
;e3eTTL46PT6O   What is claimed is: 1. A carbon-containing compound i)
having a molecular mass of less than 700 amu; ii) that is nonpeptidic and
non-peptidomimetic; iii) that exhibits C5a antagonist activity with an IC50
of less than 200 nM in an assay of C5a mediated chemotaxis or calcium
mobilization; and iv) that exhibits less than 10% agonist activity in a GTP
binding assay. 2. A compound according to claim 1, which contains one or
more heteroaryl rings. 3. A compound according to Claim 1 of the formula:
AR1 and AR2 are independently carbocyclic aryl or heteroaryl; LIP
represents an alkyl, cycloalkyl) carbocyclic aryl) heteroaryl) or
arylalkyl; A is oxygen or nitrogen; dl represents the distance between A
and the geometric center of AR 1 and is between 3 and 6 angstroms in at
least one energetically accessible conformer of the compound; d2 represents
the distance between A and the geometric center of AR2 and is between 5 and
10 angstroms in at least one energetically accessible conformer of the
compound; and d3 represents the distance between A and the nearest atom of
LIP and is between 3 and 6 angstroms in at least one energetically
accessible conformer of the compound. Q59   WO 02/-l9993 PCT/USUO/26816 4.
A compound of claim 1, 2 or 3 that is an optionally substituted
arylimidazole, an optionally substituted arylpyridyl, an optionally
substituted arylsubstituted cycloalkylimidazole, an optionally substituted
arylpyrazole, an optionally substituted benzimidazole, an optionally
substituted aryl-substituted tetrahydroisoquinoline,or an optionally
substituted biaryl carboxamide. 5. A compound of the formula: R5 Rs Rs H ET
Ar ~ \ ~ m Y R4 R3 ~Rsa -Ar2 R9 or a pharmaceutically acceptable salt,
prodrug or hydrate thereof, wherein: the ring system represented by HET is
any optionally substituted heterocycle comprising a nitrogen or oxygen that
can act as a hydorgen bond acceptor; YisNorCH; 



m is 0, 1, or 2; Rs, R3A, Rs, and R6 are independently selected from
hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono-
or dialkylamino, optionally substituted alkyl, optionally substituted
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl,
and optionally substituted (cycloalkyl)alkyl; R4 is alkyl, alkenyl,
alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be optionally
substituted; or ' .t60   WO 02D9993 PCT/US00/26816 R4 is optionally
substituted carbccyclic 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 Arl and Ar2 are
independently optionally substituted carbocyclic aryl, optionally
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3
heteroatoms. Rs and R9 are independently chosen from H or optionally
substituted alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted cycloalkyl, (cycloalkyljalkyl, haloalkyl)
or the like. 6. A compound of the formula: X2~Xs~ R5 R6 Ra n Xt .. Ar~~ \ X
' ~ Y R4 R2 R3 R3a Ar2 R9 or a pharmaceutically acceptable salt, prodrug or
hydrate thereof, wherein: m is 0, 1, or 2; n is 0 or 1, X and Xi are
independently chosen from C and N, Xz is C-R1 or N, X3 is C-R or N, R and
Ri are independently 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
(cycloallcyljalkyl, .l61 



WO 02/.t9993 PCT/US00/26816 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 heteroatorns; Ra) Rs, R3A, Rs, and R6 are independently
selected from hydrogen, hydroxy, halogen, amino, cyano, vitro, haloalkyl,
alkoxy, mono- or dialkylamino) optionally substituted alkyl, optionally
substituted alkenyl, optionally substituted alkynyl, optionally substituted
cycloalkyl, and optionally substituted (cycloalkyl)alkyl; when n is 0, Rl
and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, each of
which may be optionally substituted; when n is 1, R and Rs may be joined to
form a cycloalkyl or heterocycloalkyl ring, each of which may be optionally
substituted; 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 Arl and Ar2 are
independently optionally substituted carbocyclic aryl, optionally
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3
heteroatoms. R$ and R9 are independently chosen from H or optionally
substituted alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted cycloalkyl, (cycloalkyl)alkyl, haloalkyl,
or the like. 7. A compound of the formula: .462   WO 02/.19993 ~X`\ Are ~8
Ra Ar2 or a pharmaceutically acceptable salt, prodrug or hydrate thereof,
wherein: 



PCTlUS00/26816 m is 0, 1, or 2; Xz is C-R1 or N) X3 is C-R or N, R and Rl
are independently chosen from hydrogen, hydroxy) halogen, amino, cyano,
vitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted
alkyl, optionally substituted alkenyl) optionally substituted alkynyl,
optionally substituted cycloalkyl) optionally substituted
(cycloalkyl)alkyl, optionally substituted carbocyclic aryl, optionally
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3
heteroatoms; Rz) R3, R3A~ Rs, and Rs are independently selected from
hydrogen, hydroxy, halogen, amino, cyano) vitro, 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 a cycloalkyl or heterocycloallryl ring, each of which may be
optionally substituted; 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 Q63
WO 02/.19993 PCT/US00/26816 Arl and Arz 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. R8 and R9 are
independently chosen from H or optionally substituted alkyl) optionally
substituted alkenyl) optionally substituted alkynyl, optionally substituted
cycloalkyl, (cycloalkyl)alkyl, haloalkyl, or the like. 8. A compound of the
formula: R~ R N , n R Rs/~ R4 Ar~~X Y R2 R3 R3A `Ar2 or a pharmaceutically
acceptable salt, prodrug or hydrate thereof, wherein: the ring system
represented by ~n ~XJ is a 5 to 7 membered heterocycle that may be either
aromatic or partially unsaturated; X is N or C; Y is N or CH; n is 0, 1, or
2; m is 0, 1, or 2; R and Ri are independently 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, .~6-1  



WO 02/9993 PCT/US00/26816 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; Ra, Rs, R3n, R5, and Rs are independently
selected from hydrogen, hydroxy, halogen, amino, cyano, vitro, haloalkyl,
alkoxy, mono- or dialkylamino, optionally substituted alkyl, optionally
substituted alkenyl, optionally substituted alkynyl, optionally substituted
cycloalkyl, and optionally substituted (cycloalkyl)alkyl; when n is 0, Ri
and Rs may be joined to form a cycloalkyl or heterocycloalkyl ring, each of
which may be optionally substituted; when n is 1, R and Rs may be joined to
form a cycloalkyl or heterocycloalkyl ring, each of which may be optionally
substituted; 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 Ari and Ara 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 I to 3
heteroatoms. 9. A compound according to Claim 8, wherein R and Ri are
independendently selected from i) hydrogen, halogen, hydroxy, amino,
alkoxy, mono- or dialkylamino, cyano, vitro, haloalkyl, and ii) alkyl,
alkenyl) alkynyl) cycloalkyl, and (cycloalkyl)alkyl) each of which may be
unsubstituted or substituted by one or more of halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkoxy,
amino, and mono- or dialkylamino, Q65   WO 02/-49993 PCT/US00/26816 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, alkyl, alkenyl, alkynyl, alkoxy, amino, and mono- or dialkylamino;
Rz is hydrogen, hydroxy, halogen, amino, cyano, nitro) or haloalkyl, or Rz
is alkoxy) mono- or dialkylamino, alkyl, alkenyl, alkynyl or
(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; Rs,
R3A, Rs, and Rs 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; when n is 0, Rl and R3 may be
joined to form a cycloalkyl or heterocycloalkyl ring, each of 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, mono- or
dialkylamino; when n is 1, R and R3 may be joined to form a cycloalkyl or
heterocycloalkyl ring, each of 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 alkyl,
alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, each of which may be
unsubstituted or substituted with Q66   WO 02/9993 PCT/US00/2681G 



one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl,
alkenyl, alkynyl, alkoxy) amino, and mono- or dialkylamino; or R4 is
phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyI,
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, bent[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, carboxylic acid, esters of carboxylic
acids, aminocarbonyl) mono or dialkylaminocarbonyl,
N-alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and
1-piperidyl; or R4 is a bicyclic oxygen-containing group of the formula: o
\ ~ ~.J wherein RA represents 0 to 3 groups selected from halogen, nitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
alkyl, alkenyl) alkynyl, alkoxy, amino, and mono- or dialkylamino; and Arl
and Ar2 are independently chosen from i) 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) bent[d]isoxazolyl, quinolinyl, isoquinolinyl, Q67   WO
02/49993 PCT/US00/26816 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, carboxylic acid, esters of carboxylic
acids, aminocarbonyl, mono or dialkylaminocarbonyl,
N-alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and
1-piperidyl, and ii) bicyclic oxygen-containing groups of the formula: O
~Re wherein Rs represents 0 to 3 groups selected from halogen, nitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
alkyl, aIkenyl, alkynyl, alkoxy, amino, and mono- or dialkylamino. 10. A
compound according to Claim 8, wherein R and Ri are independently selected
from i) hydrogen, halogen) hydroxy, amino, Cl-Cs alkoxy, mono- or
di(C1C6)alkylamino, cyano, vitro, haloalkyl, and ii) C1-Cs alkyl, CZ-Cs
alkenyl, C2-C6 alkynyl, Cs-Ca cycloalkyl, and (CsCs)cycloalkyl) C1-Cs
alkyl, each of which may be unsubstituted or substituted by one or more of
halogen) vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl)
hydroxy, acetoxy, alkoxy, amino, and mono- or di(C1 C6) alkylamino, iii)
phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, irnidazolyl, 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,
vitro, cyano) trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, 4G8   WO 02/.19993 PCT/US00/26816 C i-C8 alkyl, Cz-Cs alkenyl,
Cz-Cs alkynyl, C i-Cs alkoxy, amino, and mono- or di(Ci-Cs)alkylamino; when
n is 0, Rl and Ra may be joined to form a Cs-Ca cycloalkyl or Cs-Cs
heterocycloalkyl ring, each of which may be unsubstituted or substituted
with one or more substituents selected from halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy) Ci-Cs
alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl, Ci-Cs alkoxy) amino, mono- or di(Ci 



Cs) alkylamino; when n is 1, R and R3 may be joined to form a Cs-Cs
cycloalkyl or Cs-Cs heterocycloalkyl ring, each of which may be
unsubstituted or substituted with one or more substituents selected from
halogen, vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, C1-Cs alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl, Ci-Cs alkoxy,
amino, and mono- or di(Ci Cs) alkylamino; Rz is hydrogen, hydroxy, halogen,
amino, cyano, vitro, or haloalkyl) Rz is alkoxy, mono- or
di(Ci-Cs)alkylamino, Ci-Cs alkyl, Cz-Csalkenyl, Cz-Cs alkynyl or
(Cs-Cscycloalkyl) Ci-C3alkyl, each of which may be unsubstituted or
substituted by one or more of halogen, vitro, cyano, trifluoromethyl,
trifluoromethohy, haloalkyl, hydroxy, acetoxy, Gi-Cs alkoxy, amino, and
mono- or di(Ci-Cs)alkylamino; Rs, R3A, Rs, and Rs are independently
selected from i) hydrogen, halogen, hydroxy, amino) CI-Cs alkoxy, mono- or
di(CiCs)alkylamino, cyano, vitro, haloalkyl, and ii) C1-Cs alkyl, Cz-Cs
alkenyl, Cz-Cs alkynyl, Cs-Ca cycloalkyl) and (Cs-Cs cycloalkyl) Ci-Cs
alkyl) each of which may be unsubstituted or substituted by one or more of
halogen, vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, Ci-Cs alkoxy) amino, mono- or di(C1 Cs) alkylamino; R4 is
Ci-Cs alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl, C3-Cs cycloalkyl, (C3-Cs
cycloalkyl) CiCs alkyl, each of which may be unsubstituted or substituted
with Q69   WO 02/-19993 PCT/US00/26816 one or more substituents selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, Ci-Cs alkyl) CZ-C6 alkenyl, C2-Cs alkynyl, CI-C6 alkoxy,
amino, and mono- or di(ClCe)alkylamino; or R4 is phenyl,
ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 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, bent[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, C i-C6 alkyl, Ca-C6 alkenyl,
C2-Cs alkynyl, C i-Cs alkoxy, amino, mono- or di(C1-C6)alkylamino,
carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono or
di(Ci-Ce)alkylaminocarbonyl, N-( C~-Cs)alkylsulfonylaminocarbonyl,
1-azetidinyl, 1-pyrrolidinyl, and 1piperidyl; or R4 is a bicyclic
oxygen-containing group of the formula: O \ \' ~ ~.J ~R A wherein RA
represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6
alkyl, Ga-C6 alkenyl, C2-C6 alkynyl, Ci-C6 alkoxy, amino, and mono- or
di(CiCs)alkylamino; and Arl and Ar2 are independently chosen from phenyl,
ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Cl-C4)alkyl) chromanyl,
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl,
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl,
pyrimidyl, pyrazinyl, benzimidazolyl, .t70   WO 02/9993 PCT/US00/26816
naphthyl) indolyl, indanyl, isoindolyl, benzofuranyl, isobenzofuranyl, 



benzo[bjthiophenyl, benzodioxanyl, benzodioxinyI, 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, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C 1-C6
alkyl, C2-Cs alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, mono- or
di(ClCb)alkylamino, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl,
N-(C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and
1-piperidyl; and ii) bicyclic oxygen-containing groups of the formula: 0 ~R
s wherein RB represents 0 to 3 groups selected from halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C 1-Cb
alkyl) C2-C6 alkenyl, C2-Ce alkynyl, C1-Cs alkoxy, amino, and mono- or
di(CiC6)alkylamino. 11. A compound according to Claim 8 of the formula: -N
/. Art X R2 wherein: X and Xi are independently chosen from C and N; X2 is
C-R1 or N; ~R 4 m, Ari, Ara) Ri, Ra, Rs, Rsn, R4, Rs, and R6 are as defined
in Claim 8; .l71    WO 02/d9993 PCT/US00/26816 Rs and R9 are independently
chosen from H or optionally substituted alkyl) optionally substituted
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl,
(cycloalkyl}alkyl, haloalkyl, or the like. 12. A compound of the formula:
R~ N ` R5 Rs~ R4 Ar~~N 1 Ar2 R2 R3 R3A wherein: m is 0, 1, or 2; R1 is
chosen from hydrogen, hydroxy, halogen, amino, cyano, vitro, haloalkyl,
alkoxy, mono- or dialkylamino, optionally substituted alkyl, optionally
substituted alkenyl, optionally substituted alkynyl) optionally substituted
cycloalkyl, optionally substituted (cycloalkyl)alkyl, optionally
substituted carbocyclic aryl, optionally substituted arylalkyl, optionally
substituted heteroaryl or heteroalicyclic group having from 1 to 3 rings) 3
to 8 members in each ring and from 1 to 3 heteroatoms; Rz is chosen from
optionally substituted Ci-Ca alkyl, optionally substituted Cs-Ca
cycloalkyl, optionally substituted Cs-C8 cycloalkyl(C1-Ca)alkyl, optionally
substituted Cz-C8 alkenyl, optionally substituted Cz-Ca alkynyl, haloalkyl,
aminoalkyl) each of which may be unsubstituted or preferrably substituted
with one or more substituents selected from oxo (e. g. carbonyl}, hydroxy,
alkoxy, amide, ester, cyano, acetoxy or vitro. Rs, R3A, Rs, and Rs are
independently selected from hydrogen, hydroxy, halogen, amino, cyano,
vitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted
alkyl, optionally substituted alkenyl, optionally substituted alkynyl)
optionally substituted cycloalkyl, and optionally substituted
(cycloalkyl)alkyl; 



-472   WO 02L19993 PCT/US00/26816 Rl and R3 may be joined to form a
cycloalkyl or heterocycloalkyl ring, each of which may be optionally
substituted; R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl
each of which may be optionally substituted; or Ra is optionally
substituted carbocyclic aryl, optionally substituted arylalkyl, optionally
substituted heteroaryl or heteroalicyclic group having from I to 3 rings, 3
to 8 members in each ring and from 1 to 3 heteroatoms; and Arl and Ara 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. 13. A compound according to Claim 12 of the formula: R~ /R4 IN
Ar~~N R Arz R2 a wherein m) Arl, Arz, R1, Rz, Rs, and R4 are as defined in
Claim 12. 14. A compound according to Claim 12 of the formula: R~ /R4 ~/ ~
IN Ar~~N Ar2 R2 s wherein: Rl is hydrogen, Cl-C~ alkyl, halogen or phenyl
optionally substituted with Ci-Cs alkyl, C1-C6 alkoxy, halogen, hydroxy,
amino) or mono- or di(C1-C6)alkylamino; Rz is Ci-Cs alkyl or Cs-Cs
cycloalkyl; and R3 is hydrogen or Ci-C~ alkyl. Q73   WO 02/.L9993 15. A
compound according to Claim 12 of the formula: R~ /Ra l/ ~ fN Ar~~N R Ar2
R2 a 



wherein: PCT/OS00/2G816 Arl is phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, phenylalkyl, thienyl, imidazolyl, pyridyl, pyrimidyl,
benzodioxinyl, 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~-Cs alkyl, Cz-Cs alkenyl, CzC6 alkynyl, C1-Cs alkoxy, amino,
mono- or di(C1-C6)alkylamino; Arz is defined as in Claim 12; Rl is
hydrogen, C1-C~ alkyl, halogen or phenyl optionally substituted with Ci-Cs
alkyl, C1-C6 alkoxy, halogen, hydroxy, amino, or mono- or
di(Ci-C6)alkylamino; Rz is Ci-Ca alkyl or Cs-Ca cycloalkyl; and Rs is
hydrogen or C1-C~ alkyl; and R4 is Ci-Ca alkyl, C3-Cs cycloalkyl, or {Cs-Cs
cycloalkyl) Cl-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, C ~-Cs
alkyl ) Cz-Cs alkenyl, Cz-Cs alkynyl, C i-Cs alkoxy, amino, and mono- or
di{CrCs)alkylamino. 16. A compound according to Claim 12 of the formula: R~
~Ra l N Ar~~N R Ar2 R2 3 wherein: ~7.L   WO 02/-t9993 PCT/US00126816 Ari is
phenyl) ethylenedioxyphenyl) methylenedioxyphenyl, phenylalkyl, thienyl,
imidazolyl, pyridyl, pyrirnidyl, benzodioxinyl) benzodioxolyl, each of
which may be optionally substituted or substituted with up to four groups
independently selected from halogen, vitro, cyano, trifluoromethyl,
triffuoromethoxy, haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, Ca-Cs alkenyl,
CaCs alkynyl, Ci-Cs alkoxy, amino, mono- or di(Ci-Cs)alkylamino; Ar2 is
defined as in Claim 12; Ri is hydrogen, Ci-C~ alkyl, halogen or phenyl
optionally substituted with Ci-Cs alkyl) Ci-C6 alkoxy, halogen, hydroxy,
amino, or mono- or di(Ci-Cs)alkylamino; R2 is Ci-Cs alkyl or Cs-C8
CyCloalkyl; and Rs is hydrogen or CrC~ alkyl; and R4 is phenyl)
ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-Ca)alkyl, 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, bent[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, vitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C6 alkyl, Ca-Cs alkenyl,
Ga-Cs alkynyl, Ci-C6 alkoxy, amino) mono- or di(Ci-C6)alkylamino; or Ra is
a bicyclic oxygen--containing group of the formula: O ~ ~.J ~R A 



wherein Rn represents 0 to 3 groups selected from halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Cl-Ce
alkyl, Cz-C6 alkenyl, Cz-Cs alkynyl) Cl-C6 alkoxy) amino, and mono- or
di(CiCe)alkylamino. Q75   WO 02/d9993 17. A compound according to Claim 12
of the formula: R~ /R4 l/ ~ IN Ar~~N R Ar2 R2 3 wherein: PCT/i1S00/2G816
ArI is phenyl) ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl,
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-C6 alkyl) Ca-C6 alkenyl, C2-CG alkynyl, C1-Cs alkoxy, amino,
mono- or di(CiC6)alkylamino; Ar2 is defined as in Claixn 12; R1 is
hydrogen, methyl, ethyl, or phenyl; R2 is Cs-Cs alkyl or Cs-Cs cycloalkyl;
and Rs is hydrogen or methyl; and R4 is C1-C8 alkyl, C3-Ca cycloalkyl, or
(Cs-Cs cycloalkyl) C1-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,
C~-Cs alkyl, CZ-Cs alkenyl, Ca-C6 alkynyl, Ci-Cs alkoxy, amino, and mono-
or di(Ci-C6)alkylamino. 18. A compound according to Claim 12 of the
formula: R~ ~Ra. N Ar~~N R Ar2 Rz s wherein: .176   WO 02/t9993
PCT/US00/26816 Ari is phenyl) ethylenedioxyphenyl, methylenedioxyphenyl,
phenylalkyl, thienyl, or pyridyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, CrC6 alkyl) C2-Cs alkenyl, C2-C6 alkynyl, Ci-C6 alkoxy)
amino, mono- or di(CiC6)alkylamino; Arz is defined as in Claim 12; Rl is
hydrogen) methyl, ethyl, or phenyl; R2 is C3-Ca alkyl or Ca-Ca cycloalkyl;
and Rs is hydrogen or methyl; and R4 is phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl,
pyrazinyl, naphthyl, indolyl, indanyl, benzo[bJthiophenyl) benzodioxinyl,
benzodioxolyl, bent[d]isoxazoiyl, quinolinyl, isoquinolinyl, quinazoIinyl)
or quinoxalinyl, each of which may be optionally substituted or substituted
with up to four groups independently selected from halogen) vitro, cyano,
trifluoromethyi, trifluoromethoxy, haloalkyl, hydroxy) acetoxy, C1-Cs
alkyl, Ca-Cs alkenyl, Ca-Cs alkynyl, Ci-Cs alkoxy, amino) mono- or
di(C1-Cs)alkylamino; or Ra is a bicyclic oxygen-containing group of the
formula: O 



~ ~.J ~R A wherein Rn represents 0 to 3 groups selected from halogen)
vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy,
acetoxy, Cl-Ce alkyl, Ca-C6 alkenyl) CZ-C6 alkynyl) Ci-C6 alkoxy, amino,
and mono- or di(Cr C6)alkylamino. 19. A compound according to Claim 12 of
the formula: Q77   W O 02/.19993 R~ ~ N Ar~~N R Ar2 R2 a wherein:
PCT/US00/2G816 Arl is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl)
phenylalkyl, thienyl, or pyridyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, Cl-Cs alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-C6 alkoxy)
amino, mono- or di(C1C6)alkylarnino; Ar2 is chosen from phenyl)
phenyl(Cl-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl,
indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl,
benzodioxolyl, bent[d]isoxazolyl, quinolinyl, isoquinolinyl, and
quinoxalinyl, each of which may be optionally substituted or substituted
with up to four groups independently selected from halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C6
alkyl) Ca-C6 alkenyl, C2Cs alkynyl, C1-C6 alkoxy, amino, mono- or
di(C1-C6)alkylamino, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C1C6)alkylaminocarbonyl,
N-(C1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1pyrrolidinyl, and
1-piperidyl; or Arz is a bicyclic oxygen-containing groups of the formula:
O FRB wherein RB represents 0 to 3 groups selected from halogen, vitro)
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
Ci-Cs alkyl, Ca-Cs alkenyl, C2-Cs alkynyl, C1-Cs alkoxy, amino, and mono-
or di(ClCs)alkylamino; Ri is hydrogen, methyl, ethyl, or phenyl; Q78   WO
02/-49993 PCT/US00/26816 R2 is Cs-Cs alkyl or Cs-Ca cycloalkyl; and R3 is
hydrogen or methyl; and R4 is Ci-Cs alkyl, Cs-Cs cycloalkyl, or (C3-Ca
cycloalkyl) Ci-C3 alkyl, each of which may be unsubstituted or substituted
with one or more substituents selected from halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy) acetoxy, C r Cs
alkyl, C2-C6 alkenyl) C2-C6 alkynyl, C 1-Cs alkoxy, amino, and mono- or
di(Ci-Cs)alkylamino. 20. A compound according to Claim 12 of the formula:
R~ l/ ~ IN Ar~~N Ar2 R2 3 wherein: Arl is phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 



thienyl, or pyridyl, each of which may be optionally substituted or
substituted with up to four groups independently selected from halogen,
vitro, cyano, trifluoromethyl, trifluoromethoxy, haloallcyl, hydroxy,
acetoxy, Ci-C6 alkyl) C2-Cs alkenyl) C2-C6 alkynyl, C1-C6 alkoxy) amino,
mono- or di(C i-Ce)alkylamino; Ar2 is chosen from phenyl,
phenyl(Ci-C4)alkyl, thienyl, pyridyl) pyrimidyl, pyrazinyl, naphthyl,
indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl,
benzodioxolyl, Benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and
quinoxalinyl, each of which may be optionally substituted or substituted
with up to four groups independently selected from halogen, vitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs
alkyl, C2-C6 alkenyl, C2Cs alkynyl, Ci-Cs alkoxy, amino, mono- or
di(C1-Cs)alkylamino, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C1C6)alkylaminocarbonyl,
N-(Ci-Cs)alkylsulfonyIaminocarbonyl, 1-azetidinyl, 1pyrrolidinyl, and
1-piperidyl; or Q79   WO 02/a9993 PCTlUS00/26816 Ar2 is a bicyclic
oxygen-containing groups of the formula: O \ FRB wherein Rs represents 0 to
3 groups selected from halogen) nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Cb alkenyl,
C2-Cs alkynyl, Ci-C6 alkoxy, amino, and mono- or di(C1C6)alkylamino; Ri is
hydrogen) methyl, ethyl, or phenyl; R2 is Ca-Cs alkyl or Cs-Cs cycloalkyl;
and R3 is hydrogen or methyl; and R4 is phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, phenyl(C1-C4)alkyl, thienyl, pyridyl, pyrimidyl,
pyrazinyl, naphthyl, indolyl, indanyl, benzo[b)thiophenyl, benzodioxinyl,
benzodioxolyl, bent[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, Ci-C6
alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, mono- or
di(Ci-C6)alkylamino; or R4 is a bicyclic oxygen-containing group of the
formula: O ~ ~.J ~R A wherein RA represents 0 to 3 groups selected from
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy) haloalkyl)
hydroxy, acetoxy, Ci-Cs alkyl, C2-Cs alkenyl, Ca-C6 alkynyl, Cl-Cs alkoxy,
amino, and mono- or di(Ci Cs) alkylamino. 21. A compound according to Claim
12 of the formula: .180   WO 02/-19993 R~ / ~ IN Ar~~N Ar2 R2 s
PCT/US00/26816 or a pharmaceutically acceptable salt, prodrug or hydrate
thereof, wherein: Arl is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl,
phenyl(C1-C4)alkyl, thienyl, or pyridyl, each of which may be optionally
substituted or substituted with up to four groups independently selected
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, C1-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, CrC6 alkoxy,
amino, mono- or di(Ci-C6)alkylamino; Ar2 is a bicyclic oxygen-containing
groups of the formula: O ~R s 



wherein RB represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl) hydroxy, acetoxy, Ci-Cs
alkyl, CZ-C6 alkenyl, Ca-Cs alkynyl, Ci-C6 alkoxy, amino, and mono- or
di(CiC6)alkylamino; RI is selected from i) hydrogen, halogen, hydroxy,
amino, Cl-C6 alkoxy) mono- or di(C1Cs)alkylamino, cyano, nitro, haloalkyl,
and ii) Ci-Cs alkyl) C2-Cs alkenyl, C2-Cs alkynyl, Cs-Ca cycloalkyl, and
(CsCa)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(Cr C6)alkylamino; or Rl is selected from phenyl, pyrrolyl, furanyl,
thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, oxazolyl,
isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, Q81
WO 02/9993 PCT/US00/2G816 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, Cl-Ca alkyl, Cz-C6 alkenyl, Cz-C6 alkYnyl, C1-C6 alkoxy,
amino, and mono- or di(ClC6)alkylamino; R2 and R3 are independently
selected from i) hydrogen, halogen, hydroxy, amino, Cl-C6 alkoxy, mono- or
di(C1C6)alkylamino, cyano, nitro, haloalkyl, and ii) Cl-C$ alkyl, Cz-C6
alkenyl, Cz-Cs alkynyl, Cs-Cs cycloalkyl, and (Cs-Cs cycloalkyl) C1-C3
alkyl, each of which may be unsubstituted or substituted by one or more of
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, Cl-Cs alkoxy, amino, mono- or di(ClC6)alkylamino; and R4
is C1-Cs alkyl, Cz-C6 alkenyl, Cz-C6 alkynyl, Cs-C$ cycloalkyl, (C3-C$
cycloalkyl) C1 Gs alkyl, each of which may be unsubstituted or substituted
with one or more substituents selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Cl-Cs
alkyl, Cz-C6 alkenyl, Cz-Cs alkynyl, C1-C6 alkoxy, amino, and mono- or
di(C1C6)alkylamino; or Ra is phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, phenyl(C1-C4)alkyl, 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, C 1-Cs alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl, C 1-C6
alkoxy) Q82   WO 02/9993 PCT/US00/26816 amino, mono- or
di(Ci-C6)alkylanzino, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(Ci-C6)alltylaminocarbonyl, N-(
Ci-Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and
1piperidyl; or R4 is a bicyclic oxygen-containing group of the formula: O ~
~.J ~R A wherein Rn represents 0 to 3 groups selected from halogen, nitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl) hydroxy, acetoxy,
C1-C6 alkyl, Cz-C6 



alkenyl, Cz-C6 alkynyl, Ci-C6 alkoxy, amino, and mono- or
di(Ci-C6)alkylamino. 22. A compound according to Claim 21, wherein the
compound exhibits an ICso of luM or less in an assay of C5a mediated
chemotaxis or calcium mobilization. 23. A compound according to Claim 21,
wherein: Rl is hydrogen, methyl, ethyl, or phenyl; Rz is C3-Ca alkyl or
C3-Cs cycloalkyl; R3 is hydrogen or methyl; and R4 is Ci-Cs alkyl, Cz-Cs
alkenyl, Cz-Cs alkynyl) Cs-Ca cycloalkyl) (Cs-C8 cycloalkyl) C1 C3 alkyl,
each of which may be unsubstituted or substituted with one or more
substituents selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C~-Ce alkyl, C2-Cs alkenyl,
C2Cs alkynyl, Ci-Gs alkoxy) amino, and mono- or di(C1-Cs)alkylamino. 24. A
compound according to Claim 21, wherein: Rl is hydrogen, methyl, ethyl, or
phenyl; Rz is C3-C8 alkyl or Cs-Cs cycloalkyl; R3 is hydrogen or methyl;
and .l83   WO 02/.19993 PCT/US00/26816 R4 is C~-C8 alkyl, C2-Cs alkenyl,
Ca-C6 alkynyl, C3-Cs cycloalkyl, (C3-Cs cycloalkyl) C1 Cs alkyl, each of
which may be unsubstituted or substituted with one or more substituents
selected from halogen, vitro, cyano) trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, C1-Cs alkyl, C2-Cs alkenyl, CaCs alkynyl,
C1-C6 alkoxy, amino, and mono- or di(Cl-C~)alkylamino. 25. A compound
according to Claim 21, wherein: Rl is hydrogen, methyl, ethyl, or phenyl;
R2 is Cs-Ca alkyl or C3-Cs cycloalkyl; Rs is hydrogen or methyl; and R4 is
phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl,
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl)
benzodioxolyl, Benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl,
or quinoxalinyl, each of which may be optionally substituted or substituted
with up to four groups independently selected from halogen, vitro, cyano,
trifluoromethyl) trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Cl-Cs
alkyl, Ca-C6 alkenyl, CaC~ alkynyl, C1-C~ alkoxy, amino, mono- or
di(Ci-Cs)alkylamino. 26. A compound according to Claim 21, wherein: Ri is
hydrogen, methyl, ethyl, or phenyl; R2 is Cs-Cs alkyl or Cs-Cs cycloalkyl;
R3 is hydrogen or methyl; and Ra is a bicyclic oxygen-containing group of
the formula: O ~ ~.J ~R A wherein Rn represents 0 to 3 groups selected from
halogen, vitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl,
hydroxy, acetoxy, C1-Cs alkyl, Ca-Cs alkenyl, Ca-C6 alkynyl, C1-C6 alkoxy,
amino, and mono- or di(C1 C6) alkylamino. 



.t8~   WO 02J9993 PCT/US00/26816 27. A compound of the formula: RaA R R3 5
Rs N ~~CR~Rea~ n R I T Are R2 Ra Ar2 or a pharmaceutically acceptable salt,
prodrug or hydrate thereof, wherein: n is an integer from 0 to 3; and R2 is
chosen from optionally substituted Ci-C8 alkyl, optionally substituted
Ca-C8 cycloalkyl, optionally substituted Cs-Cs cycloalkyl(Ci-C8)alkyl,
optionally substituted Ca-Cs alkenyl, optionally substituted Ca-Ca alkynyl,
haloalkyl, aminoalkyl) each of which may be unsubstituted or preferrably
substituted with one or more substituents selected from oxo (e.g.
carbonyl), hydroxy, a.lkoxy, amide, ester, cyano, acetoxy or vitro. Ra 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) Rs and R3n are the same or different and represent hydrogen or
alkyl; or R3 and Rsn, taken together with the carbon atom to which they are
attached) form a cycloalkyl ring; Rs and R6 are the same or different and
represent hydrogen, halogen, hydroxy, alkyl, or alkoxy; or Q85   WO
02/:19993 PCT/US00/26816 Rs and R6, taken together with the carbon atom to
which they are attached form a cycloalkyl ring; Rss and R6g are the same or
different, and are independently selected at each occurrence from hydrogen,
halogen) hydroxy, alkyl, and alkoxy; R~ represents hydrogen or alkyl; 



Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; Arl and Ar2 are
independently optionally substituted carbocyclic aryl, optionally
substituted arylalkyl, or an optionally substituted heteroaryl or
heteroalicyclic group having from 1 to 3 rings, 3 to 8 members in each ring
and from 1 to 3 hetero atoms. 28. A compound according to Claim 27,
wherein: n, R2, R3, R3n, Rs) Rs, Rsa, Rsa, and R~ are defined as in Claim
27, and 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, bent[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, carbo~.ylic acid, esters
of carboxylic acids, d86   WO 02/-49993 PCT/US00/26816 aminocarbonyl, mono
or dialkylaminocarbonyl, Nalkylsulfonylaminocarbonyl, 1-azetidinyl,
1-pyrrolidinyl, 1-piperidyl and X4RH, wherein X4 and Rs are as defined
below; or R4 is a bicyclic oxygen-containing group of the formula: 0 ~ ~.J
~R A wherein Rn represents 0 to 3 groups selected from halogen, vitro,
cyano) trifluoromethyl) trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
alkyl) alkenyl, alkynyl, alkoxy, amino, and mono- or diaIlrylamino; Arl is
ethylenedioxyphenyl) methylenediohyphenyl, or; Arl and Ara are
independently chosen from ij 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, vitro, 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) Nalkylsulfonylaminocarbonyl)
1-azetidinyl) 1-pyrrolidinyl) 1-piperidyl and XaRB) wherein X4 and Ra are
as defined below; ) and ii) bicyclic oxygen-containing groups of the
formula: O ~R s Q87   WO 02/.19993 PCT/US00/2681G wherein Re represents 0
to 3 groups selected from halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl,
alkoxy, amino, and mono- or dialkylamino; Xa is independently selected at
each occurrence from the group consisting of -CHa-,  CHRc-, -O-, -S(O)S-,
-NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-, -NHC(=O)-, 



-NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where 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)x(alkyl), S(O)xNH(alkyl), -S(O):~N(alkyl)(alkyl),
(where x is 0, 1, or 2). 29. A compound according to Claim 27, Wherein: n
and R2 are defined as in Claim 27, and Rs and R3~ are the same or different
and represent hydrogen or Ci-Cs alkyl; or R3 and Rsn, taken together with
the carbon atom to which they are attached, form a Cs-s cycloalkyl ring; Rs
and R6 are the same or different and represent hydrogen, halogen, hydroxy,
Ci-Cs alkyl, or C 1-C6 alkoxy; or Rs and R6) taken together with the carbon
atom to which they are attached form a Cs-s cycloalkyl ring; Rsa and Rbb
are the same or different, and are independently selected at each
occurrence from hydrogen, halogen, hydroxy, Cl-Cs alkyl, and Cl-C~ alkoxy;
R4 is hydrogen or d88   WO 02/-t9993 PCT/US00/26816 Ci-s alkyl, Cz-s
alkenyl, Cz_8 alkynyl, Cs-scycloalkyl, (Cs-s cycloalkyl)Cl_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 1-Cs alkyl, Cz-6 alkenyl,
Cz-s alkynyl, Ci-Cs alkoxy, amino and mono- or di(Ci-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, benzoJbJthiophenyl,
benzodioxanyl, benzodioxinyl, benzodioxolyl, bent[d)isoxazoIyl, quinolinyl,
isoquinoIinyl, 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-C6 alkyl, Cz_6 alkenyl,
Cz_6 alkynyl, C1-Cs alkoxy, amino, mono- or di(Ci-Ce)alkylamino,
amino(C1-C6)alkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(C,-Cs)alkylaminocarbonyl,
NCi-Ce)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl)
1-piperidyl, X4Rs) wherein Xa and RH are as defined below; or R4 is a
bicyclic oxygen-containing group of the formula: o \ ~ ~.J A wherein Rn
represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-C6
alkyl, Cz-6 alkenyl) Cz-6 alkynyl) Ci-Cs alkoxy, amino, and mono- or di(Cr
C6)alkylamino; Arl is ethylenedioxyphenyl, methylenedioxyphenyl; Ari and
Arz are independently chosen from Q89   WO 02/a9993 PCT/US00/26816 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, C 1-Cs
alkyl, Cz-6 alkenyl) Cz-6 alkynyl) C 1-Cs alkoxy, amino, mono- or
di(Ci-C6)alkylamino, amino(CrCs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl) mono or di(C1-C6)alkylaminocarbonyl,
NC1-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl,
1-piperidyl, and -X4RH, wherein X4 and Rs are as defined below; and ii)
bicyclic oxygen-containing groups of the formula: O FRB wherein Re
represents 0 to 3 groups selected from halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy) C1-C6
alkyl, Cz-a alkenyl, C2-(, alkynyl, C1-C6 alkoxy, amino, and mono- or
di(C1G6)alkylamino; X4 is independently selected at each occurrence from
the group consisting of -CHz-,  



CHRc-, -O-, -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)~NH-,
-S(O)mNRc-, -NHC(=O)-, -NRcC(=O)-) -NHS(O)m-, -C(=O)NHS(O)m-, and
-NRcS(O)m- (where m is 0, 1, or 2); and RB 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 d90   WO 02/9993 substituted with one or more
substituent(s) selected from: PCT/US00/26816 oxo) hydroxy, -O(C1-Cs alkyl),
-NH(Ci-Cs alkyl), -N(Ci-C6 alkyl)(Ci-Cs alkyl/, -NHC(O)(CrCs alkyl),
-N(Cl-Cs alkyl)C(O)(Ci-s alkyl), -NHS(O)x(C1-C6 alkyl), -S(O)x(Ci-C6
alkyl), S(O)XNH(C1-Cs alkyl), -S(O)xN(Ci-Cs alkyl)( C1-C6 alkyl), (where x
is 0, 1) or 2). 30. A compound according to Claim 27, wherein n, Ra, Ra,
R3p, Rs, R6, Rsa, Rba) and R~ are as defined in Claim 27, R4 is hydrogen or
Ci-C8 alkyl, C2-C8 alkenyl, Ca-Cs alkynyl, C3-Cscycloalkyl,
(Cs-Cecycloalkyl) Cl-C4alkyl, haloalkyl, each or which may be unsubstituted
or substituted with one or more substituents selected from halogen, vitro,
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy,
Cl-Cs alkyl, C2-C6 alkenyl, CZ-Cs alkynyl, C1-Cs alkoxy, amino and mono- or
di(CiC6)alkylamino) Ra is phenyl, ethylenedioxyphenyl,
methylenedioxyphenyl, naphthyl, thienyl, pyridyl, pyrimidyl,
dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of which may be
optionally substituted or substituted with up to four groups independently
selected from halogen) vitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, Cl-C6 alkyl, C2-Cs alkenyl, C2C6 alkynyl,
C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(C1C6)alkoxy,
carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono or
di(Ci-C6)alkylaminocaxbonyl, N-( C1-C6)alkylsulfonylaminocarbonyl,
1azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -X4RB, wherein X4 and Re are as
defined below; or R4 is a bicyclic oxygen-containing group of the formula:
o \ \' ~ ~.J ~R A Q91   WO 02/.19993 PCT/US00/26816 wherein Rn represents 0
to 3 groups selected from halogen, nitro) cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, CrCe alkyl, Ca-Cs alkenyl,
Cz-Cs alkynyl, Ci-C6 alkoxy, amino, and mono- or di(C1 C6) alkylamino; Ari
is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl) thienyl, or pyridyl,
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of
which is unsubstituted or substituted with up to four substituents
independently selected from: halogen, nitro) cyano, trifluoromethyl,
trifluoromethoxy) haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Cs alkenyl,
Ca-C6 alkynyl) Cl-Cs alkoxy, amino, mono- or di(Ci-Ce)alkylamino,
amino(Ci-Cs)alkoxy, carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(CiCs)alkylaminocarbonyl, N-(
Ci-C6)alkylsulfonylaminocarbonyl, 1azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and -X4Rs, wherein X4 and Re are as defined below; Arz is phenyl, naphthyl,
thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl,
indolyl, 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, Ca-C6 alkenyl, Ca-Cs alkynyl, CI-Cs alkoxy, amino, mono- or
di(Ci-C6)alkylamino) amino(Ci-Cs)alkoxy, carboxylic acid, esters of
carboxylic acids, aminocarbonyl, mono or di(Ci-Cs)alkylaminocarbonyl, N-(
ClC~)alkylsulfonylaminocarbonyl, 1-azetidinyl) 1-pyrrolidinyl, 1-piperidyl,
and X4Rs, wherein X4 and RH are as defined below; or Ara is a bicyclic
oxygen-containing group of the formula: 



O .~92   WO 02/9993 PCT/US00/26816 wherein Rn' represents 0 to 3 groups
selected from halogen, nitro, cyano, trifluoromethyl) trifluoromethoxy,
haloalkyl, hydroxy, acetoxy, Ci-C6 alkyl, Ca-Cs alkenyl, CZ-Ce alkynyl,
C1-C6 alkoxy, amino, and mono- or di(CiCs)alkylamino; Xa is independently
selected at each occurrence from the group consisting of -CH2-,  CHRc-,
-O-) -S(O)m-, -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-, -S(O)mNH-, -S(O)mNRc-)
-NHC(=O)-, -NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and -NRcS(O)m- (where m
is 0) 1, or 2); and Re 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(Cl-Cs alkyl), -NH(C1-C6 alkyl)) -N(Ci-Cs alkyl)(C1-C6 alkyl),
-NHC(O)(C1-Cs alkyl), -N(C1-C6 alkyl)C(O)(Ci-Cs alkyl), -NHS(O)x(Ci-C6
alkyl), -S(O).~(C1-Cs alkyl), S(O)XNH(C1-C6 alkyl), -S(O)xN(C1-Cs
alkyl)(C1-C6 alkyl), (where x is 0, 1, or 2). 31. A compound according to
Claim 30 wherein: Rs and Ra are the same or different and represent
hydrogen or methyl; Rs and R4 are the same or different and represent
hydrogen or methyl; and Rs8 and Rba are the same or different, and are
independently selected at each occurrence from hydrogen and methyl. 32. A
compound according to Claim 30 wherein: R3 and Ra are hydrogen; Rs and R6
are the same or different and represent hydrogen or methyl; and Rsg and Rbs
are the same or different, and are independently selected at each .~93   WO
02/.l9993 occurrence from hydrogen and methyl. 33. A compound according to
Claim 30 of the formula: R5 Rs N (C 5aRea, I \N N R 2 R ~ Ra Ar2 x n
PCT/US00/26816 or a pharmaceutically acceptable salt, prodrug or hydrate
thereof, wherein: Ra, R4, Ara, and n are as defined for Claim 30; RS and R6
are the same or different and represent hydrogen or methyl; 



RSa and Rbg are the same or different, and are independently chosen at each
occurrence from hydrogen and methyl; and RX represents up to four
substituents independently chosen from hydrogen, halogen, nitro, cyano,
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C~
alkyl, C~-C~, alkenyl, C2-C6 alkynyl, Ci-C6 alkoxy, amino, mono- or
di(C1-Cs)alkylamino, and amino(C1-C6)alkoxy. 34. A compound according to
Claim 32, of the formula: I w I~~ n or a pharmaceutically acceptable salt)
prodrug or hydrate thereof, wherein: R4, Ara, and n are as defined for
Claim 30; R2 is Cs-Cs straight or branched chain alkyl, C2-C8 alkenyl, or
C2-Cs alkynyl; -49~  Ra Ar2   WO 02/.19993 PCT/US00/26816 Rs and Rs are the
same or different and represent hydrogen or methy Rsa and Rsa are the same
or different, and are independently chosen at each occurrence from hydrogen
and methyl; and Rx represents up to four substituents independently chosen
from hydrogen) halogen, vitro, cyano, trifluoromethyl, trifluoromethoxy,
haloalkyl, hydroxy, acetoxy) C i-Cs alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl) C
i-Cs alkoxy, amino, mono- or di(C1-Cs)alkylamino, and amino(Ci-Cs)alkoxy.
35. A compound according to Claim 33, or a pharmaceutically acceptable
salt, prodrug or hydrate thereof, wherein: Arz, Rx, and n are as defined
for Claim 30 R2 is Cs-C8 straight or branched chain alkyl, Cz-C8 alkenyl,
or Cz-Cs alkynyl; and Ra is Ci-Cs straight or branched chain alkyl, Cz-Cs
alkenyl, or Cz-Cs alkynyl. 36. A compound according to Claim 33) or a
pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 



Rz is C3-Cs straight or branched chain alkyl, Cz-Cs alkenyl, or Cz-Gs
alkynyl; R4 is phenyl) which may be unsubstituted or substituted with:
CI-Cs alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl, Cs-Cs cycloalkyl, (Cs-C8
cycloalkyl) C i-C4 alkyl, haloalkyl) C i-C6 alkoxy, halogen, hydroxy,
amino, or mono- or di(Ci-Cs)alkylamino; or R4 is a bicyclic oxygen
containing group of the formula: o \ o \ \. r or ~ RA . o ~ RA wherein RA
is hydrogen, Ci-Cs alkyl, Cz-Cs alkenyl, Cz-Cs alkynyl, Cs-Cs cycloalkyl)
(C3-CBCycloaIkyl) Ci-Ca alkyl, haloalkyl) alkoxy, halogen, hydroxy, amino)
or mono- or di(Ci-Cs)alkylamino; Arz is phenyl which is unsubstituted or
optionally substituted or substituted with up to four groups independently
selected from: .195   WO 02/.19993 PCT/US00/2G816 halogen, C1-C~ alkyl,
Ci-C~ alkoxy) cyano, amino, mono- or di(CiC6)alkylamino, carboxylic acid,
esters of carboxylic acids, aminocarbonyl, mono or dialkylaminocarbonyl,
Nalkylsulfonylaminocarbonyl, 1-azetidinyl) 1-pyrrolidinyl, 1-piperidyl,
1-morpholino, nitro, hydroxy, acetoxy, trifluorornethyl, and .
trifluoromethoxy or X4Rs, wherein X4 and Rs are as defined for Claim 33; or
Arz is a bicyclic oxygen-containing group of the formula: \ ~ o \ \~ O I or
C O i RA o i RA wherein RA, RA', and n are as defined in Claim 33. 37. A
compound according to Claim 33, or a pharmaceutically acceptable salt,
prodrug or hydrate thereof, wherein: R2 is Cs-Cs straight or branched chain
alkyl, Cz-Cs alkenyl, or Cz-C8 alkynyl; R4 is Cl-Cs straight or branched
chain alkyl, Cz-C8 alkenyl, or Cz-Cs alkynyl; Arz is a bicyclic oxygen
containing group of the formula: O \ ~~ o or O ~ Ra, o ~ RA wherein Rn' and
n are as defined for Claim 33. 38. A compound of the formula: M .496 



W O 02/.19993 wherein: n is an integer from 0 to 3; PCT/US00/2G816 R3 and
Rsn are the same or different and represent hydrogen, halogen, hydroxy,
alkyl, or alkoxy; or R3 and R3A, taken together with the carbon atom to
which they are attached, form a cycloalkyl ring; Rs and R6 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; and Rsn and Rbn are the same or different and represent
hydrogen, halogen, hydroxy, alkyl) or alkoxy. 39. A compound according to
Claim 38, wherein: R3 and Ran are the same or different and represent
hydrogen or Ci-C6 alkyl; or R3 and R3n, taken together with the carbon atom
to which they are attached, form a cycloalkyl ring of from three to six
carbon atoms; Rs and R6 are the same or different and represent hydrogen,
halogen) hydroxy, C1-C6 alkyl, or C1-Cs alkoxy; or Rs and R~, taken
together with the carbon atom to which they are attached form a cycloalkyl
ring of from three to six carbon atoms; and Rsn and Rbn are the same or
different and represent hydrogen, halogen, hydroxy, C1 C6 alkyl, or Ci-C6
alkoxy. 40. A compound according to Claim 38) wherein: R3 and R4 are
hydrogen; and Rs, R6, Rsn, and R6n are the same or different and represent
hydrogen or methyl. 41. A compound of the formula: .l97  



WO 02I=t9993 wherein: n is an integer from 0 to 3; PCT/US00/26816 R2 is
alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each
of which may be substituted or unsubstituted; Rs and R4 are the same or
different and represent hydrogen or alkyl; or Rs and RsB, taken together
with the carbon atom to which they are attached, form a cycloalkyl ring; Rs
and R6 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; Rsn and Rsn are the same
or different and represent hydrogen, halogen, hydroxy, alkyl, or alkoxy;
and Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; Arl is
unsubstituted or substituted carbocyclic aryl, unsubstituted or substituted
arylalkyl) or a unsubstituted or 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. 42. A compound according to Claim 41 in
which: R2 is C i-Ca straight or branched chain alkyl, C2-Cs alkenyl, Ca-Cs
alkynyl, C3-Ca cycloalkyl, C2-Cg (cycloalkyl)Ci-C4 alkyl, or Ci-C$
haloalkyl; Rs and R38 are the same or different and represent hydrogen or
C1-Cs alkyl; or Rs and R38, taken together with the carbon atom to which
they are attached, form a cycloalkyl ring of from three to six carbon
atoms; and :498    WO 02/.l9993 PCT/US00/26816 



Rs and R6 are the same or different and represent hydrogen, halogen,
hydroxy, C1-C6 alkyl, or C1-Cs alkoxy; or Rs and R6, taken together with
the carbon atom to which they are attached form a cycloalkyl ring of from
three to six carbon atoms; Rsn and RsA are the same or different and
represent hydrogen) halogen, hydroxy, Ci C6 alkyl, or Ci-Cs alkoxy; Arl is
ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl,
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of
which is unsubstituted or substituted with up to four substituents
independently selected from: halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy) haloalkyl, hydroxy) acetoxy, C i-C6 alkyl, Cx-Cs alkenyl)
C2-Cs alkynyl, C 1-Cs alkoxy, amino) mono- or di(Ci-Ce)alkylamino,
amino(C1-C6)alkoxy) carboxylic acid, esters of carboxylic acids,
aminocarbonyl, mono or di(CiC6)alkylaminocarbonyl, N-(
Ci-C6)alkylsulfonylaminocarbonyl, 1azetidinyl, 1-pyrrolidinyl, 1-piperidyl,
and -X4Rs, wherein X4 and Rs are as defined below; Xa is independently
selected at each occurrence from the group consisting of -CHa-,  CHRc-,
-O-, -S(O)m-) -NH-, -NRc-, -C(=O)NH-, -C(=O)NRc-) -S(O)mNH-,  S(O)mNRc-,
-NHC(=O)-, -NRcC(=O)-, -NHS(O)m-, -C(=O)NHS(O)m-, and  NRcS(O)m- (where m
is 0, 1, or 2); and RB 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-C6 alkyl), -NH(C1-C6 alkyl), -N(Ci-C6 alkyl)(C1-C6 alkyl),
-NHC(O)(C1-C6 alkyl)) -N(Cl-C6 aikyl)C(O)(C1-C6 alkyl), -NHS(O)x(Ci-C6
alkyl), -S(O)x(Ci-Cs alkyl),  Q99   WO 02/-19993 PCT/US00/26816
S(O)xNH(C1-Cs alkyl), -S(O)xN(Cl-Cs alkyl)(Ci-Cs alkyl), (where x is 0, 1,
or 2). 43. A compound according to Claim 41 of the formula: , R wherein: n
is 0, 1, or 2: R2 is Ca-Ca straight or branched chain alkyl, Ca-Cs alkenyl,
or C2-Cs alkynyl; R5, Rs, Rsn, and Rsn are the same or different and
represent hydrogen or methyl; and RX represents up to four substituents
independently chosen from hydrogen, halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, C2-Cs alkenyl,
C2-C8 alkynyl, Ci-Cs alkoxy, amino, mono- or di(C1-Cs)alkylamino, and
amino(Ci-Cs)alkoxy. 



44. A compound of the formula: 6 R3~~R -Rsa R Are N ~~, 7 wherein: n is an
integer from 0 to 3; and R2 is alkyl, alkenyl, alkynyl, cycloalkyl,
(cycloalkyl)alkyl, haloalkyl, each or which may be substituted or
unsubstituted; 500    WO 02/.49993 PCT/US00/26816 R3 and Ran are the same
or different and represent hydrogen or alkyl; or R3 and R3a, taken together
with the carbon atom to which they are attached, form a cycloalkyl ring; R5
and R6 are the same or different and represent hydrogen or alkyl; or Rs and
R6, taken together with the carbon atom to which they are attached, form a
cycloalkyl ring; Rsa and Rsg are the same or different, and are
independently selected at each occurrence from hydrogen, halogen, hydroxy,
alkyl, and alkoxy; R~ represents hydrogen or alkyl; and Ari is
ethylenedioxyphenyl, methylenedioxyphenyl, or; Arl is 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. 45. A
compound according to Claim 44, of the formula: R RX I R2 wherein: n is an
integer from 0 to 3; R2 is C3-Cs straight or branched chain alkyl, C2-C8
alkenyl) or Ca-C8 alkynyl; Rs, R6, Rsn) and Rbn are the same or different
and represent hydrogen or methyl; and Rx represents up to four substituents
independently chosen from hydrogen, halogen, nitro, cyano, trifluoromethyl,
trifluoromethoxy) haloalkyl, hydroxy, 



acetoxy, Ci-Ce alkyl, C2-C8 alkenyl, Ca-Cs alkynyl, Ci-Cs alkoxy, amino,
mono- or di(C1-Cs)alkylamino, a.nd amino(Ci-C6)alkoxy. S01
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