethyl]-N-
phenylmethyl)aminomethyl-imidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-
phenylmethyljaminomethyl-imidazole
1-(1-Butyl)-2-phenyl-5-(N-{3,4-methylenedioxyphenylmethyl}-N-

ethyl)aminomethylimidazole

'h
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1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[1-
propyll)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-
isobutyljaminomethyl-imidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[2-
cyclopentylethyl]jamino-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-
cyclopentylmethyljamino-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-[1-{3-
methyl}butyl)lJamino-methylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-{1-{2,2-
dimethyl}butyl]) aminomethylimidazole
1-(1-Butyl)-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-methylenedioxyphenylmethyl}-N-{indol-5-
ylmethyl])Jamino-methylimidazole
1-(1-Butyl)-2-phenyl-5-{N-[3,4-methylenedioxyphenylmethyl]-N-[{1-
methylindol-5-ylimethyl})aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyljmethyl-N-[4-hydroxy-2-
chlorophenyl]-methyl)aminomethylimidazole
1-(1-Butyl)-2-(3-fluorophenyl)-5-(1-[N-{2-chloro-4-hydroxyphenylimethyl-N-
phenylmethyl]) aminoethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyljmethyl-N-[2,3-
dihydrobenzo[b]furan-5-yljmethyl)aminomethylimidazole
1-Butyl-2-(4-fluorophenyl)-5-(1-[N-{3,4-methylenedioxyphenyljmethyl-N-
phenylmethyl]-amino)ethylimidazole
1-(1-Butyl)-2-(2-thienyl)-5-(N-[3,4-methylenedioxyphenyljmethyl-N-
phenylmethyl] 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])Jaminomethyl-imidazole
1-(1-Butyl)-2-phenyl-5-(N-[4-dimethylaminophenylmethyl]-N-
phenylmethyljaminomethyl-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-
phenylmethyljaminomethyl-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-
phenyimethyljaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3,4-difluorophenylmethyl]-N-

phenylmethyljaminomethylimidazole
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1-(1-Butyl)-2-phenyl-5-(N-(benzo[b]jthiophen-5-ylmethyl)-N-
phenylmethyljaminomethyl-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})Jaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[4-methoxyphenylmethyl]-N-
phenylmethyl)aminomethylimidazole
1-(1-Butyl)-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])Jaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[3-methoxyphenylmethyl}-N-
phenylmethyl)Jaminomethylimidazole
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-dichlorophenylmethylj-N-{1-
butyl])aminomethyl-imidazole
1-(1-Butyl)-2-phenyl-5-(N-[2,6-dichlorophenylmethyl]-N-
phenylmethyllaminomethylimidazole
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-
butyl])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-
phenylmethyljaminomethyl-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-
phenylmethyljaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-]2-fluoro-6-chlorophenylmethyl]-N-
phenylmethyljaminomethyl-imidazole)
1-(1-Butyl)-2-phenyl-5-(N-[2,4-dichlorophenylmethyl|-N-
phenylmethyljaminomethyl-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)
1-(1-Butyl)-2-phenyl-5-(N-|4-nitrophenyimethyl}-N-
phenylmethyl)aminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[4-aminophenylmethyl]-N-
phenylmethyl)Jaminomethylimidazole
1-(1-Butyl)-2,4-diphenyl-S-(N-phenylmethyl-N-[1-
butyl])Jaminomethylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[2-aminopyridin-5-ylmethyl]-N-
phenylmethyljaminomethyl-imidazole
1-(1-Butyl)-2-phenyl-5-(N-[2,3-dihydrobenzo[bjfuran-5-ylmethyl]-N-
phenylmethyl)amino-methylimidazole
1-(1-Butyl)-2-phenyl-5-(N-[2-chloro-4-hydroxyphenylmethyl}-N-[1-
butyl])aminomethyl-imidazole) ;
Bis-benzo[1,3]dioxol-5-ylmethyl-(3-butyl-2,5-diphenyl-3H-imidazol-4-

ylmethyl)-amine;
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Benzo[1,3]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-pheno];
4-({11-(3-Butyl-2-phenyl-3H-imidazol-4-yl)-pentyl]-cyclohexylmethyl-amino}-
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[1,4]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[1,3]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;
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4-{(3-Butyl-2,5-diphenyl-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{1,3]dioxol-5-ylmethyl-benzyl-[1-(3-butyl-2,5-diphenyl-3H-imidazol-4-
yl}-pentyl]-amine;
Benzo[1,3]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[1,3]dioxol-5-ylmethyl-benzyl-[3-butyl-5-(4-fluoro-phenyl)-2-phenyl-3H-
imidazoi-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-({|3-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]-
cyclohexylmethyl-(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[1,3]dioxol-5-ylmethyl-amino}-methyl]-2,4-diphenyl-imidazol-
1-yl}-butan-1-ol;
(4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-cyclohexylmethyl-aminoj-
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})-ethyl]-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])Jaminomethylimidazole
1-(1-Butyl)-2-(4-fluorophenyl)-5-(N-[2-chloro-4-hydroxyphenylmethyl]-N-
phenylmethylj-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-pyrrolidiny}phenylmethyl]-N-
phenylmethyl)amino-methylimidazole
1-(1-Butyl)-2-(3-chlorophenyl)-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-
methylenedioxyphenylmethyllaminojethylimidazole
2-{[5-({Butyl[(1-butyl-2,4-diphenylimidazol-5-yl)jmethyljamino}methyl)-2-

pyridyllamino}ethan-1-ol,
or a pharmaceutically acceptable salt, prodrug or hydrate thereof,

135. A compound of any one of claims 1 through 134 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 1 through 134 wherein the
compound exhibits an ICso of about 100 nM or less in a standard in vitro C5a

mediated chemotaxis or calcium mobilization assay.

138. A compound of any one of claims 1 through 134 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 1 through 134 wherein the
compound exhibits an ICse of about 25 nM or less in a standard in vitro C5a

mediated chemotaxis or calcium mobilization assay.

146. 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 ICse of about 5 nM or less in a standard in vitro C5a mediated

chemotaxis or calcium mobilization assay.

142. A compound of any one of claims 1 through 134 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 CSa 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,
Goodpasture’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 burns, 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 effec'tive 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 resp(;nses, 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 CBSa-promoted cellular chemotaixs,
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 C5a- 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 C5a 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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