
;e3erf6Tr#1 9 NOV 2003 WO 00/69826 PCT/US00/08220 Substituted Polycyclic
Aryl and Heterosryl Pyridones Useful for Selective Inhibition of the
Coagulation Cascade Field of the Invention 5 This invention is in the field
of anticoagulant therapy, and specifically relates to compounds,
compositions and methods for preventing and treating thrombotic conditions
such as coronary artery and cerebrovascular disease. More particularly, the
invention relates to substituted polycyclic aryl and heteroaryl pyridone
compounds that inhibit serine proteases of the coagulation 10 cascade.
Background of the Invention 



Physiological systems control the fluidity of blood in mammals [Majerus, P.
W. et al: Anticoagulant, Thrombolytic, and Antiplplatelet Drugs. 15 In
Hardman, J. G. and Limbird, L. E., editors: Goodman & Gilman's The
Pharmacological Basis of Therapeutics. 9th edition. New York, McGraw-Hill
Book Co., 1996, pp. 1341-1343]. Blood must remain fluid within the vascular
systems and yet be able to undergo hemostasis, cessation of blood loss from
a damaged vessel, quickly. Hemostasis or clotting begins when 20 platelets
first adhere to macromolecules in subendothelian regions of an injured
and/or damaged vessels. These platelets aggregate to form the primary
hemostatic plug and stimulate local activation of plasma coagulation
factors leading to generation of a fibrin clot that reinforces the
aggregated platelets. Plasma coagulation factors include factors II, V,
VII, VIII, IX, X, XI, 25 and XII; these are also called protease zymogens.
These coagulation factors or protease zymogens are activated by serine
proteases leading to coagulation in a so called "coagulation cascade" or
chain reaction [Handin, R. L: Bleeding and Thrombosis. In Wilson, J., et
al. editors: Harrison's Principles of Internal Medicine. 12th Edition, New
York, McGraw-Hill Book Co., 1991,p.350]. 30 Coagulation or clotting occurs
in two ways through different pathways. An intrinsic or contact pathway
leads from XII to XIIa to XIa to IXa and to the conversion of X to Xa. Xa
with factor Va converts prothrombin (II) to thrombin (IIa) leading to
conversion of fibrinogen to fibrin. Polymerization of fibrin leads to a
fibrin clot. An extrinsic pathway is initiated by the conversion 35 of
coagulation factor VII to VIIa by Xa. The presence of Tissue Factor and  



(19 Nov 20o3 WO 00/b9826 PCT/US00/08220 VIIa accelerates formation of Xa in
the presence of calcium ion and phospholipids. Formation of Xa leads to
thrombin, fibrin, and a fibrin clot as described above. The presence of one
or more of these many different coagulation factors and two distinct
pathways of clotting could enable the 



5 efficacious, selective control and better understanding of parts of the
coagulation or clotting process. While clotting as a result of an injury to
a blood vessel is a critical physiological process for mammals such as man)
clotting can also lead to disease states. A pathological process called
thrombosis results when platelet 10 aggregation and/or a fibrin clot blocks
(i.e., occludes) a blood vessel. Arterial thrombosis may result in ischemic
necrosis of the tissue supplied by the artery. When the thrombosis occurs
in a coronary artery) a myocardial infarction or heart attack can result. A
thrombosis occurring in a vein may cause tissues drained by the vein to
become edematous and inflamed. Thrombosis of a deep 15 vein may be
complicated by a pulmonary embolism. Preventing or treating clots in a
blood vessel may be therapeutically useful by inhibiting formation of blood
platelet aggregates, inhibiting formation of fibrin, inhibiting thrombus
formation) inhibiting embolus formation, and for treating or preventing
unstable angina, refractory angina, myocardial infarction, transient
ischemic 2 0 attacks, atrial fibrillation, thrombotic stroke, embolic
stroke, deep vein thrombosis, disseminated intravascular coagulation,
ocular build up of fibrin, and reocclusion or restenosis of recanalized
vessels. 



There have been several reports of non-peptidic and peptidic pyridone
compounds that act as an inhibitor of a coagulation factor present in the 2
5 coagulation cascade or clotting process. In PCT Patent Application WO
98I47876) Van Boeckel et al, describe peptidic 6-alkylpysdones and
2alkylpyrimidinones as anti-thrombotic compounds. In PCT Patent Application
WO 98116547) Zhu and Scarborough describe
3-(N-heterocyclylamino)-4,5,6substituted-pyridonylacetamides and
2,4-substituted-5-(N-heterocycIylamino) 30 pyrimidinonyl-acetamides
containing amide substituents and having activity against mammalian factor
Xa. In US Patent 5,656,645) Tamura et al. describe
4,5,6-substituted-3-aminopyridonyl-acetamides,
l,6-substituted-5aminouracinylacetamides) and
2,4-substituted-5-aminopyrimidinonylacetamides containing amide
substituents having a formyl function and having 35 activity against
thrombin. In US Patent 5,658,930, Tamura et al. again 2   



19 NOV 200 WO 00/69826 PCT/US00/08220 describe
4,5,6-substituted-3-aminopyridonyl-acetamides)
1,6-substituted-5aminouracinyIacetamides, and
2,4-substituted-5-aminopyrimidinonylacetamides containing amide
substituents having a formyl function and having activity against thrombin.
In PCT Patent Applications 96/ 18644 and 97/4620!7) 5 Tamura et al. further
describe 4,5,6-substituted-3-aminopyridonylacetamides,
1,6-substituted-5-aminouracinyl-acetamides, and 2,4-substituted-5-amino
pyrimidinonylacetamides containing amide substituents having a formyl
function and having activity against thrombin. In PCT Patent Application WO
98I09949, Suzuki et al. describe 2-heterocyclylacetamido derivatives of 1,2
10 diketones and report that they inhibit proteases, especially chymase
inhibitors. In US Patent 5,668,289, Sanderson et al. describe 6-alkyl)
6-cycloalkyl, and 6-trifluoromethyl pyridones unsubstituted at the 4 and 5
positions and reported to inhibit thrombin. In PCT Patent Application WO
97/01338, Sanderson et al. describe 6-alkyl) 6-cycloalkyl) and
6-trifluoromethyl pyridones unsubstituted at 



15 the 4 and 5 positions and reported to inhibit thrombin. In US Patent
5,792,T79, Sanderson et al. describe substituted 4,6-alkyl, 4,6-cycloalkyl,
and 4,6-trifluoromethyl pyridones having utility as thrombin inhibitors. In
PCT Patent Application WO 97130708) Sanderson et al. describe additional
substituted 4,6-alkyl, 4,6-cycloalkyl, and 4,6-trifluoromethyl pyridones
having 2 0 utility as thrombin inhibitors. In US Patent 5,869,487, Coburn
et al. describe pyrido[3,4-B]pyrazines containing a fused 6-methylpyridone
functionality and having utility as thrombin inhibitors. In PCT Patent
Application WO 98/31670, Sanderson et al. describe additional 4-substituted
6-alkyl, 6-cycloalkyl, and 6trifluoromethyl pyridones having utility as
thrombin inhibitors. In PCT Patent 25 Application WO 98l17274, Coburn et
al. disclose substituted 3,4-diamino-6 methylpyridones having utility as
human thrombin inhibitors. In PCT Patent Application WO 98l42342, Isaacs et
al. describe additional 6-alkyl, cycloalkyl, and trifluoromethyl
substituted pyridones and pyrazinones reported to inhibit human thrombin.
30 Summary of the Invention It is an object of the present invention to
provide compounds that are beneficial in anticoagulant therapy and that
have a general structure: 
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R2 K~~Yo Formula (I). PCT/US00/08220 It is another object of the present
invention to provide methods for preventing and treating thrombotic
conditions, such as coronary artery disease) 5 cerebrovascular disease, and
other coagulation related disorders. Such thrombotic conditions are
prevented and treated by administering to a patient in need thereof an
effective amount of compounds of Formula (I). Various other objects and
advantages of the present invention will become apparent from the following
description of the invention. 



10 Description of the Invention The present invention relates to a class of
compounds comprising Substituted Polycyclic Aryl and Heteroaryl Pyridones,
which are beneficial in anticoagulant therapy for the treatment and
prevention of a variety of 15 thrombotic conditions including coronary
artery and cerebrovascular disease, as given in Formula (I):  B,A~ R~ X R2
q, NWK/~Yo I J (I) 



or a pharmaceutically acceptable salt thereof, wherein; J is selected from
the group consisting of O and S; 4    1.9;. NOV 2003 



WO 00I69826 PCTIIJS00/08220 J is optionally selected from the group
consisting of CH-R6 and N-R6 wherein R6 is a linear spacer moiety having a
chain length of 1 to 4 atoms linked to the point of bonding of a
substituent selected from the group consisting of R4a, R4b, R39, R40, R5,
R14, and R15 to form a heterocyclyl 5 ring having 5 through 8 contiguous
members; B is formula (V) R34 R33 ~,1 R35 /~~J2~ ~fi 



R32~D1 ~ D R36 (V~ wherein D1, D2, J1, J2 and K1 are independently selected
from the group consisting of C) N, O, S and a covalent bond with the
provisos that no more 10 than one is a covalent bond, no more than one of
D1) D2) J1) J2 and K1 is O, no more than one of Dl, D2, J1, J2 and Kl is S,
one of D1, D2, J1, J2 and K1 must be a covalent bond when two of D1, D2,
J1, J2 and K1 are O and S, and no more than four of D1, D2, J1, J2 and K1
are N with the proviso that R32, R33, R34, R35 and R36 are each
independently selected to maintain the 15 tetravalent nature of carbon,
trivalent nature of nitrogen, the divalent nature of sulfur, and the
divalent nature of oxygen; 9 10 11 12 13 16 17 18 19 32 33 34 R, R ,R ,R ,R
,R ,R ,R ,R ,R ,R ,R , 



R35) and R36 are independently selected from the group consisting of
hydrido) acetamido, haloacetamido, amidino, guanidino, dialkylsulfonium, 2
0 trialkylphosphonium, dialkylsulfoniumalkyl, carboxy, heteroaralkylthio)
heteroaralkoxy, cycloalkylamino, acylalkyl, acylalkoxy, aryloylalkoxy, 5
19 NOV 2003 



WO 00/69826 PCT/US00/08220 heterocyclyloxy, aralkylaryl, aralkyl,
aralkenyl, aralkynyl, heterocyclyl, perhaioaratkyl, aralkylsulfonyl,
aralkylsulfonylalkyl, aralkylsuifinyl, aralkylsulfinylallryl,
halocycloalkyl, halocycloalkenyl, cycloallrylsulfinyl,
cycloallrylsulfmylalkyl, cyclosikylsulfonyl, cycloalkylsulfonylalkyl, 5
heteroarylamino, N-heteroarylamino-N-alkylamino, heteroarylaminoalkyi,
haloaikylthio, alkanoyloxy, alkoxy, alkoxyalkyl, haloalkoxylalkyl,
heteroaralkoxy, cycloalkoxy, cycloalkenyloxy, cycloalkoxyatkyl,
cycloalkylalkoxy, cycloalkenyioxyalkyl, cycloalkylenedioxy,
halocycloalkoxy, halocycloatkoxyalkyl, haiocycloalkenyioxy,
haiocycloalkenyioxyalkyl, 10 hydroxy, amino, alkoxyamino, thio, nitro,
lower alkylamino, alkylthio, alkylthioalkyl, arylamino, aralkylamino,
arylthio, arylthioalkyl, heteroaralkoxyalkyl, alkylsulfinyl,
alkylsulfinylalkyl, arylsulfinylalkyl, arylsulfonylalkyl,
heteroarylsulfinylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl,
alkylsulfonylalkyl, haloalkylsulfinylalkyl, 15 haloalkylsulfonylalkyl,
alkylsulfonamido, alkylaminosulfonyl, amidosulfonyl, monoalkyl
amidosulfonyl, dialkyl amidosulfonyl, monoarylamidosulfonyl,
arylsulfonamido, diarylamidosulfonyi, monoalkyl monoaryl amidosulfonyl,
arylsulfinyl, arylsulfonyl, heteroarylthio, heteroarylsulfinyl,
heteroarylsulfonyl, heterocyclylsulfonyl, heterocyclylthio, alkanoyl,
alkenoyl, 2 0 aroyl, heteroaroyl, aralkanoyl, heteroaralkanoyl,
haloalkanoyI, alkyl, alkenyl, alkynyl, alkenyloxy, alkenyloxyalky,
alkylenedioxy, haloalkylenedioxy, cycloalkyl, cycloalIrylalkanoyl,
cycloalkenyl, lower cycloalkylalkyl, lower cycloalkenylalkyl, halo,
haloalkyl, haloalkenyl, haloalkoxy, hydroxyhaloalkyl, hydroxyaratkyl,
hydroxyalkyl, alkylenylamino, hydoxyheteroaralkyl, 



25 haloalkoxyalkyl, aryl, aralkyl, aryloxy, aralkoxy, aryloxyalkyl,
saturated heterocyclyl, partially saturated heterocyclyl, heteroaryl,
heteroaryloxy, heteroaryloxyalkyl, arylalkyl, heteroarylalkyl, arylalkenyl,
heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido,
alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxyalkyl,
carboalkoxyalkenyl, carboxy, 3 0 carboaralkoxy, carboxamido,
carboxamidoalkyl, cyano, carbohaloalkoxy, phosphono, phosphonoalkyl,
diaralkoxyphosphono, and diaralkoxyphosphonoalkyl; 6   19 NOV 2003 WO
00I69826 



PCT/US00/08220 R16 R19 R32 R33 R34, R35 and R36 are independently
optionally Qb with the proviso that no more than one of R16 and R19 is Qb
at the same time and that Qb is Qbe R32 and R33 ) R33 and R34) R34 and R35
) and R35 and R36 are 5 independently optionally selected to form a spacer
pair wherein a spacer pair is taken together to form a linear moiety having
from 3 through 6 contiguous atoms connecting the points of bonding of said
spacer pair members to form a ring selected from the group consisting of a
cycloalkenyI ring having 5 through 8 contiguous members, a partially
saturated heterocyclyl ring having 5 through I 0 8 contiguous members, a
heteroaryl ring having 5 through 6 contiguous members, and an aryl with the
proviso that no more than one of the group consisting of spacer pairs R32
and R33, R33 and R34, R34 and R35, and R35 and R36 can be used at the same
time; 



R9 and R10) R 10 and R11 ) R 11 and R12 , and R 12 and R 13 are 15
independently optionally selected to form a spacer pair wherein a spacer
pair is taken together to form a linear moiety having from 3 through 6
contiguous atoms connecting the points of bonding of said spacer pair
members to form a ring selected from the group consisting of a cycloalkenyl
ring having 5 through 8 contiguous members, a partially saturated
heterocyclyl ring having 5 through 2 0 8 contiguous members, a heteroaryl
ring having 5 through 6 contiguous members, and an aryl with the proviso
that no more than one of the group consisting of spacer pairs R9 and R10,
R10 and R11, R11 and R12, and R12 and R13 can be used at the same time; B
is optionally selected from the group consisting of hydrido, 25
trialkylsilyl, C2-C8 alkyl, C3-C8 alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl,
C2-C8 haloaIkyl, and C3-C8 haloalkenyl wherein each member of group B is
optionally substituted at any carbon up to and including 6 atoms from the
point 7  



1 9 NOV 2003 WO 00I69826 PCTIUS00/08220 of attachment of B to A with one or
more of the group consisting of R32) R33 R34) R35, and R36; B is optionally
selected from the group consisting of C3-C15 cycloalkyl, C5-C10
cycloalkenyl, C4C12 saturated heterocyclyl, and C4-C9 5 partially saturated
heterocyclyl, wherein each ring carbon is optionally substituted with R33,
a ring carbon other than the ring carbon at the point of 



attachment of B to A is optionally substituted with oxo provided that no
more than one ring carbon is substituted by oxo at the same time, ring
carbons and a nitrogen adjacent to the carbon atom at the point of
attachment are optionally 10 substituted with R9 or R13, a ring carbon or
nitrogen adjacent to the R9 position and two atoms from the point of
attachment is optionally substituted with R10, a ring carbon or nitrogen
adjacent to the R13 position and two atoms from the point of attachment is
optionally substituted with R12, a ring carbon or nitrogen three atoms from
the point of attachment and adjacent to the R10 15 position is optionally
substituted with R11, a ring carbon or nitrogen three atoms from the point
of attachment and adjacent to the R12 position is 



optionally substituted with R33, and a ring carbon or nitrogen four atoms
from the point of attachment and adjacent to the R11 and R33 positions is
optionally substituted with R34; 2 0 A is selected from the group
consisting of single covalent bond) (W~)~: (CH(R15))pa and (CH(R15))pa
(W~)n. wherein rr is an integer selected from 0 through 1, pa is an integer
selected from 0 through 6) and W~ is selected from the group consisting of
O, S) C(O), C(S)) C(O)S) C(S)O, C(O)N(R~)) C(S)N(R~)) (R~)NC(O)) (R~)NC(S))
S(O)) S(O)2) 25 S(O)2N(R~)) (R~)NS(O)2) P(O)(R8)) N(R~)P(O)(Rg))
P(O)(R$)N(R~),   19 NOV 2003 



WO 00I69826 PCT/US00/08220 C(NR~)N(R~)) (R~)NC(NR~), (R~)NC(NR7)NR~, and
N(R7) with the proviso that no more than one of the group consisting of rr
and pa can be 0 at the same time; ' R7 and R8 are independently selected
from the group consisting of 5 hydrido, hydroxy, alkyl, acyl, aroyl,
heteroaroyl, and alkoxyalkyl; R14 R15, R37, and R38 are independently
selected from the group consisting of hydrido, hydroxy, halo, cyano,
hydroxyalkyl, alkoxy, alkyl, alkoxyalkyl, cycloalkyl, cycloalkyIalkyl,
cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalkenyl, haloalkoxy,
haloalkoxyalkyl, haloalkenyloxyalkyl, 10 halocycloalkoxy,
halocycIoalkoxyalkyl, halocycloalkenyloxyalkyl, carboxy, carboxyalkyl,
carboalkoxy, carboxamide, and carboxamidoalkyl; R14 and R38 can be
independently selected from the group consisting 



of acyl, aroyl, and heteroaroyl with the proviso that acyl is selected from
other than formyl and 2-oxoacyl; 15 err is selected from the group
consisting of NRS, O, C(O)) C(S)) S, S(O), S(O)2) ON(RS)) P(O)(R8), and
CR39R40; RS is selected from the group consisting of hydrido, hydroxy,
amino, alkyl, alkoxy, alkoxyalkyl, haloalkyl, acyl, aroyl, and heteroaroyl;
R39 and R4 are independently selected from the group consisting of 20
hydrido, hydroxy, halo, cyano, hydroxyalkyl, acyl, aroyl, heteroaroyl,
acylamido, alkoxy, alkyl, alkoxyalkyl, haloalkyl, haloalkoxy,
haloalkoxyalkyl, alkylsulfonyl, haloalkylsulfonyl, carboxy, carboxyalkyl,
carboalkoxy, carboxamide, and carboxamidoalkyl; R1, R2 and X are
independently selected from the group consisting of 25 Z-Q, hydrido, alkyl,
alkenyl, and halo; R1 and X are independently optionally selected from the
group consisting of amino, aminoalkyl, alkylamino, amidino) guanidino,
hydroxy) hydroxyamino, alkoxy, hydroxyalkyl, alkoxyamino, thiol) alkylthio)
dialkylsulfonium, trialkylphosphonium, dialkylsulfoniumalkyl, 



9   ,~ 9 NOV 2003 WO 00I69826 PCT/US00/08220 heteroarylamino, nitro,
arylamino, aralkylamino) alkanoyl, aikenoyl) aroyl, heteroaroyl,
aralkanoyl, heteroaralkanoyl) haloelkanoyl, hydroxyhaloalkyl, cyano, and
phosphono; 



X and R1 and Rl and R2, with the proviso that no more than one of 5 the
group consisting of spacer pair X and R1 and spacer pair Rl and R2 is be
used at the same time, are optionally selected to be -W=X-Y=Z- wherein
W=X-Y=Z- forms a ring selected from the group consisting of a heteroaryl
ring having from 5 through 6 contiguous members and an aryl; W, X) Y) and Z
are independently selected from the group consisting l0 of C(R~)) C(R10),
C(R11), C{R12), N, N{R10), O, S and a covalent bond with the provisos that
W, X, Y) and Z can be independently selected to be a covalent bond when one
of W) X) Y) and Z is selected from the group consisting of N, N(R10), O,
and S, no more than one of W, X) Y, and Z can be selected from the group
consisting of O and S) and no more than three of 15 W) X, Y, and Z can be
selected from the group consisting of N and N(R10); X and R1 and R1 and R2
spacer pairs are independently optionally selected to be taken together to
form a spacer pair wherein the spacer pair forms a linear moiety having
from 3 through 6 contiguous atoms connecting the points of bonding of said
spacer pair members to form a ring selected from the 



20 group consisting of a cycloalkenyl ring having from 5 through 8
contiguous members and a partially saturated heterocyclyl ring having from
S through 8 contiguous members, wherein said spacer pair is optionally
substituted with one or more of the group consisting of R9, R10, R 11, R
12, and R13 and with the proviso that no more than one of the group
consisting of spacer pair X and 25 R1 and spacer pair R1 and R2 is present
at the same time; Z is selected from the group consisting of covalent
single bond) 41 42 (CR R )q wherein q is an integer selected from 1 through
6; (CH(R41))g a W -(CH(R42))p wherein g and p are integers independently
selected from 0 10  



19 Nov 2o03 WO 00I69826 PCT/US00/08220 through 3 and WO is selected from
the group consisting of O, S) C(O)) C(S), C(O)O, C(S)O) C(O)S, C(S)S)
C(O)N(R41), (R41)NC(O), C(S)N(R41), (R41)NC(S)) OC(O)N(R41), (R41)NC(O)O,
SC(S)N(R41), (R41)NC(S)S, SC(O)N(R41), (R41)NC(O)S, OC(S)N(R41),
(R41)NC(S)O) 5 N(R42)C(O)N(R41), (R41)NC(O)N(R42)) N(R42)C(S)N(R41), 



(R41)NC(S)N(R42), S(O), S(O)2) S(O)2N(R41)~ N(R41)S(O)2~ Se, Se(O). Se(0~,
Se(O)2N(R41), N(R41)Se(O)z) P(O)(R8)) N(R~)P(O)(R8), P(O)(R8)N(R~)) N(R41))
ON(R41)) and SiR28R29, and (CH(R41))e ,~2(CH(R42))h wherein a and h are
integers independently selected from 0 10 through 2 and W22 is selected
from the group consisting of CR41=CR42, CR41R42_C; vinylidene),
ethynylidene (CC; 1,2-ethynyl), 1,2-cyclopropyl, 1,2-cyclobutyl)
1,2-cyclohexyl) 1,3-cyclohexyl, 1,2-cyclopentyl, 1,3cyclopentyl,
2,3-morpholinyl) 2,4-morpholinyl, 2,6-morpholinyl) 3,4morpholinyl,
3,5-morpholinyl) 1,2-piperazinyl, 1 ~-piperazinyl) 2,3 15 piperazinyl)
2,6-piperazinyl, 1,2-piperidinyl, 1~-piperidinyl) 2,3-piperidinyl)
2,4-piperidinyl) 2,6-piperidinyl, 3,4-piperidinyl) 1,2-pyrrolidinyt,
1,3pyrrolidinyl, 2,3-pyrrolidinyl, 2,4-pyrrolidinyl, 2,5-pyrrolidinyl)
3,4pyrrolidinyl, 2,3-tetrahydrofuranyl, 2,4.-tetrahydrofuranyl) 2,5
tetrahydrofuranyl, and 3,4-tetrahydrofuranyl, with the provisos that R41
and 2 0 R42 are selected from other than halo and cyano when directly
bonded to N 



and ZO is directly bonded to the pyridone ring; R41 and R42 are
independently selected from the group consisting of amidino, hydroxyamino,
hydrido) hydroxy, amino, halo, cyano, aryloxy, hydroxyalkyl, acyl, aroyl)
heteroaroyl, heteroaryloxyalkyl) alkoxy, alkyl) aryl, 25 aralkyl,
aryloxyalkyl, aralkoxyalkylalkoxy) alkoxyalkyl, heteroaryloxyalkyl,
cycloalkyl, cycloalkylalkyl) cyeloalkylalkenyl, cycloalkenyl)
cycloalkenylalkyl) 11   



19 NOV 2003 WO 00/69826 PCTNS00/08220 haloalkyl, haloalkenyl,
halocycloalkyI) halocycloalkenyl, haloalkoxy, haloalkoxyalkyl,
haloalkenyloxyalkyl, halocycloalkoxy, halocycloalkoxyalkyl,
halocycloalkenyloxyalkyl, saturated heterocyclyl, parkially saturated
heterocyclyl, heteroaryl) heteroaralkyl) heteroarylthioalkyl) 5
heteroaralkylthioalkyl) alkylsulfonyl) haloalkylsulfonyl) arylsulfonyl,
arylsulfonylalkyl, aralkylsulfonyl, cycloalkyIsulfonyl,
cycloalkylsufonylalkyl, heteroarylsutfonylalkyl, heteroarylsulfonyl, and
aralkylsulfonylalkyl; Q is formula (II): ~11 10 12 



R ~ /K \ 2/R D1 D2 R9~ ~ ~ R13 (II) 10 wherein Dl, D2) J 1, J2 and K; are
independently selected from the group consisting of C) N) 0) S and a
covalent bond with the provisos that no more than one is a covalent bond,
no more than one of Dl, D2, J1) J2 and K1 is O, no more than one of Dl) D2,
J1, J2 and K1 is S, one of D1) D2) JI, J2 and K1 must be a covalent bond
when two of D1) D2) J1, J2 and Kl are O and S, 15 and no more than four of
D1, D2) J1, 12 and K1 are N, with the proviso that R9) R 10~ R 11 ~ R 12)
and R 13 ~ each independently selected to maintain the tetravalent nature
of carbon) trivalent nature of nitrogen, the divalent nature of sulfur) and
the divalent nature of oxygen; Q is optionally selected from formula (III):



12   WO 00I69826 10 R11 ,J3` 4/ R~D3/ /D4 R12 (III) 



wherein D3) D4) J3, and J4 are independently selected from the group 19 Nov
20o3 PCT/LIS00/08220 consisting of C, N) O) and S, no more than one of D3,
D4) J3, and J4 is O, no more than one of D3, D4) J3, and J4 is S, and no
more than three of D l, D2, 5 J1, and J2 are N with the proviso that R9,
R10,. R11, and R12 are each independently selected to maintain the
tetravalent nature of carbon, trivalent nature of nitrogen, the divalent
nature of sulfur, and the divalent nature of oxygen; Q is optionally
selected from the group consisting of hydrido, alkyl) 10 alkoxy,
aIkylamino, alkylthio, haloalkylthio) alkenyl) alkynyl, saturated
heterocyclyl) partially saturated heterocyclyl, acyl, aroyl, heteroaroyl,
cycloallcyl, cycloalkylalkyl, cycloalkenyl) cycloalkenylalkyl,
cycloalkylalkenyl) haloalkyl) haloalkoxy, haloalkenyl) halocycloallcyt,
halocycloalkenyl, haloalkoxyalkyl, haloalkenylaxyalkyl,
halocycloalkoxyalkyl) and 



15 halocycloalkenyloxyalkyl with the proviso that Z0 is selected from other
than a single covalent bond when Q is hydrido; K is (CR4aR4b)n wherein n is
an integer selected from 1 through 2; R4a and R4b are independently
selected from the group consisting of halo) hydrido, hydroxy) cyano,
hydroxyalkyl) alkyl, alkenyl) alkoxyalkyl, 2 0 aralkyl, heteroaralkyl)
alkylthioalkyl) haloalkyl) haloalkenyl) and cyanoalkyl; Eo is El, when K is
(CR4aR4b)n, wherein E1 is selected from the group consisting of a covalent
single bond, O) S, C(O), C(S)) C(O)O, C(S)O, C(O)S, C(S)S, C(O)N(R~),
(R7)NC(O), C(S)N(R~), (R~)NC(S), 13 



19 NOV 2003 WO 00l69826 PCTNS00/08220 OC(O)N(R~)) (R~)NC(0)0) SC(S)N(R~),
(R~)NC(S)S) SC(O)N(R~), (R~)NC(O)S, OC(S)N(R~), (R~)NC(S)O, N(Rg)C(O)N(R~),
(R~)NC(O)N(Rg)) N(R8)C(S)N(R~), (R~)NC(S)N(R8), S(O)) S(O)2, S(0)2N(R7),
N(R~)S(O)2, S(O)2N(R~)C(O), C(O)N(R~)S(O)2, P(0)(R8), 



5 N(R~)P(O)(R8)) P(O)(R8)N{R~), N(R~)) ON(R~), CRS=CR4b, 4a 4b ethynylidene
(CC; 1,2-ethynyl)) and C=CR R ; K is optionally (CH{RI4))~ T wherein j is
selected from a integer from 0 through 2 and T is selected from the group
consisting of single covalent bond) O, S, and N(R~) with the proviso that
(CH(R14))j is bonded to the 10 pyridone ring; E is optionally ~) when K is
(CH(R14))j-T, wherein E2 is selected from the group consisting of a
covalent single bond, C(O)) C(S), C(O)O, C(S)O, C(O)S, C(S)S) C(O)N(R~),
(R~)NC(O), C(S)N(R~), (R~)NC(S)) (R~)NC(O)O) (R~)NC(S)S, (R~)NC(O)S,
(R~)NC(S)O, N(Rg)C(O)N(R~), 15 (R~)NC(O)N(R8)) N(R8)C(S)N(R~))
(R~)NC(S)N(Rg)) S(O), S(O)2) 



S(O)2N(R~)) N(R~)S(O)2, S(O)2N(H)C(O)) C(O)N(H)S(O)2, P(O)(R8))
N(R~)P(O)(R8)) P(O)(Rg)N(R~)) and N(R~); K is optionally G-(CH(R15))k
wherein k is selected from an integer from 1 through 2 and G is selected
from the group consisting of 0, S) and 20 N(R7) with the proviso that R15
is other than hydroxy) cyano, halo) amino) a1kylamino, dialkylamino, and
sulfhydryl when k is 1; E0 is optionally E3~ when K is G-(CH(R15))k)
wherein E3 is selected from the group consisting of a covalent single bond,
O, S, C(O), C(S), 14  



,19 NOU 20ai W O 00I69826 PCT/USOO/OSZ20 C(O)0) C(S)O) C(O)S, C(S)S,
C(O)N(R7), (R7)NC(O), C(S)N(R7), (R~)NC(S)) OC(0)N(R7), (R~)NC(0)O,
SC(S)N(R7)) (R7)NC(S)S, SC(O)N(R7), (R7)NC(O)S, OC(S)N(R7), (R7)NC(S)O,
N(R8)C(O)N(R7), (R7)NC(0)N(R8)) N(R8)C(S)N(R7), (R7)NC(S)N(R8), S(O),
S(O)2, 5 S(O)2N(R7)) N(R7)S(O)2) P(O)(R8)) N(R7)P(O)(R8), P(O)(R8)N(R7))
N(R7), ON(R7), CRS=CR4b) ethynylidene (CC; 1,2-ethynyl), and C=CR~R4b) Y~
is formula (IV): 



17 18 R16~~~ 2 D819 ~b Q (iv) 10 wherein D5, D6, J5, and J6 are
independently selected from the group consisting of C) N) 0, S and a
covalent bond with the provisos that no more than one is a covalent bond)
K2 is independently selected from the group consisting of C and N+, no more
than one of D5, D6,15, and J6 is O, no more than one of D5) D6, J5, and J6
is S, one of D5, D6) J5, and J6 must be a 15 covalent bond when two of D5)
D6, J5) and J6 are O and S, no more than three of D5, D6, J5, and J6 is N
when K2 is N+) and no more than four of DS) D6, J5) and J6 are N when K2 is
carbon with the provisos that R16, R17 R18) and R I9 are each independently
selected to maintain the tetravalent nature 15 



19 NOV 2003 WO 00I69826 PCTNS00/08220 of carbon, trivalent nature of
nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen;
R16 and Rl7 are optionally independently taken together to form a linear
moiety spacer having from 3 through 6 contiguous atoms connected to 5 form
a ring selected from the group consisting of a cycloalkenyl ring having 



from 5 through 8 contiguous members, a partially saturated heterocyclyl
ring having from 5 through 8 contiguous members) a heteroaryl having from 5
through 6 contiguous members) and an aryl; Qb is selected from the group
consisting of NR20R21, + 20 21 22 10 NR R R , oxy, alkyl, aminoalkylenyl,
alkylamino, dialkylatnino, dialkylsulfoniumalkyl, acylamino and Qb, wherein
Qbe is hydrido and R20) R21, and R22 arc independently selected from the
group consisting of hydtido) amino, alkyl) hydroxy) alkoxy)
aminoalkylenyl,alkylatnino, dialkylatnino) and hydroxyalkyl with the
provisos that no more than one of R20) R21, and R22 is 15 hydroxy, alkoxy)
alkylamino) amino) and dialkylatnino at the same time and that R20, R21 )
and R22 must be other than be hydroxy, alkoxy, alkylamino, amino) and
dialkylatruno when K2 is N+; R20 ~d R21 ~ R20 ~d R22) and R21 and R22 ate
independently optionally selected to form a spacer pair wherein a spacer
pair is taken together 2 0 to form a linear moiety having from 4 through 7
contiguous atoms connecting the points of bonding of said spacer pair
members to form a heterocyclyl ring having 5 through 8 contiguous members
with the proviso that no more than one of the group consisting of spacer
pairs R20 and R21, R20 and R22 and R21 and R22 is used at the same time; 



25 b' Q is optionally selected from the group consisting of
N(R26)S02N(R23)(R24)) N(R26)C(0)ORS, N(R26)~(0)SRS, 16   1 9 NOV 2003. WO
00I69826 



PCT/US00108220 N(R26)C(S)OR5 and N(R26)C(S)SR5 with the proviso that no
more than one of R23) R24) and R26 is hydroxy, alkoxy, alkylamino, amino,
and dialkylamino when two of the group consisting of R23, R24, and R26 are
bonded to the same atom; 5 Qb is optionally selected from the group
consisting of dialkylsulfonium, trialkylphosphonium, C(NR25)NR23R24~
N(R26)C(NR25)N(R23)(R24)) N(R26)C(0)N(R23)(R24), N(R26)C(S)N(R23)(R24),
C{NR25)ORS, C(O)N(R26)C(NR25)N(R23)(R24)~ C(S)N(R26)C(NR25)N(R23){R24) 10
N(R26)N(R26)C(NR~)N(R23)(R24)) ON(R26)C(NR25)N(R23)(R24),
N(R26)N(R26)S02N(R23)(R24), C(NR25)SRS, C(0)NR~RZ4, and C(O)NR23R24 with
the provisos that no more than one of R2'3, R24, and R26 



can be hydroxy, alkoxy, alkylaminol) amino, or dialkylamino when two of the
group consisting of R23, R24) and R26 are bonded to the same atom and that
15 said Qb group is bonded directly to a carbon atom; R23, R24, R25) and
R26 are independently selected from the group consisting of hydrido) alkyl)
hydroxy, alkoxy) amiaoalkylenyl) alkylamino) dialkylamino, amino, and
hydroxyalkyl; R23 and R24 are optionally taken together to form a linear
spacer moiety 2 0 having from 4 through 7 contiguous atoms connecting the
points of bonding to form a heterocyclyl ring having 5 through 8 contiguous
members; 



Qs is selected from the group consisting of a single covalent bond, 37 38
(CR R )b-(V~)~ wherein at is an integer selected from 0 through 1, b is an
integer selected from 1 through 4, and W is selected from the group 17   ~
~ I~O~ 200 



WO 00/69826 PCT/US00/08220 consisting of O, S) C(O), C(S)) C(O)O, C(S)O,
C(O)S, C(S)S, C(O)N(R14}) (R14)NC(O)) C(S)N(R14), (R14)NC(S). OC(O)N(R14),
SC(S)N(R14), SC(O)N(R14), OC(S)N(R14), N(R15)C(O)N(R14)) (R14)NC(O)N(R15),
N(R15)C(S)N(R14), (R14)NC(S)N(R15), S(O). S(O)2, S(O)2N(R14). N(R14)S(~)2~
P(O}(R8}, N(R~)P(O)(R8), P(O}(R8}N(R~). N(R14}. ON(R14)) (CH(R14))c
Wl-(CH(R~5))d wherein c and d are integers independently selected from 1
through 4, and Wl is selected from the group consisting of O) S) C(O),
C(S}) C(O)0) C(S)O, C(O)S, C(S)S) C(O)N(R14)) (R14)NC(O)) C(S)N(R14))
(R14)NC(S)) OC(O)N(R14), (R14)NC(O)O) 10 SC(S)N(R14), (R14)NC(S)S)
SC(O)N(R14)) (R14}NC(O)S, OC(S)N(R14}, (R14}NC(S)O) N(Rls)C(O)N(R14),
(R14)NC(0)N(Rl$), N(R15)C(S)N(R14), (R14)NC(S)N(R15)) S(O), S(O)2,
S(O)2N(R14), N(R14)S(O}2' P(O)(R8), N(R~)1'(O)(Rg), P(O)(Rg)N(R7}, N(R14),
ON(R14)) -and (CH(R14))e W22-(CH(R15))h wherein e and h are integers 



15 independently selected from 0 through 2 and W22 is selected from the
group consisting of CR41=CR42, CR41R42=C vinylidene), ethynylidene (C.C;
1,2-ethynyl), 1,2-cyclopropyl, 1,2-cyclobutyl, 1,2-cyclohexyl,
1,3cyclohexyl, 1,2-cyclopentyl, I,3-cyclopentyl, 2,3-morpholinyl,
2,4morpholinyl, 2,6-morpholinyl) 3,4-morpholinyl) 3,5-morpholinyl, 1,2 20
piperazinyl, 1,3-piperazinyl) 2,3-piperazinyl) 2,6-piperazinyl,
1,2-piperidinyl, 1,3-piperidinyl, 2,3-piperidinyl, 2,4-piperidinyl)
2,6-piperidinyl, 3,4piperidinyl, 1,2-pyrrolidinyl, 1,3-pyrrolidinyl,
2,3-pyrrolidinyl, 2,4pyrrolidinyl, 2,5-pyrrolidinyl, 3,4-pyrrolidinyl,
2,3-tetrahydrofuranyl) 2,4tetrahydrofuranyl) 2,5-tetrahydrofuranyl, and
3,4-tetrahydrofuranyl, with the 18   



1 9 NOV 2003 WO 00I69826 PCT/US00/08220 provisos that R14 and R15 are
selected from other than halo and cyano when directly bonded to N and that
(CR3~R3g)b, (CH(R14))c) (CH(R14))e and are bonded to E; Y is optionally
Qb-Qss wherein Q~ is selected from the group 5 consisting of CR37R38
wherein f is an integer selected from 1 through 6) (CH(R14))C Wl-(CH(R15))d
wherein c and d are integers independently 



selected from 1 through 4) and W 1 is selected from the group consisting of
W 1 is selected from the group consisting of O, S) C(O), C(S), C(O)O)
C(S)O) C(O)S) C(S)S) C(O)N(R14), (R14)NC(O), C(S)N(R14}, (R14)NC(S), 10
OC(O)N(R14), (R14)NC(O)O, SC(S)N(R14)) (R14)NC(S)S, SC(O)N(R14),
(R14)NC(O)S, OC(S)N(R14)) (R14)NC(S)O, N(R15)C(O)N(R14), (R14)NC(O)N(Rls),
N(R15)C(S)N(R14), (RI4)NC(S)N(R15)) S(O}, S(O)2~ S(O)2N(R14)) N(R14)S(O)2,
P(O)(R8)) N(R7}P(O)(R8), P(O}(R8)N(R~}. N(R14). ON(R14)) and (CH(R14))e
~-(CH(R15))h 15 wherein a and h are integers independently selected from 0
through 2 and W2 is selected from the group consisting of CRS=CR4b,
ethynylidene (CC; 1,2 ethynyl)) and C=CR~R4b with the provisos that R14 and
R15 are selected 



from other than halo and cyano when directly bonded to N and that (CR3~
838)f, (CH(R14))c, and (CH(R14))e are bonded to E0; 20 Y is optiionally
Qb_Qsss wherein Qsss is (CH(R38))i W3) r is an integer selected from 1
through 3) W3 is selected from the group consisting of 1,1-cyclopropyl,
1,2-cyclopropyl) 1,1-cyclobutyl, 1,2-cyclobutyl) 1,2 19   1 9 NOV 2003 



WO 00/69826 PCT/US00/08220 cyclohexyI, 1,3-cyclohexyl, 1,4-cyclohexyl,
1,2-cyclopentyl, 1,3-cyclopentyl, 2,3-morpholinyl) 2,4-morpholinyl,
2,5-morpholinyl, 2,6-morpholinyl, 3,4morpholinyl, 3,5-morpholinyi,
1,2-piperazinyl) 1,3-piperazinyl) 1,4piperazinyl, 2,3-piperazinyl,
2,5-piperazinyl, 2,6-piperazinyl) 1,2-piperidinyl) 5 1,3-piperidinyl,
1,4-piperidinyl, 2,3-piperidinyl, 2,4-piperidinyl) 2,5piperidinyl,
2,6-piperidinyl, 3,4-piperidinyl) 3,5-piperidinyl, 3,6-piperidinyl)
1,2-pyrrolidinyl) 1,3-pyrrolidinyl) 2,3-pyrrolidinyl, 2,4-pyrrolidinyl,
2,5pyrrolidinyl, 3,4-pyrrolidinyl) 2H-2,3-pyranyl, 2H-2,4-pyranyl)
2H-2,5pyranyl, 4H-2,3-pyranyl) 4H-2,4-pyranyl, 4H-2,5-pyranyl,
2H-pyran-2-one 10 3,4-yl, 2H-pyran-2-one-4,5-yl) 4H-pyran-4-one-2,3-yl,
2,3tetrahydrofuranyl) 2,4-tetrahydrofuranyl, 2,5-tetrahydrofuranyl)
3,4tetrahydrofuranyl, 2,3-tetrahydropyranyl, 2,4-tetrahydropyranyl)
2,5tetrahydropyranyl) 2,6-tetrahydropyranyl, 3,4-tetrahydropyranyl) and
3,5tetrahydropyranyl, and each carbon and hyrido containing nitrogen member
of 15 the ring of the W3 other than the points of attachment is optionally
substituted with one or more of the group consisting of R9, R10, R11, and
R12, with the proviso that (CH(R38))r is bonded to E0 and Qb is bonded to
lowest numbered 



substituent position of each W3; Y0 is optionally Qb-Q'asr wherein Qsssr is
CH R38 4 Q ( ( ))r W , r is an 20 integer selected from 1 through 3, W4 is
selected from the group consisting of I,2-cyclobutyl, 1,2-cyclohexyl,
1,3-cyclohexyl, 1,4-cyclohexyl, 1,2cyclopentyl, 1,3-cyclopentyl,
2,3-morpholinyl) 2,4-morpholinyl, 2,5morpholinyl, 2,6-morpholinyl,
3,4-morpholinyl) 3,5-morpholinyl, I,2piperazinyl, 1,3-piperazinyl)
1,4-piperazinyl, 2,3-piperazinyl) 2,5-piperazinyl, 25 2,6-piperazinyl,
1,2-piperidinyl, 1,3-piperidinyl) 1,4-piperidinyl, 2,3piperidinyl,
2,4-piperidinyl, 2,5-piperidinyl, 2,6-piperidinyl, 3,4-piperidinyl,
3,5-piperidinyl, 3,6-piperidinyl, 1,2-pyrrolidinyl) 1,3-pyrrolidinyl)
2,3pyrrolidinyl, 2,4-pynolidinyt, 2,5-pyrrolidinyl) 3,4-pyrrolidinyl)
2H-2,3pyranyl, 2H-2,4-pyranyl) 2H-2,5-pyranyl) 4H-2,3-pyranyl)
4H-2,4-pyranyl, 30 4H-2,5-pyranyl, 2H-pyran-2-one-3,4-yl,
2H-pyran-2-one-4,5-yl, 4H-pyran4-one-2,3-yl, 2,3-tetrahydrofuranyl,
2,4-tetrahydrofuranyl, 2,5 



20   ~ 9 NOV 2003. WO 00I69826 PCT/US00/08220 tetrahydrofuranyl)
3,4-tetrahydrofuranyl, 2,3-tetrahydropyranyl, 2,4tetrahydropyranyl,
2,5-tetrahydropyranyl, 2,6-tetrahydropyranyl) 3,4tetrahydropyranyl) and
3,5-tetrahydropyranyl) and each carbon and hydrido containing nitrogen
member of the ring of the W4 other than the points of 



5 attachment is optionally substituted with one or more of the group
consisting of R9, R 10, R 11 12 and R , with the provisos that (CH(R38))r
is bonded to E and Qb is bonded to highest number substituent position of
each W4; YO is optionally Qb-Qssss wherein Qs~ is (CH(R38))r W5, r is an
integer selected from 1 through 3, WS is selected from the group consisting
of 10 1,4-indenyl) 1,5-indenyl) 1,6-indenyl) 1,7-indenyl, 2,7-indenyl,
2,6-indenyl) 2,5-indenyl) 2,4-indenyl, 3,4-indenyl, 3,5-indenyl,
3,6-indenyl, 3,7-indenyl, 2,4-benzofuranyl, 2,5-benzofuranyl)
2,6-benzofuranyl, 2,7-benzofuranyl, 3,benzofuranyl, 3,5-benzofuranyl,
3,6-benzofuranyl, 3,7-benzofuranyl) 2,4-benzothiophenyl)
2,5-benzothiophenyl, 2,6-benzothiophenyl, 2,7 15 benzothiophenyl,
3,4-benzothiophenyl) 3,5-benzothiophenyl, 3,6benzothiophenyl)
3,7-benzothiophenyl, 2,7-imidazo( 1,2-a)pyridinyl, 3,4imidazo(
1,2-a)pyridinyl, 3,5-imidazo( 1,2-a)pyridinyl) 3,6-imidazo(1,2a)pyridinyl)
3,7-imidazo( 1,2-a)pyridinyl, 2,4-iadolyl) 2,5-indolyl) 2,6indolyl,
2,7-indolyl) 3,4-indolyl, 3,5-indolyl, 3,6-indolyl, 3,7-indolyl,1,4 20
isoindolyl, 1,5-isoiadolyl, 1,6-isoindolyl) 2,4-isoindolyl) 2,5-isoindolyl,
2,6isoindolyl, 2,7-isoindolyl, 1,3-isoindolyl, 3,4-indazolyl,
3,5-indazolyl, 3,6indazolyl) 3,7-indazolyl) 2,4-benzoxazolyl,
2,5-benzoxazolyl, 2,6beazoxazolyl, 2,7-benzoxazolyl, 3,4-benxisoxazolyl,
3,5-benzisoxazolyl, 3,6benzisoxazolyl) 3,7-benzisoxazolyl,
1,4-naphthyl,1,5-naphthyl) 1,6-naphthyl, 



25 1,7-naphthyl, 1,8-naphthyl) 2,4-naphthyl, 2,5-naphthyt) 2,6-naphthyl,
2,7naphthyl) 2,$-naphthyl, 2,4-quinolinyl, 2,5-quinolinyl) 2,6-quinolinyl,
2,7quinolinyl) 2,8-quinolinyl) 3,4-quinolinyl, 3,5-quinolinyl,
3,6-quinolinyl, 3,7quinolinyl, 3,8-quinolinyl, 4,5-quinolinyl)
4,6-quinolinyl, 4,7-quinolinyl, 4,8quinolinyl) 1,4-isoquinolinyl,
1,5-isoquinolinyl) 1,6-isoquinolinyl) 1,7 30 isoquinolinyl,
1,8-isoquinolinyl, 3,4-isoquinolinyl) 3,5-isoquinolinyl, 3,6isoquinolinyl,
3,7-isoquinolinyl, 3,8-isoquinolinyl, 4,5-isoquinolinyl, 4,6isoquinolinyl,
4,7-isoquinolinyl, 4,8-isoquinolinyl, 3,4-cinnolinyl, 3,5 21   1 9 NOV 2003
WO 00l69826 



PCT/US00108220 cinnoliayl) 3,6-cinnolinyI, 3,7-cinnolinyl, 3,8-cinnolinyl)
4,5-cinnolinyl, 4,6cinnolinyl) 4,7-cinnolinyl, and 4,8-cinnolinyl) and each
carbon and hydrido containing nitrogen member of the ring of the WS other
than the points of attachment is optionally substituted with one or more of
the group consisting of 9 10 11 12 5 R , R , R , and R , with the proviso
that Qb is bonded to lowest number substituent position of each W5 and that
(CH(R38))r is bonded to En; Y0 is optionally Qb-Qssssr wherein Qs~sr is
(CH(R38))= W6) r is an integer selected from 1 through 3) W6 is selected
from the group consisting of 1,4-indenyl) 1,5-indenyl, 1,6-indenyl,
1,7-indenyl) 2,7-indenyl, 2,6-indenyl, 10 2,5-indenyl, 2,4-indenyl)
3,4-indenyl, 3,5-indenyl, 3,6-indenyl) 3,7-indenyl, 2,4-benzofuranyl,
2,5-benzofuranyl, 2,6-benzofuranyl) 2,7-benzofuranyl, 3,4.benzofuranyl,
3,5-benzofuranyl) 3,6-benzofuranyl) 3,7-benzofuranyl) 2,4-benzothiophenyl,
2,5-benzothiophenyl) 2,6-benzothiophenyl) 2,7benzothiophenyl,
3,4-benzothiophenyl, 3,5-benzothiophenyl) 3,6 15 benzothiophenyl)
3,7-benzothiophcnyl, 2,7-imidazo( 1,2-a)pyridinyl, 3,4inudazo(
1,2-a)pyridinyl, 3,5-imidazo( 1,2-a)pyridinyl, 3,6-imidazo( 1,2a)pyridinyl,
3,7-imidazo( 1,2-a)pyridinyl, 2,4-indolyl, 2,5-indolyl, 2,6indolyl,
2,7-indolyl, 3,4-indolyl, 3,5-indolyl, 3,6-indolyl, 3,7-indolyl,
1,4isoindolyl) 1,5-isoindolyl, 1,6-isoindolyl) 2,4.-isoindolyl)
2,5-isoindolyl, 2,6 



20 isoindolyl) 2,7-isoindolyl, 1,3-isoindolyl, 3,4-indazolyl)
3,5-indazolyl) 3,6indazolyl, 3,7-indazolyl, 2,4-benzoxazolyl)
2,5-benzoxazolyl) 2,6benzoxazolyl) 2,7-benzoxazolyl) 3,4-benxisoxazolyl,
3,5-beazisoxazolyl, 3,6benzisoxazolyl, 3,7-benzisoxazolyl, 1,4-naphthyl,
1,5-naphthyl, 1,6-naphthyl) 1,7-naphthyl, 1,8-naphthyl) 2,4-naphthyl,
2,5-naphthyl, 2,6-naphthyl, 2,7 25 naphthyl) 2,8-naphthyl) 2,4-quinolinyl,
2,5-quinolinyl, 2,6-quinolinyl) 2,7quinolinyl) 2,8-quinolinyl,
3,4-quinolinyl) 3,5-quinolinyl, 3,6-quinolinyl, 3,7quinolinyl)
3,8-quinolinyl, 4,5-quinolinyl, 4,6-quinolinyl) 4,7-quinolinyl,
4,8quinolinyl) 1,4-isoquinolinyl) 1,5-isoquinolinyl, 1,6-isoquinolinyl)
1,7isoquinolinyl, 1,8-isoquinolinyl) 3,4-isoquinolinyl, 3,5-isoquinolinyl,
3,6 30 isoquinolinyl, 3,7-isoquinolinyl, 3,8-isoquinolinyl,
4,5-isoquinolinyl) 4,6isoquinolinyl, 4,7-isoquinolinyl) 4,8-isoquinolinyl,
3,4-cianolinyl) 3,5cinnolinyl, 3,6-cinnolinyI, 3,7-cinnolinyl)
3,8-cinnolinyl, 4,5-cinnolinyl) 4,6 22   1 9 NOV 2003 



WO 00I69826 PCT/US00I08220 cinnolinyl, 4,7-cinnolinyl) and 4,8-cinnolinyl)
and each carbon and hydrido containing nitrogen member of the ring of the
W6 other than the points of attachment is optionally substituted with one
or more of the group consisting of R9, R10, R11, and R12, with the proviso
that Qb is bonded to highest number 5 substituent position of each W6 and
that (CH(R38))r is bonded to E0. In another embodiment of compounds of
Formula I or a pharmaceutically acceptable salt thereof) J is selected from
the group consisting of O and S; B is formula (V): ~3 4 



R33 1 R35 / K Jz / ifi R32~D1 ~D R36 10 ~V~ wherein D1, D2) J1) J2 and K1
are independently selected from the group consisting of C) N) O, S and a
covalent bond with the provisos that no more than one is a covalent bond)
no more than one of D1, D2) J1) J2 and K1 is O, no more than one of D1) D2,
J1, 32 and K1 is S, one of D1, D2) J1) J2 and 15 K1 must be a covalent bond
when two of D1, D2, J1, J2 and K1 are O and S, and no more than four of D1,
D2, J 1) J2 and K1 are N; 9 10 11 12 13 16 17 18 19 32 33 34 R ,R ,R ,R ,R
,R ,R ,R ,R ,R ,R ,R , 



R35) and R36 are independently selected from the group consisting of
hydrido, acetamido) haloacetamido) amidino, guanidino) dialkylsuifonium, 2
0 trialkylphosphonium) dialkylsulfoniumalkyl, carboxy, heteroaralkylthio,
heteroaralkoxy) cycloalkylamino, acylalkyl) acylalkoxy) aryloylalkoxy,
heterocyclyloxy, aralkylaryl, aralkyl, aralkeayl, aralkynyl) heterocyclyl,
23   1 s Nov 2~3 



WO 00I69826 PCT/US00/08220 perhaloaralkyl) aralkylsulfonyl)
aralkylsulfonylalkyl) aralkylsulfinyl) araikylsulfinylalkyl)
halocycloalkyl, halocycloalkenyl, cycloalkylsulfinyl,
cycloalkylsulfinylalkyl, cycloalkylsulfonyl, cycloalkylsulfonylalkyl,
heteroarylamino) N-heteroarylamino-N-alkylamino, heteroarylaminoalkyl, 5
haloalkylthio, alkanoyloxy, alkoxy, alkoxyalkyl, haloalkoxylalkyl)
heteroaralkoxy, cycloalkoxy, cycloalkenyloxy, cycloalkoxyalkyl,
cycloalkylalkoxy, cycloalkenyloxyalkyl, cycloalkylenedioxy,
halocycloalkoxy, haIocycloalkoxyalkyl, halocycloalkenyloxy,
halocycloalkenyloxyalkyl, hydroxy, amino, alkoxyamino, thio, nitro, lower
alkylamino, alkylthio, 10 alkylthioalkyl, arylamino, aralkylamino,
arylthio, arylthioaIkyl, heteroaralkoxyalkyl, alkylsulfinyl,
alkylsulfinylalkyl, arylsulfinylalkyl, arylsulfonylalkyl,
heteroarylsulfinylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl,
alkylsulfonylalkyl, haloalkylsulfinylalkyl, haloalkylsulfonylalkyl,
alkylsulfonamado, alkylaminosulfonyl, amidosulfonyl, 15 monoalkyl
amidosulfonyl, diallryl amidosulfonyl, monoarylamidosulfonyl,
arylsulfonamido, diarylamidosulfonyl, monoalkyl monoaryl amidosulfonyl,
arylsulfinyl, arylsulfonyl, heteroarylthio, heteroarylsulfinyl,
heteroarylsulfonyl, heterocyclylsulfonyl, heterocyclylthio, alkanoyl,
alkenoyl, aroyl, heteroaroyl, aralkanoyl, heteroaralkanoyl, haloalkanoyl,
alkyl, alkenyl, 20 alkynyl, alkenyloxy, alkenyloxyalky, alkyIenedioxy,
haloalkylenedioxy, cycloalkyl, cycloalkylalkanoyl, cycloalkenyl, lower
cycloalkylalkyl, lower cycloalkenylalkyl, halo, haloalkyl, haloalkenyl,
halaalkoxy, hydroxyhaloalkyl, hydroxyaralkyl, hydroxyalkyl, alkylenylamino,
hydoxyheteroaralkyl, haloalkoxyalkyl, aryl, aralkyl, aryloxy, aralkoxy,
aryloxyalkyl, saturated 



2 5 heterocyclyl, partially saturated heterocyclyl, heteroaryl,
heteroaryloxy, heteroaryloxyalkyl, arylalkyl, heteroarylalkyl, arylalkenyl,
heteroaryialkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido,
alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxyalkyl,
carboalkoxyalkenyl, carboxy, carboaralkoxy, carboxamido, carboxamidoalkyl,
cyano, carbohaloalkoxy, 30 phosphono, phosphonoalkyl, diaralkoxyphosphono,
and diaralkoxyphosphonoalkyl; 24   I19 NOV 2003 WO 00I69826 



PCTNS00/08220 16 19 32 33 34 35 36 R , R , R , R , R , R , and R are
independently optionally Qb with the proviso that no more than one of R16
and R19 is Qb at the same time and that Qb is Qbe; B is optionally selected
from the group consisting of hydrido, 5 trialkylsilyl, C2-C8 alkyl, C3-C8
alkylenyl, C3-C8 alkenyl, C3-C8 alkynyl, C2-C8 haloalkyl, and C3-C8
haloalkenyl wherein each member of group B is optionally substituted at any
carbon up to and including 6 atoms from the point 32 33 of attachment of B
to A with one or more of the group consisting of R , R , R34, R35) and R36;
10 B is optionally selected from the group consisting of C3-C12 cycloalkyl,
CS-C 10 cycloalkenyl, and C4-C9 saturated heterocyclyl) wherein each ring
carbon is optionally substituted with R33, a ring carbon other than the
ring carbon at the point of attachment of B to A is optionally substituted
with oxo provided that no more than one ring carbon is substituted by oxo
at 



15 the same time, ring carbons and nitrogen adjacent to the carbon atom at
the point of attachment are optionally substituted with R9 or R 13, a ring
carbon or nitrogen adjacent to the R9 position and two atoms from the point
of attachment is optionally substituted with R10) a ring carbon or nitrogen
adjacent to the R13 position and two atoms from the point of attachment is
optionally 2 0 substituted with R 12, a ring carbon or nitrogen three atoms
from the point of attachment and adjacent to the R10 position is optionally
substituted with R11, a ring carbon or nitrogen three atoms from the point
of attachment and adjacent to the R12 position is optionally substituted
with R33) and a ring carbon or nitrogen four atoms from the point of
attachment and adjacent to the R 11 and 25 R33 positions is optionally
substituted with R34; 25 



,19 NOV 2003 WO 00I69826 PCT/US00/08220 A is selected from the group
consisting of single covalent bond, (W7)ri (CH(R15))pa and (CH(R15))pa
(W7)~ wherein rr is an integer selected from 0 through 1, pa is an integer
selected from 0 through 6, and W7 is selected from the group consisting of
O) S, C(O), C(O)N(R7), C(S)N(R7), 5 (R7)NC(O), (R7)NC(S), and N(R7) with
the proviso that no more than one of 



the group consisting of rr and pa can be 0 at the same time; R7 and R8 are
independently selected from the group consisting of hydrido, hydroxy,
alkyl, and alkoxyalkyl; R14 R15, R37, and R38 are independently selected
from the group 10 consisting of hydrido, hydroxy, halo, alkyl, alkoxyalkyl,
haloalkyl, haloalkoxy, and haloalkoxyalkyl; R14 and R38 can be
independently selected from the group consisting of aroyl and heteroaroyl;
~Y is selected from the group consisting of NR5, C(O), and S(O)2; 15 RS is
selected from the group consisting of hydrido, hydroxy, alkyl, and alkoxy;
R39 and R40 are independently selected from the group consisting of 



20 25 hydrido, hydroxy, halo, hydroxyalkyl, alkyl, alkoxyalkyl, haIoalkyl,
haloalkoxy, and haloalkoxyalkyl; R1 and X are independently selected from
the group consisting of hydrido, alkyl, alkenyl, cyano, halo, haloalkyl,
haloalkoxy, haloalkylthio, amino, aminoalkyl, alkylamino, amidino,
guanidino, hydroxy, hydroxyamino, alkoxy, hydroxyalkyl, alkoxyamino, thiol,
alkylthio, and phosphono; X and R1 and R1 and R2, with the proviso that no
more than one of the group consisting of spacer pair X and R1 and spacer
pair R1 and R2 is be used at the same time, are optionally selected to be
-W=X-Y=Z- wherein  26 



19 NOV 2003 WO 00/69826 PCTNS00/08220 W=X-Y=Z- forms a ring selected from
the group consisting of a heteroaryl ring having from 5 through 6
contiguous members and an aryl; W, X, Y) and Z are independently selected
from the group consisting of C(R9), C(R 10), C(R 11 ), C(R 12), N, N(R 10),
0, S and a covalent bond 5 with the provisos that W, X, Y) and Z can be
independently selected to be a covalent bond when one of W) X, Y) and Z is
selected from the group consisting of N, N(R10), O, and S, no more than one
of W, X, Y, and Z can 



be selected from the group consisting of O and S, and no more than three of
W, X, Y, and Z can be selected from the group consisting of N and N(R10);
10 X0 and Rl and Rl and R2 spacer pairs are independently optionally
selected to be taken together to form a spacer pair wherein the spacer pair
forms a linear moiety having from 3 through 6 contiguous atoms connecting
the points of bonding of said spacer pair members to form a ring selected
from the group consisting of a cycloalkenyl ring having from 5 through 8
contiguous 15 members and a partially saturated heterocyclyl ring having
from 5 through 8 contiguous members, wherein said spacer pair is optionally
substituted with one or more of the group consisting of R9, R10, R11 R12,
and R13 and with the proviso that no more than one of the group consisting
of spacer pair X and R1 and spacer pair Rl and R2 is present at the same
time; R2 is Z-Q; 20 Z is selected from the group consisting of covalent
single bond) (CR41 R42 )q wherein q is an integer selected from 1 through
3; (CH(R41))a 0 42 



VV-(CH(R ))p wherein g and p are integers independently selected from 0
through 3 and W is selected from the group consisting of O) S, C(O), S(O),
S(O)2) N(R41), and ON(R41)) -and (CH(R41))e W22-(CH(R42))h wherein a 25 and
h are integers independently selected from 0 through 2 and W22 is selected
from the group consisting of CR41=CR42, 1,2-cycIopropyl, 1,2-cyclobutyl,
1,2-cyclohexyl) 1,3-cyclohexyl) 1,2-cyclopentyl) 1,3-cyclopentyl, 2,3 27   



1 9 NOV 2~ WO 00I69826 PCT/US00/08220 morpholinyl, 2,4-morpholinyl,
2,6-morpholinyl, 3,4-morpholinyl, 3,5morpholinyl) 1,2-piperazinyl)
1,3-piper3zinyl, 2,3-piperazinyl) 2,6piperazinyl, 1,2-piperidinyl,
I,3-piperidinyl, 2,3-piperidinyl) 2,4-piperidinyl, 2,6-piperidinyl,
3,4-piperidinyl, 1,2-pyrrolidinyl, I,3-pyrrolidinyl, 2,3 5 pyrrolidinyl,
2,4-pyrrolidinyl, 2,5-pyrrolidinyl) 3,4-pyrrolidinyl, 2,3tetrahydrofuranyl)
2,4-tetrahydrofuranyl, 2,5-tetrahydrofuranyl, and 3,4tetrahydrofuranyl,
with the proviso that Z is directly bonded to the pyridone ring; R4I and
R42 are independently selected from the group consisting of 10 amidino,
hydroxyanuno, hydrido, hydroxy, amino, and alkyl; Q is selected from the
group consisting of hydrido, with the proviso that Z is other than a
covalent single bond, the formula (II): 



~11 R10 I1 R12 / K ~ 2/ D1 D2 R9~ ~ ~ R13 (II) wherein Dl, D2) J 1) J2 and
K1 are independently selected from the group 15 consisting of C) N, 0) S
and a covalent bond with the provisos that no more than one is a covalent
bond, no more than one of D1, D2, JI) J2 and K1 is 0) no more than one of
D1) D2, J1, J2 and KI is S, one of D1) D2) JI) J2 and KI must be a covalent
bond when two of D1, D2, J 1) J2 and KI are O and S) and no more than four
of DI, D2) J1) J2 and KI is N, with the proviso that 2 0 R9, R 10, R 11, R
12. and R 13 are each independently selected to maintain the tetravalent
nature of carbon) trivalent nature of nitrogen, the divalent nature of
sulfur) and the divalent nature of oxygen; 28 



1 g NOV 2~3. WO 00I69826 PCT/US00/08220 K is (CR~R4b)n wherein n is an
integer selected from 1 through 2; R4a and R4b are independently selected
from the group consisting of halo, hydrido, hydroxyalkyl, alkyl,
alkoxyalkyl, alkylthioalkyl, and haloalkyl; E is selected from the group
consisting of a covalent single bond) 5 C(O), C(S)) C(O)N(R7), (R~)NC(O))
S(O)2, (R~)NS(O)2, and S(O)2N(R~); Y is formula (IV): 



s 17 18 R ~ \J6/.R R 16/ 0~ 2 D \ R19 ~b (IV) wherein D5, D6, J5, and J6
are independently selected from the group consisting of C, N) O, S and a
covalent bond with the provisos that no more 10 than one is a covalent
bond, K2 is C, no more than one of D5, D6) J5) and 16 is O, no more than
one of D5) D6, J5, and J6 is S) one of D5, D6, J5, and J6 must be a
covalent bond when two of D5, D6, J5) and 16 are O and S, and no more than
four of D5, D6, J5, and J6 are N when K2 is carbon with the provisos that
R16) R17, R18) and R19 are each independently selected to 15 maintain the
tetravalent nature of carbon) trivalent nature of nitrogen, the divalent
nature of sulfur, and the divalent nature of oxygen; 



20 21 Q is selected from the group consisting of NR R , +NR20R21R22~
aminoalkylenyl, and Qb, wherein Qbe is hydrido and R20, R21 ) and R22 are
independently selected from the group consisting of hydrido) 2 0 alkyl,
hydroxy, amino, aminoalkylenyl) dialkylamino, alkylamino) and 29   1 9 NOV
2003 



WO 00I69826 PCTNS00/08220 hydroxyalkyl with the proviso that no more than
one of R20 and R21 is hydroxy) amino, alkylamino, or dialkylamino at the
same time; Qb is optionally selected from the group consisting of
C(NR25)NR23R24) N(R26)C(NR25)N(R23)(R24), 5 C(O)N(R26)C(NR25)N(R23)(R24),
N(R26)N(R26)C(NR25)N(R23)(R24), and ON(R26)C(NR25)N(R23)(R24) with the
provisos that no more than one of R23) R24, and R26 is hydroxy, alkylamino,
amino, or dialkylamino when 



two of the group consisting of R23) R24, and R26 are bonded to the same
atom; 10 R23, R24) R25, and R26 are independently selected from the group
consisting of hydrido, alkyl, hydroxy, amino) alkylenylamino) dialkylamino,
alkylamino, and hydroxyalkyl; Q$ is selected from the group consisting of a
single covalent bond, 37 38 (CR R )b-(W )~ wherein az is an integer
selected from 0 through 1, b is 15 an integer selected from 1 through 5)
and VVo is selected from the group consisting of 0, C(O), S(O), S(O)2,
S(O)ZN(R14)) N(R14)S(O)2) and 



N(R14), (CH(R14))c W1-(CH(R15))d wherein c and d are integers independently
selected from 1 through 4 and Wl is selected from the group consisting of
O, S, C(O)) C(S)) C(O)O, C(S)O) C(O)S) C(S)S, C(O)N(R14)) 20 (R14)NC(O),
C(S}N(R14)) {R14)NC{S), OC(O)N(R14)) (R14)NC(O)O, SC(S)N(R14), (R14)NC(S)S,
SC(O)N(R14)) {R14)NC(O)S, OC(S)N(R14), {R14)NC(S)O) N(R15)C(O)N(R14),
(RI4)NC(O)N(Rlsj, N{R15)C(S)N{R14), (R14)NC(S)N{R15), S(O), S{O)2,
S(O)2N(R14}, 30  



,19 NOV 2003 WO 00I69826 PCT/US00/08220 N(R14)S(0)2~ P(0)(Rg)~
N(R~)P(0)(Rg), P(0)(R$)N(R~), N(R14), ON(R14)) and (CH(R14))e W~-(CH(R15))h
wherein a and h are integers independently selected from 0 through 2 and
W22 is selected from the group consisting of CR41=CR42) CR41R42-C;
vinylidene), ethynylidene (CC; 5 1,2-ethynyi), 1,2-cyclopropyl,
1,2-cyclobutyl) 1,2-cyclohexyl, 1,3cyelohexyl) 1,2-cyclopentyl)
1,3-cyclopentyl, 2,3-morpholinyl, 2,4morpholinyl, 2,6-morpholinyl)
3,4-marpholinyl) 3,5-morpholinyl, 1,2piperazinyl, 1,3-piperazinyl,
2,3-piperazinyl, 2,6-piperazinyl) 1,2-piperidinyl) 1,3-piperidinyl,
2,3-piperidinyl, 2,4-piperidinyl, 2,6-piperidinyl, 3,4 



10 piperidinyl, 1,2-pyrrolidinyl, 1,3-pyrrolidinyl, 2,3-pyrrolidinyl)
2,4pyrrolidinyl, 2,5-pyrrolidinyl, 3,4-pyrrolidinyl) 2,3-tetrahydrofuranyl,
2,4tetrahydrofuranyl, 2,5-tetrahydrofuranyl, and 3,tetrahydrofuranyl, with
the provisos that R14 and R15 are selected from other than halo and cyano
when directly bonded to N and that (CR3~R38)b) (CH(R14))c, and (CH(R14))e
are 15 bonded to E; Yo is optionally Qb-Qss wherein Qss is selected from
the group consisting of CR3~ R38)f wherein f is an integer selected from 1
through 4, (CH(R14))~ Wl-(CH(R15))d wherein c and d are integers
independently selected from 1 through 2, and W 1 is selected from the group
consisting of W 1 20 is selected from the group consisting of 0, S, C(O),
C(0)N(R14), (R14)NC(0), N(R15)C(0)N(R14), (R14)NC(0)N(Rls), N(R14),
ON(R14), and (CH(R14))e WZ-(CH(R15))h wherein a and h are integers
independently selected from 0 through 2 and W2 is selected from the group
consisting of CR4a=CR4b, ethynylidene (C.C; 1,2-ethynyl), and C=CR4aR4b
with the 



31   ,19 NOV 2003 WO 00/69826 PCT/US00/08220 provisos that R 14 and R 15
are selected from other than halo when directly bonded to N and that (CR3~
R38)f, (CH(R14))c, and (CH(R14))e are bonded to E~; 



YQ is optionally Qb-Qs~ wherein Q~s is (CH(R3$))= W3, r is an 5 integer
selected from 1 through 2, W3 is selected from the group consisting of
1,1-cyclopropyl) 1,2-cyclopropyl, 1,1-cyclobutyl, 1,2-cyclobutyl)
1,2cyclohexyl) 1,3-cyclohexyl, 1,4.-cyclohexyl, 1,2-cyclopentyl)
1,3-cyclopentyl, 2,3-morpholinyl) 2,4-morpholinyl) 2,S-morpholinyl,
2,6-morpholinyl, 3,4.morpholinyl, 3,S-morpholinyl) 1,2-piperazinyl,
1,3-piperazinyl, 1,4 10 piperazinyl, 2,3-piperazinyl, 2,5-piperazinyl,
2,6-piperazinyl, 1,2-piperidinyl, 1,3-piperidinyl) 1,4-piperidinyl)
2,3-piperidinyl, 2,4.piperidinyl, 2,5piperidinyl, 2,6-piperidinyl,
3,4-piperidinyl, 3,5-piperidinyl, 3,6-piperidinyl) 1,2-pyrrolidinyl,
1,3-pyrrolidinyl) 2,3-pyrrolidinyl) 2,4..pyrrolidinyl) 2,5pyrrolidinyl,
3,4-pyrrolidinyl, 2H-2,3-pyranyl) 2H-2,4-pyranyl, 2H-2,5 15 pyranyl)
4H-2,3-pyranyl, 4H-2,4-pyranyl) 4H-2,5-pyranyl, 2H-pyran-2-one3,4-yl,
2H-pyran-2-one-4,5-yl) 4H-pyran-4-one-2,3-yl) 2,3tetrahydrofuranyl,
2,4-tetrahydrofuranyl) 2,5-tetrahydrofuranyl, 3,4tetrahydrofuranyl,
2,3-tetrahydropyranyl, 2,4-tetrahydropyranyl, 2,5tetrahydropyranyl,
2,6-tetrahydropyranyl) 3,4-tetrahydropyranyl) and 3,5 2 0
tetrahydropyranyl) and each carbon and hyrido containing nitrogen member of
the ring of the W3 other than the points of attachment is optionally
substituted with one or more of the group consisting of R9) R1~, R11) and
R12) with the proviso 'that (CH(R3g))r is bonded to E~ and Qb is bonded to
lowest numbered 



substituent position of each W3; 25 Yo is optionally Qb-Qsssr wherein Qss$r
is (CH(R3g))r W4, r is an integer selected from 1 through 2, W4 is selected
from the group consisting of 1,2-eyclobutyl) 1,2-cyclohexyl)
1,3-cyclohexyl, 1,4.cyclohexyl, 1,2cyclopentyl) 1,3-cyclopentyt)
2,3-morpholinyl, 2,4.-morpholiny(, 2,~ 32   ,19 Nov 2o03 



WO 00I69826 PCT/US00/08220 morpholinyl) 2,6-morpholinyl) 3,4-morpholinyl,
3,5-morpholinyl) 1,2piperazinyl, 1,3-piperazinyl, 1,4-piperazinyl,
2,3-piperazinyl, 2,5-piperazinyl) 2,6-piperazinyl, 1,2-piperidinyi)
1,3-piperidinyl) 1,4-piperidinyl, 2,3piperidinyl) 2,4-piperidinyl)
2,5-piperidinyl) 2,6-piperidinyl, 3,4-piperidinyl, 5 3,5-piperidiayl,
3,6-piperidinyl, 1,2-pyrrolidinyl, 1,3-pyrrolidinyl, 2,3pytrolidinyl,
2,4-pyrrolidinyl) 2,5-pyrrolidinyl) 3,4-pyrrolidinyl, 2H-2,3pyranyl)
2H-2,4-pyranyl, 2H-2,5-pyranyl) 4H-2,3-pyranyl, 4H-2,4-pyranyl,
4H-2,5-pyranyl, ZH-pyran-2-one-3,4-yl) 2H-pyran-2-one-4.,5-yl)
4H-pyran4-one-2,3-yl) 2,3-tetrahydrofuranyl, 2,4-tetrahydrofuranyl) 2,5 10
tetrahydrofuranyl, 3,4-tetrahydrofuranyl, 2,3-tetrahydropyranyl)
2,4tetrahydropyranyl, 2,5-tetrahydropyranyl, 2,6-tetrahydropyranyl)
3,4tetrahydropyranyl, and 3,5-tetrahydropyranyl, and each carbon and hyrido
containing nitrogen member of the ring of the W4 other than the points of
attachment is optionally substituted with one or more of the group
consisting of 15 R9) R1~, R11, and R12) with the provisos that (CH(R38))r
is bonded to E and Qb is bonded to highest number substituent position of
each W4; 



Y is optionally Qb-Q~ wherein Q~~ is (CH(R3g))r W5) r is an integer
selected from 1 through 2, WS is selected from the group consisting of
1,4-indenyl, 1,5-indenyl) 1,6-indenyl) 1,7-indenyl) 2,7-indenyl)
2,6-indenyl) 2 0 2,5-indenyl) 2,4-indeayl, 3,4-indenyl, 3,5-indenyl)
3,6-indenyl) 3,7-indenyl, 2,4-benzofuranyl, 2,5-benzofuranyl,
2,6-benzofuranyl, 2,7-benzofuranyl) 3,4-benzofuranyl, 3,5-benzofuranyl,
3,6-benzofuranyl, 3,7-benzofuranyl, 2,4-benzothiophenyl,
2,5-benzothiophenyl, 2,6-benzothiophenyl) 2,7bcnzothiophenyl,
3,4-benzothiophenyl, 3,5-benzothiophenyl, 3,6 25 benzothiophenyl,
3,7-benzothiophenyl) 2,7-imidazo( 1,2-a)pyridinyl, 3,4imidazo(
1,2-a)pyridinyl) 3,5-imidazo( 1,2-a)pyridinyl) 3,6-imidazo( 1,2a)pyridinyl,
3,7-imidazo( 1,2-a)pyridinyl, 2,4-indolyl, 2,5-indolyl) 2,6indolyl,
2,7-indolyl, 3,4-indolyl, 3,5-indolyl, 3,6-indolyl, 3,7-indolyl,
1,4isoindolyl, 1,5-isoindolyl) 1,6-isoindolyl, 2,4-isoindolyl,
2,5-isoindolyl, 2,6 30 isoindolyl) 2,7-isoindolyl) 1,3-isoindolyI,
3,4-indazolyl, 3,5-indazolyl) 3,6indazolyl) 3,7-indazolyl,
2,4-benzoxazolyl, 2,5-benzoxazolyl) 2,6benzoxazolyl, 2,7-benzoxazolyl,
3,4-benzisoxazolyl, 3,5-benzisoxazolyl) 3,6 33   



WO 00/69826 L~ 9 NO V 2003 PCT/US00/08220 benzisoxazolyl,
3,7-benzisoxazolyl) 1,4-naphthyl, 1,5-naphthyl) 1,6-naphthyl, 1,7-naphthyi,
1,8-naphthyl) 2,4-naphthyl, 2,5-naphthyl) 2,6-naphthyl, 2,7naphthyl,
2,8-naphthyl) 2,4-quinolinyl, 2,5-quinolinyl, 2,6-quinolinyl,
2,7quinolinyl, 2,8-quinolinyl, 3,4-quinolinyl) 3,5-quinolinyl)
3,6-quinolinyl, 3,7 5 quinolinyl) 3,8-quinolinyl) 4,5-quinolinyl,
4,6-quinolinyl) 4,7-quinolinyl, 4,8quinolinyl, 1,4-isoquinolinyl,
1,5-isoquinolinyl) 1,6-isoquinolinyl, 1,7isoquinolinyl) 1,8-isoquinolinyl,
3,4-isoquinolinyl, 3,5-isoquinolinyl, 3,6isoquinolinyl) 3,7-isoquinolinyl,
3,8-isoquinolinyl, 4,5-isoquinolinyl) 4,6isoquinolinyl, 4,7-isoquinolinyl,
4,8-isoquinolinyl) 3,4-cinnolinyl) 3,5 10 cinnolinyl) 3,6-cinnolinyl,
3,7-cinnolinyl, 3,8-cinnolinyl) 4,5-cinnolinyl, 4,6cinnolinyl)
4,7-cinnolinyl, and 4,8-cinnolinyl) and. each carbon and hyrido containing
nitrogen member of the ring of the WS other than the points of attachment
is optionally substituted with one or more of the group consisting of R9~
R10 R11 and R12) with the proviso that Qb is bonded to lowest number 15
substituent position of each W5 and that (CH(R38))r is bonded to E~; 



YO is optionally Qb-Qssssr wherein Qs~sr is (CH(R38))r W6) r is an integer
selected from 1 through 2, W6 is selected from the group consisting of
1,4-indenyl) 1,5-indenyl, 1,6-indenyl) 1,7-indenyl, 2,7-indenyl)
2,6-indenyl, 2,5-indenyl, 2,4-indenyl, 3,4.-indenyl) 3,5-indenyl,
3,6-indenyl, 3,7-indenyl) 2 0 2,4-benzofuranyl, 2,5-benzofuranyl,
2,6-benzofuranyl) 2,7-benzofuranyl) 3,4-benzofuranyl) 3,5-benzofuranyl)
3,6-benzofuranyl) 3,7-benzofuranyl, 2,benzothiophenyl) 2,5-benzothiophenyl)
2,6-benzothiophenyl, 2,7benzothiophenyl, 3,4-benzothiophenyl,
3,5-benzothiophenyl) 3,6 benzothiophenyl, 3,7-benzothiophenyl, 2,7-imidazo(
1,2-a)pyridinyl, 3,42 5 imidazo( 1,2-a)pyridinyl, 3,5-imidazo(
1,2-a)pyridinyl) 3,6-imidazo( 1,2 a)pyridinyl, 3,7-imidazo(1,2-a)pyridinyl,
2,4-indolyl) 2,5-indolyl) 2,6indolyl) 2,7-indolyl, 3,4-indolyl,
3,5-indolyl. 3,6-indolyl, 3,7-indolyl, 1,4isoindolyl) 1,5-isoindolyl,
1,6-isoindolyl) 2,4-isoindolyi, 2,5-isoindolyl) 2,6isoindolyl,
2,7-isoindolyl) 1,3-isoindolyl, 3,4-indazolyl) 3,5-indazolyl, 3,6 30
indazolyl) 3,7-indazolyl) 2,4-benzoxazolyl) 2,5-benzoxazolyl,
2,6benzoxazolyl, 2,7-benzoxazolyl) 3,4-benzisoxazolyl, 3,5-benzisoxazolyl)
3,6benzisoxazolyl) 3,7-benzisoxazolyl) 1,4-naphthyl) 1,5-naphthyl)
1,6-naphthyl, 



34   ,19 NOV 200;i WO 00/69826 PCT/US00/08220 1,7-naphthyl) 1,8-naphthyl,
2,4-naphthyl, 2,5-naphthyl, 2,6-naphthyl) 2,7naphthyl) 2,8-naphthyl,
2,4-quinolinyI, 2,5-quinolinyl) 2,6-quinolinyl, 2,7quinolinyl)
2,8-quinolinyl, 3,4-quinolinyl) 3,~quinolinyl, 3,6-quinolinyl)
3,7quinolinyl, 3,8-quinolinyl, 4,5-quinolinyl, 4,6-quinolinyl)
4,7-quinolinyl) 4,8 



5 quinolinyl, 1,4-isoquinolinyl, 1,5-isoquinolinyl) 1,6-isoquinolinyl)
1,7isoquinolinyl, 1,8-isoquinolinyl) 3,4-isoquinolinyl) 3,5-isoquinolinyl)
3,6isoquinolinyl, 3,7-isoquinolinyl) 3,8-isoquinolinyl) 4,5-isoquinolinyl)
4,6isoquinolinyl, 4,7-isoquinolinyl) 4,8-isoquinolinyl) 3,4-cinnolinyl,
3,5cinnolinyl, 3,6-cinnolinyl, 3,7-cinnolinyl, 3,8-cinnolinyl,
4,5-cinnolinyl, 4,6 10 cinnolinyl) 4,7-cinnolinyl, and 4,8-cinnolinyl, and
each carbon and hyrido containing nitrogen member of the ring of the W6
other than the points of attachment is optionally substituted with one or
more of the group consisting of R9, R 10) R 11, and R 12) with the proviso
that Qb is bonded to highest number substituent position of each W6 and
that (CH(R38))r is bonded to E~. 15 In a preferred embodiment of compounds
of Formula I or a pharmaceutically acceptable salt thereof, J is O; B is
the Formula: 



7 A R3 R3 35 36 9 10 11 12 13 32 33 34 35 36 20 R,R ,R .R ,R ,R ,R ,R ,R
,andR are independently selected from the group consisting of hydrido,
acetamido, haloacetamido, amidino, guanidino, alkylenedioxy) haloalkylthio)
alkanoyloxy, alkoxy, alkoxyalkyl, haloalkoxylalkyl, hydroxy, amino)
alkoxyamino) vitro, lower alkylamino, alkylthio) alkylthioalkyl,
alkylsulfinyl, 



25 alkylsulfonyl, alkylsulfonylalkyl, aryl, aralkyl, cycloalkyl,
cycloalkylalkyl, alkylsulfonamido) alkylaminosulfonyl, amidosulfonyl)
monoalkyl 35    'E 9 NOV 2003 WO 00I69826 



PCT/US00/08220 amidosulfonyl, dialkyl amidosulfonyl, alkanoyl,
haloalkanoyl) alkyl) alkenyl) halo) haloalkyl, haloalkenyt, haloalkoxy)
hydroxyhaloalkyl, hydroxyalkyl) aminoalkyl, haloalkoxyalkyl, carboxyalkyl,
carboalkoxy, carboxy, carboxamido) carboxamidoalkyl, and cyano; 5 Rg, R1~,
R1I~ R12) and R13 are optionally selected from the group consisting of
heteroaryl and heterocyclyl with the proviso that R9, R 1~, R 11 R12, and
R13 are substitutents for other than B; R16) R19) R32) R33 R34) R35) ~d R36
am independently optionally Qb with the proviso that no more than one of
R16 and R19 is Qb at the same 



10 time and that Qb is Qbe; B is optionally, with the proviso that R1 and
R2 are selected from the pr~oup consisting of a spacer pair and -W=X-Y=Z-)
Formula (V): ~3 4 R33 1 R35 /K~ 2/ R32~D1 ~ D R36 (V) wherein D1, D2, J1)
J2 and K1 are independently selected from the Droop 15 consisting of C) N,
0, S and a covalent bond with the provisos that no more than one is a
covalent bond) no more than one of D1) D2, J1, J2 and K1 is O, 



no more than one of Dl) D2, J1, J2 and K1 is S) one of D1, D2, J1, J2 and
K1 must be a covalent bond when two of D1, D2, J1) J2 and Kl are 0 and S)
and no more than four of D1, D2, J1, J2 and K1 are N; 36   ,19 NOY 2003 WO
00I69826 



PCT/US00/08220 B is optionally selected from the group consisting of
hydrido, trialkylsilyl) C2-C8 alkyl) C3-C8 alkylenyl) C3-CS alkenyl, C3-C8
alkynyl, and C2-C8 haloalkyl, wherein each member of group B is optionally.
substituted at any carbon up to and including 6 atoms from the point of 32
33 5 attachment of B to A with one or more of the group consisting of R , R
, R34, R35, and R36; B is selected from the group consisting of C3-C12
cycloalkyl and C4 heterocyclyl, wherein each ring carbon is optionally
substituted with R33, a ring carbon other than the ring carbon at the point
of attachment of B to A is 10 optionally substituted with oxo provided that
no more than one ring carbon is substituted by oxo at the same time) ring
carbons and a nitrogen adjacent to the carbon at the point of attachment
are optionally substituted with R9 or R13) a 



ring carbon or nitrogen adjacent to the R9 position and two atoms from the
point of attachment is optionally substituted with R1~, a ring carbon or 15
nitrogen adjacent to the R13 position and two atoms from the point of
attachment is optionally substituted with R12) a ring carbon or nitrogen
three atoms from the point of attachment and adjacent to the Rl~ position
is optionally substituted with R11, a ring carbon or nitrogen three atoms
from the point of attachment and adjacent to the R12 position is optionally
2 0 substituted with R33, and a ring carbon or nitrogen four atoms from the
point 



of attachment and adjacent to the R11 and R33 positions is optionally
substituted with R34 B is optionally) with the proviso that R1 and R2 are
selected from the group consisting of a spacer pair and -W=X-Y=Z-, a CS-C9
saturated 2 5 heterocyclyl, wherein each ring carbon is optionally
substituted with R33 ) a 37  



~19 NOV 2003 WO 00I69826 PCT/US00/08220 ring carbon other than the ring
carbon at the point of attachment of B to A is optionally substituted with
oxo provided that no more than one ring carbon is substituted by oxo at the
same time) ring carbons and nitrogen adjacent to the carbon atom at the
point of attachment are optionally substituted with R9 or 5 R13) a ring
carbon or nitrogen adjacent to the R9 position and two atoms from the point
of attachment is optionally substituted with R10) a ring carbon or nitrogen
adjacent to the R13 position and two atoms from the point of attachment is
optionally substituted with R12, a ring carbon or nitrogen three atoms from
the point of attachment and adjacent to the R10 position is 



10 optionally substituted with Rll, a ring carbon or nitrogen three atoms
from the point of attachment and adjacent to the R12 position is optionally
substituted with R33) and a ring carbon or nitrogen four atoms from the
point of attachment and adjacent to the Rl 1 and R33 positions is
optionally substituted with R34; 15 A is selected from the group consisting
of single covalent bond, (W~)n: (CH(Rls))pa and (CH(R15))pa (W~)I,i.
wherein rr is an integer selected from 0 through 1) pa is an integer
selected from 0 through 6) and W~ is selected from the group consisting of
O, S, C(O), (R~)NC(O)) (R7)NC(S), and N(R~) with the proviso that no more
than one of the group consisting of rr 2 0 and pa is 0 at the same time; R~
is selected from the group consisting of hydrido, hydroxy, and alkyl; . Rls
is selected from the group consisting of hydrido, hydroxy, halo, 



alkyl, and haloalkyl; 38   19 NOV 2003 WO 00I69826 PCT/US00/08220 ~ is
selected from the group consisting of NH and NOH; R1 and X are
independently selected from the soup consisting of hydrido, alkyl, alkenyl)
cyano) halo, haloalkyl) haloalkozy, haloalkylthio, amino) aminoalkyl)
alkylamino, amidino, hydroxy) hydroxyamino, alkoxy, 



5 hydroxyalkyl, alkoxyamino, thiol, and alkylthio; X and R1 and R1 and R2)
with the proviso that no mare than one of the group consisting of spacer
pair X and R1 and spacer pair R1 and R2 is be used at the same time) are
optionally selected to be -W=X-Y=Z- wherein W=X-Y=Z- forms a ring selected
from the group consisting of a heteroaryl 10 ring having from 5 through 6
contiguous members and an aryl; W) X, Y) and Z are independently selected
from the group consisting of C(R9), C(R1~), C(R11), C(R12), N) N(R1~), O) S
and a covalent bond with the provisos that W) X, Y, and Z can be
independently selected to be a covalent bond when one of W, X) Y, and Z is
selected from the group 15 consisting of N) N(R1~), O, and S, no more than
one of W, X, Y, and Z can be selected from the group consisting of O and S)
and no more than three of W, X, Y, and Z can be selected from the group
consisting of N and N(R10); 



X and Rl and Rl and R2 spacer pairs are independently optionally selected
to be taken together to form a spacer pair wherein the spacer pair forms 20
a linear moiety having from 3 through 6 contiguous atoms connecting the
points of bonding of said spacer pair members to form a ring selected from
the group consisting of a cycloalkenyl ring having from 5 through 8
contiguous members and a partially saturated heterocyclyl ring having from
5 through 8 contiguous members) wherein said spacer pair is optionally
substituted with 2 5 one or more of the group consisting of R9, R lp, R 11,
R 12, and R 13 and with the proviso that no more than one of the group
consisting of spacer pair X and R1 and spacer pair R1 and R2 is present at
the same time; R2 is Z-Q; 39   



.19 NOV 2003 WO 00I69826 PCT/US00/08220 Z is selected from the group
consisting of covalent single bond, 41 42 (CR R )q wherein q is an integer
selected from 1 through 3, (CH(R4I))~ W -(CH(R42))p wherein g and p are
integers independently selected from 0 through 3 and W is selected from the
group consisting of O) S, C(O), S(O)) 5 N(R41), and ON(R41), and (CH(R41))e
W22-(CH(R42))h wherein a and h are integers independently selected from 0
through 1 and W22 is selected from 



the group consisting of CR41=CR42, 1,2-cyclopropyl, 1,2-cyclobutyl) 1,2 10
15 cyclohexyl, 1,3-cyclohexyl) 1,2-cyclopentyl, 1,3-cyclopentyl,
2,3morpholinyl, 2,4-morpholinyl, 2,6-morpholinyl, 3,4-morpholinyl,
3,5morpholinyl, 1,2-piperazinyl, 1,3-piperazinyl, 2,3-piperazinyl,
2,6piperazinyl, 1,2-giperidinyl, 1,3-piperidinyl, 2,3-piperidinyl,
2,4-piperidinyl) 2,6-piperidinyl) 3,4-piperidinyl, 1,2-pyrrolidinyl)
1,3-pyrrolidinyl, 2,3pyrrolidinyl) 2,4-pyrtolidinyl, 2,5-pyrrolidinyl,
3,4-pyrrolidinyl) 2~tetrahydrofuranyl, 2,4-tetrahydrofuranyl,
2,5-tetrahydrofuranyl, and 3,4tetrahydrofuranyl) with the proviso that Z is
directly bonded to the pyridone ring; R41 and R42 are independently
selected from the group consisting of 20 amidino) hydroxyamino, hydrido,
hydroxy) amino, and alkyl; 



Q is selected from the group consisting of hydrido, with the proviso that Z
is other than a covalent single bond, and the formula (II): 11 R10 ~1 R12
/K~J2/ ifi D1 D2 ~ R13 (II) 40  



~~ 9 NOV 20d3 WO 00I69826 PCT/US00/08220 wherein D1, D2) J1) J2 and K1 are
independently selected from the Group consisting of C, N, O, S and a
covalent bond with the provisos that no more than one is a covalent bond)
no more than one of D1, D2) J1, J2 and K1 is O, no more than one of D1, D2,
J1, J2 and K1 is S) one of D1, D2, J1) J2 and 5 K1 must be a covalent bond
when two of D1) D2) J 1) J2 and K1 are 0 and S, 



and no more than four of D1) D2, J 1, J2 and K1 are N, with the proviso
that R9~ R 10~ R 11 ~ R 12~ and R13 are each independently selected to
maintain the tetravalent nature of carbon, trivalent nature of nitrogen,
the divalent nature of sulfur) and the divalent nature of oxygen; 10 K is
(CR~R4b)n wherein n is an integer selected from 1 through 2; R~ and R4b are
independently selected from the group consisting of halo, hydrido,
hydroxyaIkyl, alkyl, alkoxyalkyl) alkylthioalkyl, and haloaikyl; Ec is E1)
when K is (CR R4b)n) wherein E1 is selected from the group consisting of a
covalent single bond) C(O)) C(S), C(O)N(R~), 15 (R~)NC(O), S(O)2,
(R~)NS(O)2, and S(O)2N(R~); YO is formula (IV): 



s R1~ R18 J6/ 5 R 16~ D ~ 2 D Rl 9 ~b Q (IV) wherein D5, D6) J5, and J6 are
independently selected from the group consisting of C) N) O, S and a
covalent bond with the provisos that no more 41   



,~9 9 NOV 2003 WO 00/69826 . PCT/US00/08220 than one is a covalent bond, K2
is C, no more than one of D5, D6, J5, and J6 is O, no more than one of D5,
D6) J5) and J6 is S) one of D5, D6, J5, and Js must be a covalent bond when
two of D5) D6) J5, and J6 are O and S) and no 16 17 more than four of D5)
D6) J5) and J6 are N with the proviso that R , R , 5 R 18, and R 19 are
each independently selected to maintain the tetravalent nature of carbon,
trivalent nature of nitrogen, the divalent nature of sulfur, and the
divalent nature of oxygen; R16, R17, R18, and R19 are independently
selected from the group consisting of hydrido, amidino) guanidino, carboxy)
haloalkylthio, alkoxy, 10 hydroxy, amino, vitro) alkoxyamino, lower
alkylamino, alkylthio, alkylsulfinyl) alkylsulfonyl, alkanoyl,
haloalkanoyl, alkyl, alkenyl) halo, haloalkyl) haloalkoxy, hydroxyalkyl,
alkylenylamino, haloalkoxyalkyl, carboalkoxy, and cyano; 



20 21 Q is selected from the group consisting of NR R , aminoalkylenyl) 15
Qbe wherein Qbe is hydrido, N(R26)C(NR25)N(R23)(R24), and C(NR25)NR23R24,
with the provisos that no more than one of R20 and R21 is hydroxy, amino,
alkylamino, or dialkylamino at the same time and that no more than one of
R23 and R24 is hydroxy) amino) alkylamino) or dialkylamino at the same
time; 20 R20 R21) R23) R24, R25, and R26 are independently selected from
the group consisting of hydrido) alkyl, hydroxy, aminoalkylenyl, amino,
dialkylamino) alkylamino, and hydroxyalkyl; s. Q is selected from the group
consisting of a single covalent bond) 37 38 (CR R )b wherein b is an
integer selected from 1 through 4) and 25 (CH(R14))~ Wl-(CH(R15))d wherein
c and d are integers independently 42 



9 9 NOV 2009 WO 00I69826 PGT/US00/08220 selected from 1 through 3 and W 1
is selected from the a oup consisting of C(~)N(R14), (Rl4)NC(O)) S(O),
S(0)2. S(O)2N{R14)) N(R14)S(O)2, and N(R14)) with the provisos that R14 is
selected from other than halo when directly bonded to N and that
(CR37R38)b) and (CH(R14))c are bonded to E; 



R14 is selected from the group consisting of hydrido) halo, alkyl) and
haloatkyl; R37 and R38 are independently selected from the group consisting
of hydrido, alkyl, and haloalkyl; R38 is optionally selected from the group
consisting of aroyl and 10 heteroaroyl; Y is optionally Qb-Qss wherein Qss
is (CH(R14))e W2-(CH(R15))h) 



wherein a and h are integers independently selected from 1 through 2 and W2
is CR4a=CR4b with the proviso that (CH(R14))e is bonded to E; 15 20 25 YO
is optionally selected from the group consisting of Qb-Qssss and QbQssssr
wherein Qssss is (CH(R38))r W and Qssssr is (CH(R38))= W6) r is an integer
selected from 1 through 2, and ~ and W6 are independently selected from the
group consisting of 1,4-indenyl, 1,5-indenyl, 1,6-indenyl, 1,7indenyl,
2,7-indenyl, 2,6-indenyl, 2,5-indenyl) 2,4-indenyl, 3,4-i~denyl,
3,5indenyl, 3,6-indenyl) 3,7-indenyl, 2,4-benzofuranyl, 2,5-benzofuranyl,
2,6benzofuranyl, 2,7-benzofuranyl, 3,4-benzofuranyl, 3,5-benzofuranyl)
3,6benzofuranyl, 3,7-benzofuranyl) 2,4-benzothiophenyl,
2,5-benzothiophenyl) 2,6-benzothiophenyl, 2,7-benzothiophenyl)
3,4.benzothiophenyl, 3,5benzothiophenyl, 3,6-benzothiophenyl,
3,7-benzothiophenyl, 2,7imidazo(1,2-a)pyridinyl)
3,4-imidazo(1,2-a)pyridinyl, 3,5-imidazo(1,2a)pyridinyl) 3,6-imidazo(
1,2-a)pyridinyl) 3,7-imidazo( 1,2-a)pyridinyl) 2,4indolyl, 2,5-indolyl,
2,6-indolyl, 2,7-indolyl) 3,4-indolyl) 3,5-indolyl, 3,6indolyl,
3,7-indolyl, 1,4-isoindolyl, 1,5-isoindolyl) 1,6-isoindolyl) 2,4 



43   WO 00I69826 ~ g NOV 2003 PCTNS00108220 isoindoIyl, 2,5-isoindolyl)
2,5-isoindolyl) 2,7-isoindolyl, 1,3-isoindolyl, 3,4indazolyl,
3,5-indazolyl, 3,6-indazolyl) 3,7-indazolyl) 2,4-benzoxazolyl)
2,5benzoxazolyl) 2,6-benzoxazolyl) 2,7-benzoxazolyl, 3,4-benzisoxazolyl)
3,5benzisoxazolyl, 3,6-benzisoxazolyl, 3,7-benzisoxazolyl) 1,4-naphthyl,
1,5 5 naphthyl, 1,6-naphthyl, 1,7-naphthyl) 1,8-naphthyl) 2,4-naphthyl,
2,5naphthyl, 2,6-naphthyl, 2,7-naphthyl, 2,8-naphthyl, 2,4-quinolinyl)
2,5quinolinyl, 2,6-quinolinyl, 2,7-quinolinyl, 2,8-quinolinyl,
3,4-quinolinyl, 3,5quinolinyl) 3,6-quinolinyl, 3,7-quinolinyl)
3,8-quinolinyl) 4,5-quinolinyl, 4,6quinolinyl, 4,7-quinolinyl)
4,8-quinolinyl, 1,4-isoquinolinyl, 1,5 



10 isoquino(inyl, 1,6-isoquinolinyl, 1,7-isoquinolinyl, I,8-isoquinolinyl)
3,4isoquinolinyl, 3,5-isoquinolinyl, 3,6-isoquinolinyl) 3,7-isoquinolinyl,
3,8isoquinolinyI, 4,5-isoquinolinyl) 4,6-isoquinolinyl, 4,7-isoquinolinyl,
4,8isoquinolinyl, 3,4-cinnolinyl) 3,5-cinnolinyl) 3,6-cinnolinyl,
3,7-cinnolinyl, 3,8-cinnolinyl) 4,5-cinnolinyl, 4,6-cinnolinyl,
4,7-cinnolinyl) and 4,8 15 cinnolinyl) and each carbon and hyrido
containing nitrogen member of the ring of the WS and of the ring of the W6,
other than the points of attachment of WS and W6) is optionally substituted
with one or more of the group consisting of R9~ R10) R11) and RI2) with the
provisos that Qb is bonded to lowest number substituent position of each ~)
Qb is bonded to highest number 20 substituent position of each W6, and
(CH(R38))r is bonded to E~. In a more preferred embodiment of compounds of
Formula I or a pharmaceutically acceptable salt thereof) JisO; B is the
Formula: 7 A R3 



R3 25 35 36 44    1 9 NOV i WO 00I69826 PCTNS00/08220 R32) R33) R34) R35)
and R36 are independently selected from the 



group consisting of hydrido, acetamido) haloacetamido, amidino, guanidino)
alkylenedioxy, haloalkylthio, alkanoyloxy) aIkoxy, hydroxy) amino,
alkoxyamino, alkanoyl, haloalkanoyl, vitro) lower alkylamino, alkylthio,
aryl) 5 aralkyl) cycloalkyl, cycloalkylalkyl) alkylsulfonamido)
amidosulfonyl) monoalkyl amidosulfonyl, dialkyl amidosulfonyl) alkyl,
alkenyl) halo) haloalkyl) haloalkenyl, haloalkoxy, hydroxyalkyl,
alkylenylamino) carboalkoxy) carboxy, carboxamido, cyano) aad Qb; B is
optionally, with the proviso that Rl and R2 are selected from the 10 group
consisting of a spacer pair and -W=X-Y=Z-, Formula (V): R34 R33 l-1 R35 J
/K\\J2/ D1 D2 R32 ~ R36 



i~) wherein D1, D2, J1) J2 and K1 are independently selected from the group
consisting of C, N) O, S and a covalent bond with the provisos that no more
than one is a covalent bond, no more than one of Dl, D2, J1, J2 and K1 is
0, 15 no more than one of Dl) D2, J;, J2 and K1 is S, one of D1, D2) J1, J2
and K1 must be a covalent bond when two of Dl, Dz, J1, J2 and Kl are O and
S, and no more than four of D1, D2, J1) J2 and K1 are N; B is optionally
selected from the group consisting of hydrido, trialkylsilyl) C2-C8 alkyl)
C3-C8 alkylenyl) C3-C8 alkenyl, C3-C8 alkynyl, 2 0 and C2-C8 haloalkyl)
wherein each member of group B is optionally substituted at any carbon up
to and including 6 atoms from the point of 



45   ~ 9 NOV 2003 WO 00/69826 PCT/US00/08220 32 33 attachment of B to A
with one or more of the group consisting of R , R , R34, R35, and R36 



B is selected from the group consisting of C3-C12 cycloalkyl and C4
heterocyclyl, wherein each ring carbon is optionally substituted with R33,
a 5 ring carbon other than the ring carbon at the point of attachment of B
to A is optionally substituted with oxo provided that no more than one ring
carbon is substituted by oxo at the same time) ring carbons and a nitrogen
adjacent to the carbon at the point of attachment are optionally
substituted with R9 or R13, a ring carbon or nitrogen adjacent to the R9
position and two atoms from the 10 point of attachment is optimally
substituted with R1~) a ring carbon or nitrogen adjacent to the R13
position and two atoms from the point of attachment are optionally
substituted with R 12, a ring carbon three atoms froaz the point of
attachment and adjacent to the R1~ position is optionally substituted with
R~ 1, a ring carbon three atoms from the point of attachment and adjacent
to the R12 



15 position is optionally substituted with R33, and a ring carbon four
atoms from the point of attachment and adjacent to the Rl 1 and R33
positions is optionally substituted with R34, B is optionally, with the
proviso that R1 and R2 are selected from the group consisting of a spacer
pair and -W=X-Y=Z-, a CS-C9 saturated 2 0 heterocyclyl) wherein each ring
carbon is optionally substituted with R33, a ring carbon other than the
ring carbon at the point of attachment of B to A is optionally substituted
with oxo provided that no more than one ring carbon is substituted by oxo
at the same time, ring carbons and nitrogen adjacent to the carbon atom at
the point of attachment are optionally substituted with R9 or 46 



WO 00/6982b 19 NOV 2003 PCT/US00/08220 R13) a ring carbon or nitrogen
adjacent to the R9 position and two atoms from the point of attachment is
optionally substituted with R10, a ring carbon or nitrogen adjacent to the
R13 position and two atoms from the point of attachment is optionally
substituted with R12) a ring carbon or nitrogen three 



5 atoms from the point of attachment and adjacent to the R10 position is
optionally substituted with RI 1, a ring carbon or nitrogen three atoms
from the point of attachment and adjacent to the RI2 position is optionally
substituted with R33, and a ring carbon or nitrogen four atoms from the
point of attachment and adjacent to the Rl 1 and R33 positions is
optionally 10 substituted with R34; R9) R 10) R 11 ~ R 12~ ~d R 13 ~
dependently selected from the group consisting of hydrido, acetamido)
haloacetamido, alkoxyamino) alkanoyl, haloalkanoyl, amidino) guanidino)
alkylenedioxy, haloalkylthio, alkoxy, hydroxy, amino) lower alkylamino,
alkylthio, alkylsulfinyl, 



15 alkylsulfonyl) aIkylsulfonamido) amidosulfonyl) monoalkyl amidosulfoayl,
dialkyl amidosulfonyl, alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl)
aminoalkyl) carboalkoxy) carboxyalkyl) carboxy, carboxamido) and cyano; R9)
R 10) R 1 I ~ R I2~ ~d R13 are optionally selected from the group
consisting of heteroaryl anti heterocyclyl with the proviso that R9, R I0,
R 11 20 R12, and R13 are substitutents for other than B; A is selected from
the group consisting of single covalent bond and (CH(R1$))pa (W~)I,I,
wherein rr is an integer selected from 0 through 1, pa is an integer
selected from 0 through 3, and W~ is selected from the group consisting of
O) S, C(O), (R~)NC{O)) (R~)NC(S), and N(R~); 47  



1 9 NOV 2003 WO 00/69826 PCTNS00/08220 R~ is selected from the group
consisting of hydrido, hydroxy and alkyl; R15 is selected from the group
consisting of hydrido) hydroxy) halo, alkyl, and haloalkyl; ~ is NH; 5 R1
and X are independently selected from the group consisting of hydrido,
alkyl, cyano, halo, haloalkyl) haloalkoxy, amino, aminoalkyl, alkylamino,
amidino) hydroxy) hydroxyamino, alkoxy, hydroxyalkyl) alkoxyamino) thiol,
and alkylthio; 



RL and R2 is optionally selected to be -W=X-Y=Z- wherein -W=X 10 Y=Z- forms
a ring selected from the group consisting of a heteroaryl ring having from
5 through 6 contiguous members and an aryl; W) X, Y, and Z are
independently selected from the group consisting of C(R9)) C(R1~), C(R11))
C(R12), N, N(R1~)) O) S and a covalent bond with the provisos that W) X, Y)
and Z can be independently selected to be a 15 covalent bond when one of W,
X) Y, and Z is selected from the group consisting of N, N(Rl~)) O, and S,
no more than one of W, X, Y, and Z can be selected from the group
consisting of O and S) and no more than three of W, X, Y) and Z can be
selected from the group consisting of N and N(R10); RL and R2 spacer pairs
are independently optionally selected to be 2 0 taken together to form a
spacer pair wherein the spacer pair forms a linear 



moiety having from 3 through 6 contiguous atoms connecting the points of
bonding of said spacer pair members to form a ring selected fmm the group
consisting of a cycloalkenyl ring having from 5 thmugh 8 contiguous members
and a partially saturated heterocyclyl ring having from 5 through 8
contiguous 2 5 members) wherein said spacer pair is optionally substituted
with one or more of the group consisting of R9, Rl~) R11 R12) and R1~; R2
is Z-Q; 48   1 9 NOV 2~3 



WO 00I69826 PCT/US00/08220 Z~ is selected from the goup consisting of
covalent single bond and 41 42 (CR R )q wherein q is an integer selected
from 1 through 2) (CH(R4I))a a 'W'0-(CH(R42))p wherein g and p are integers
independently selected from 0 through 3 and W~ is selected from the group
consisting of O) S) and N(R41), 5 and (CH(R41))e ~2-(CH(R42))h wherein a
and h are integers independently selected from 0 through 1 and W22 is
selected from the group consisting of CR41=CR42) 1,2-cyclopropyl)
1,2-cyclobutyl, 1,2-cyclohexyl,1,3cyclohexyl, 1,2-cyclopentyl,
1,3-cyclopentyl, 2,3-morpholinyl) 2,4morpholinyl) 2,6-morpholinyl)
3,4-morpholinyl) 3,5-morpholinyl, 1,2 



10 piperazinyl, 1,3-piperazinyl, 2,3-piperazinyl, 2,6-piperazinyl)
1,2-piperidinyl, I,3-piperidinyl, 2,3-piperidinyl) 2,4.-piperidinyl)
2,6-piperidinyl) 3,4piperidinyl, 1,2-pyrrolidinyl, 1,3-pyrrolidinyl)
2,3-pyrrolidinyl. 2,4 pyrrolidinyl) 2,5-pyrrolidinyl, 3,4-pyrrolidinyl)
2,3-tetrahydrofuranyl) 2,4tetrahydrofuranyl, 2,5-tetrahydrofuranyl, and
3,4-tetrahydrofuranyl, with the 15 proviso that Z~ is directly bonded to
the pyridone ring; R4I and R42 are independently selected from the group
consisting of hydrido) hydroxy, and amino; Q is selected from the goup
consisting of hydrido, with the proviso that ZO is other than a covalent
single bond) aryl, and heteroaryl) wherein a 2 0 carbon adjacent to the
carbon at the point of attachment is optionally substituted by R9) the
other carbon adjacent to the carbon at the point of attachment is
optionally substituted by R 13 ) a carbon adjacent to Rg and two atoms from
the 



carbon at the point of attachment is optionally substituted by R10, a
carbon adjacent to R13 and two atoms from the carbon at the point of
attachment is 25 optionally substituted by R12) and any carbon adjacent to
both R10 and R12 is optionally substituted by R11; 49   19 NOV 2pp;~ 



WO 00/69826 PCT/US00/08220 K is CHR~ wherein R~ is selected from the group
consisting of hydrido, hydroxyalkyl, alkyl, alkoxyalkyl, alkylthioalkyl,
and haloalkyl; E is selected from the group consisting of a covalent single
bond, C(O)N(H), (H)NC(O), (R7)NS(O)2, and S(O)2N(R7); Y is formula (IV): s
R17 R18 



~ 6~ R16 D~ 2 D~ Rl 9 ~b Q (zv) wherein D5, D6, J5, and J6 are
independently selected from the group consisting of C) N, 0) S and a
covalent bond with the provisos that no more than one is a covalent bond,
K2 is C, no more than one of D5) D6, J5, and J6 10 is O, no more than one
of D5) D6, JS, and J6 is S, one of D5, D6, J6) and J6 must be a covalent
bond when two of D$, D6, J5) and J6 arc O and S) and no 16 17 more than
four of D5) D6, J5, and J6 are N) with the provisos that R , R , R18, and
R19 are each independently selected to maintain the tetravalent nature of
carbon, trivalent nature of nitrogen, the divalent nature of sulfur, and
the 15 divalent nature of oxygen; R16, R 17, R 18) and R19 are
independently selected from the group consisting of hydrido, amidino,
guanidino) carboxy) haloalkylthio, alkoxy, hydroxy, amino, alkoxyamino,
lower alkylamino, alkylthio, alkylsulfinjrl, alkylsulfonyl) alkanoyl,
haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, 



20 hydroxyalkyl, aminoalkyl, and cyano; 50   19 NOV 2~3 WO 00I69826
PCT/US00/08220 R16 and R19 are optionally Qb with the proviso that no more
than one of R16 and R19 is Qb at the same time and that Qb is QW b. 



Q is selected from the group consisting of NR20R21, Qbe wherein Qbe is 26
25 23 24 25 23 24 hydrido, N(R )C(NR )N(R )(R )) and C(NR )NR R , with the
5 provisos that no more than one of R20 and R21 is hydroxy) amino)
alkylamino, or dialkylamino at the same time and that no more than one of
R23 and R24 is hydroxy, amino) alkylamino) or dialkylamino at the same
time; R20) R21 R23 R24 R25) ~d R26 ~ independently selected from the group
consisting of hydrido) alkyl) hydroxy, amino) alkylamino and dialkylamino;
10 s' 



Q is selected from the group consisting of a single covalent bond, (CR37R38
)b wherein b is an integer selected from 1 through 4, and (CH(R14))C
W1-(CH(R15))d wherein c and d are integers independently selected from 1
through 3 and Wl is selected from the group consisting of C(4)N(R14),
(R14)NC(0)~ S(O), S(O)2, S(O)2N(R14), N(R14)S(~)2) and 15 N(R14)) with the
provisos that R14 is selected from other than halo when directly bonded to
N and that (CR37R38)b, and (CH(R14))c are bonded to E; R14 is selected from
the group consisting of hydrido, halo, alkyl) and haloalkyl; R37 and R38
are independently selected from the group consisting of 20 hydrido) alkyl,
and haloalkyl; R38 is optionally selected from the group consisting of
aroyl and 



heteroaroyl; 51   19 NOV 20p3 WO 00I69826 PCT/US00/08220 Y is
optionally~Qb-Q~ wherein Q~ is (CH(R14))e W2-(CH(R15))h) 



wherein a and h are integers independently selected from 1 through 2 and W2
is CR4a=CH with the proviso that (CH(R14))e is bonded to E. In an even more
preferred embodiment of compounds of Formula I or a 5 pharmaceutically
acceptable salt thereof, JisO; B is the Formula: 7 A R3 R3 35 36 



R32 R33) R34 R35 and R36 are independently selected from the 10 group
consisting of hydrido) acetamido) haloacetamido) amidino, guanidino,
alkoxy) hydroxy) amino, alkoxyamino) lower alkylamino) alkylthio,
amidosulfonyl, monoalkyl amidosulfonyl, dialkyl amidosulfonyl, alkyl, halo)
haloalkyl) haloalkoxy, hydroxyalkyl) carboalkoxy) carboxy, carboxamido,
cyano) and Qb; 15 A is selected from the group consisting of single
covalent bond and (CH(R15))~-(W~)~ wherein rr is an integer selected from 0
through 1) pa is an integer selected from 0 through 3) and W~ is selected
from the group consisting of (R~)NC(0) and N(R~); R~ is selected from the
group consisting of hydrido) hydroxy and alkyl; 2 0 R 15 is selected from
the group consisting of hydrido) halo, alkyl, and haloalkyl; 52  



,19 l~ov 2o03 WO 00I69826 PC1'/US00/08220 ~ is NH; R1 and X~ are
independently selected from the Group consisting of hydrido, hydroxy,
hydroxyamino, amidino, amino, cyano, hydroxyalkyl, alkoxy) alkyl)
alkylamino, aminoalkyl, alkylthio, aLkoxyamino) haloalkyl) 5 haloalkoxy,
and halo; R2 is Z~-Q; 



Z~ is selected from the group consisting of a covalent single bond) O) S )
NH, and CHZ; Q is selected from the group consistinD of aryl and heteroaryl
wherein a 10 carbon adjacent to the carbon at the point of attachment is
optionally substituted by R9, the other carbon adjacent to the carbon at
the point of attachment is optionally substituted by R13, a carbon adjacent
to R9 and two atoms from the carbon at the point of attachment is
optionally substituted by R1~, a carbon adjacent to R13 and two atoms from
the carbon at the point of attachment is 15 optionally substituted by R12)
and any carbon adjacent to both Rl~ and R12 is optionally substituted by
R11; R9, R11, and R13 are independently selected from the group consisting
of hydrido, hydroxy) amino, amidino) guanidino, lower alkylamino,
alkylthio) alkylsulfonamido, alkylsulfinyl, alkylsulfonyl, 20
amidosulfonyl) monoalkyl amidosulfonyl, allryl) alkoxy) halo) haloalkyl,
haloalkoxy) hydroxyalkyl, carboxy) carboxamido) and cyano; R1~ and R12 are
independently selected from the group consisting of hydrido, aeetamido,
haloacetamido, amidino, guanidino, alkyl, alkoxy) hydroxy) amino,
alkoxyamino, lower alkylamino) alkylsulfonamido, 



25 amidosuifonyl) monoalkyl amidosulfonyl, dialkyl amidosulfonyl)
hydroxyalkyl) aminoalkyl) carboalkoxy, carboxy) carboxyalkyl)
amidocarbonyl, halo, haIoalkyl, Gad cyano; 53   19 NOV 2003 WO 00I69826
PCT/US00/08220 



K is CH2; E~ is C(O)N(H); YO is formula (IV): s R17 R18 6~ R 16~ D~ 2 D ~
Rl 9 ~b Q (IV) 5 wherein D5, D6, J5, and J6 are independently selected from
the group consisting of C) N, O) S and a covalent bond with the provisos
that no more than one is a covalent bond, K2 is C) no more than one of D5,
D6, J5) and J6 is optionally O) no more than one of D~, D6, J5, and J6 is
optionally S, one of D5, D6) J5, and J6 must be a covalent bond when two of
D5) D6, J5, and J6 10 are O and S) and no more than four of D$) D6, J5, and
J6 are N; R16, R1~) R18, and R19 are independently selected from the group
consisting of hydrido) amidino, guanidino, carboxy, haloalkylthio, alkoxy,
hydroxy, amino) lower alkylamino, alkylthio, alkylsulfinyl) alkylsulfonyl)
alkanoyl) haloalkanoyl, alkyl, halo, haloalkyl, haloalkoxy, hydmxyalkyl, 15
aminoalkyl, and cyano; 



R16 and R19 are optionally Qb with the proviso that no more than one of R16
and R19 is Qb at the same time and that Qb is Qbe; Qb is selected from the
group consisting of NR2~RZ1) Qbe wherein Qbe is h drido) and C NR~ NR~R24 Y
( ) , with the provisos that no more than one of R20 54   



19 NOV Z003 WO 00I69826 PCT/US00/08220 and R21 is hydroxy at the same time
and that no more than one of R23 and R24 is hydroxy at the same time; R20
R21 R23 R24 ~d R25 ~,e independently selected from the group consisting of
hydrido) alkyl, and hydroxy; 5 s. Q is selected from the group consisting
of a single covalent bond) CH2, and CH2CH2. 



In another even more preferred embodiment of compounds of Formula I or a
pharmaceutically acceptable salt thereof) JisO; 10 B is optionally selected
from the group consisting of hydrido, C2-C8 alkyl) C3-C8 alkenyl, C3-C8
alkynyl) and C2-C8 haloalkyl) wherein each member of group B is optionally
substituted at any carbon up to and including 6 atoms from the point of
attachment of B to A with one or more of the group consisting of R32, R33,
R34) R35 ~d R36; 15 R32) R33 R34) R35 ~d R3fi ~e independently selected
from the group consisting of hydrido) acetamido) haloacetamido) amidino,
guanidino) alkoxy) hydroxy, amino, alkoxyamino, lower alkylamino,
alkylthio) amidosulfonyl) monoalkyl amidosulfonyl, dialkyl amidosulfonyl,
alkyl) halo, haloalkyl) haloalkoxy) hydroxyalkyl) carboalkoxy, carboxy,
carboxamido, 2 0 cyano, and Qb; A is selected from the group consisting of
single covalent bond and (CH(R15))pa (W~)~, wherein rr is an integer
selected from 0 through 1, pa is as integer selected from 0 through 3) and
W~ is selected from the groug consisting of (R~)NC(0) and N(R~); 2 5 R~ is
selected from the group .consisting of hydrido, hydroxy and alkyl; R15 is
selected from the group consisting of hydrido, halo) alkyl) and haloalkyl; 



55   ,9 9 NOV 2008 WO 00/698Z6 PCT/US00/08220 ~ 1S NH; R1 and XO are
independently selected from the group consisting of hydrido, hydroxy,
hydroxyamino, amidino) amino) cyano, hydroxyalky() alkoxy) alkyl,
alkylamino, aminoalkyl, atkylthio, alkoxyamino, haloalkyl) 5 haloalkoxy)
and halo; RZ is Z~-Q; 



Z~ is selected from the group consisting of covalent single bond, 0, S, NH,
and CH2; Q is selected from the group consisting of aryl and heteroaryl
wherein a 10 carbon adjacent to the carbon at the point of attachment is
optionally substituted by R9, the other carbon adjacent to the carbon at
the point of attachment is optionally substituted by R 13) a carbon
adjacent to R9 and two atoms from the carbon at the point of attachment is
optionally substituted by R1~, a carbon adjacent to R13 and two atoms from
the carbon at the point of attachment is 15 optionally substituted by R 12,
and any carbon adjacent to both R 1 ~ and R 12 is optionally substituted by
R11; R9, R11) and R13 are independently selected from the group consisting
of hydrido, hydroxy, amino) amidino) guanidino, lower alkylamino,
alkylthio) alkylsulfonamido, alkylsulfinyl) alkylsulfonyl) 2 0
amidosulfonyi, monoalkyl amidosulfonyl, alkyl, alkoxy, halo) haloalkyl,
haloalkoxy) hydroxyalkyl) carboxy, carboxanudo, and cyano; R1~ and R12 are
independently selected from the group consisting of 



hydrido) acetamido, haloacetamido, amidino, guanidino, alkyl) aIkoxy)
hydroxy, amino, alkoxyamino) lower alkylamino, alkylsulfonamido) 25
amidosulfonyl) monoalkyl amidosulfonyl) dialkyl amidosulfonyl)
hydroxyalkyl, alkylenylamino, carboalkoxy) carboxy) carboxyalkyl,
amidocarbonyl, halo, haloalkyl) and cyano; 56   ,19 Nov 2003 WO 00I69826 



PGT/US00/08220 K is CHZ; E~ is C(O)N(H); Y'0 is formula (I~: s R17 R18 R
16~ D~ 2 ~~ Rl 9 ~b Q (IV) 5 wherein D5) D6) J5) and J6 are independently
selected from the group consisting of C) N, O, S and a covalent bond with
the provisos that no more than one is a covalent bond) KZ is C) no more
than one of D5, D6, J5, and J6 is O, no more than one of D5) D6, J5, and J6
is S, one of D5) D6, J5) and J6 must be a covalent bond when two of D5) D6,
J5, and J6 are O and S, and no 



10 more than four of D5) D6, J5) and J6 are N, with the provisos that R16)
R17) R18) and R19 are each independently selected to maintain the
tetravalent nature of carbon) trivalent nature of nitrogen) the divalent
nature of sulfur, and the divalent nature of oxygen; R16, R1~) R18, and R19
are independently selected from the croup 15 consisting of hydrido)
amidino, guanidino) carboxy, haloalkylthio, alkoxy, hydroxy) amino) lower
alkylamino, alkylthio, alkylsuifinyl, alkylsulfonyl, alkanoyl)
haloalkanoyl) alkyl, halo) haloalkyl, haloalkoxy, hydroxyalkyl,
alkylenylamino, and cyano; R16 and R19 are optionally Qb with the proviso
that no more than one 20 of R16 and R19 is Qb at the same time and that Qb
is Q~; 57   19 Nov 2003 



wo ooi69si6 rcT~sooiosno Qb is selected from the group consisting of
NR2aR21, Q~ wherein Q~ is hydrido) C(NR25)NR23R24, and
N(R26)C(NR25)N(R23)(R24}, with the provisos that no more than one of R~ and
R21 is hydroxy at the same time and that no more than ane of R23 and R24 is
hydroxy at the same time; 5 R29 R21, R23, R24) R25) and R26 are
independently selected from the group cvasisting of hydrido, alkyl, and
hydroxy; 



Qs is selected from the group consisting of a single covalent bond) CH2,
and CH2CH2. In still another even more preferred embodiment of compounds of
10 Formula I or a pharmaceutically acceptable salt thereof, JisO; B is
selected from the group consisting of C3-C7 cycloalkyl and C4 heterocyclyl)
wherein each ring carbon is optionally substituted with R33, a ring carbon
other thaa the ring carbon at the point of attachment of B to A is 15
optionally substituted with oxo provided that no more than one ring carbon
is substituted by oxo at the same time, ring carbons and a nitrogen
adjacent to the carbon at the point of attachment are optionally
substituted with R9 or R13) a 



ring carbon or nitrogen adjacent to the R9 position and two atoms from the
point of attachment is optionally substituted with R1~) a ring carbon or 2
0 nitrogen adjacent to the R13 position and two atoms from the point of
attachment is optionally substituted with R12, a ring carbon three atoms
from the point of attachment and adjacent to the R1~ position is optionally
substituted with R11, a ring carbon three atoms from the point of
attachment and adjacent to the R12 position is optionally substituted with
R33) and a ring 58  



Q19 NOV 2003 WO 00I69826 PCTIUS00/08220 carbon four atoms from the point of
attachment and adjacent to the Rl 1 and R33 positions is optionally
substituted with R34; R9, R11) and R13 are independently selected from the
group consisting of hydride) hydroxy) amino, amidino) guanidine, lower 5
alkylamino, alkylthio, alkylsulfonamido, alkylsulfinyl, alkylsulfonyl,
amidosulfonyl, monoalkyl amidosulfonyl, alkyl) alkoxy, halo) haloalkyl,
haloalkoxy, hydroxyalkyl) carboxy, carboxamido, and cyano; 



R10 and R12 are independently selected from the group consisting of
hydride, acetanudo, haloacetamido, amidino) guanidine, alkyl, alkoxy, 10
hydroxy) amino, alkoxyamino, lower alkylamino, alkylsulfonamido,
amidosulfonyl) monoalkyl amidosulfonyl, dialkyl amidosulfonyl)
hydroxyallcyl) alkylenylamino, carboalkoxy, carboxy) carboxyalkyl)
amidocarbonyl) halo) haloalkyl, and cyano; R33 and R34 are independently
selected from the group consisting of 15 hydride, acetamido) haloacetamido)
amidino) guanidine, alkoxy, hydroxy) amino, alkoxyamino) lower alkylamino)
alkylthio, amidosulfonyl) monoalkyi amidosulfonyl) dialkyl amidosulfonyl,
alkyl, halo, haloalkyl, haloalkoxy, hydroxyalkyl) carboalkoxy) carboxy,
carboxamido) cyano) and Qb; A is selected from the group consisting of
single covalent bond and 2 0 15 7 (CH(R ))pa (W )~ wherein rr is an integer
selected from 0 through 1, pa is an integer selected from 0 through 3) and
W~ is selected from the group consisting of (R~)NC(O) and N(R~); R~ is
selected from the group consisting of hydride, hydroxy and alkyl; R15 is
seiected from the group consisting of hydride, halo) alkyl, and 



2 5 haloalkyl; ~ is NH; 59   19 Nov 2o03 WO 00/69826 



PCT/US00/08220 Rl and X are independently selected from the group
consisting of hydrido) hydroxy) hydroxyamino) amidino, amino) cyano)
hydroxyalkyl, alkoxy, alkyl, alkylamino) aminoalkyl, alkylthio)
alkoxyamino, haloalkyl) haloalkoxy, and halo; 5 R2 is Z=Q; Z is selected
from the group consisting of covalent single bond) O, S, NH) and CH2; Q is
selected from the group consisting of aryl and heteroaryl wherein a carbon
adjacent to the carbon at the point of attachment is optionally substituted
10 by R9, the other carbon adjacent to the carbon at the point of
attachment is 



optionally substituted by R13) a carbon adjacent to R9 and two atoms from
the carbon at the point of attachment is optionally substituted by R1~, a
carbon adjacent to R13 and two atoms from the carbon at the point of
attachment is optionally substituted by R12, and any carbon adjacent to
both R1~ and R12 is 15 optionally substituted by R11; K is CH2; E is
C(O)N(H); Y is formula (IV): s R 1'1 R18 J6/ R16/D~ 2~D~R19 ~b Q (iv) 



60   ~ g NOY 203 wo ooi69sz6 PcT~sooioaZ2a wherein D5, D6) J5, and J6 are
independently selected from the group consisting of C) N) O, S and a
covalent bond with the provisos that no more than one is a covalent bond,
K2 is C) no more than one of D5) D6, Js, and J6 is O) no more than ono of
D5) D6, J5, and J6 is S, one of D5, D6, J5, and J6 



5 must be a covalent bond when two of Ds) D6) J5) and 16 are O and S, and
no more than four of DS, D6, J5) and J6 are N) with the provisos that R16)
R17 R 18, and R 19 are each independently selected to maintain the
tetravalent nature of carbon, trivalent nature of nitrogen, the divaleat
nature of sulfur, and the divalent nature of ozygen; 10 R 16~ R 17) R 18)
and R 19 are independently selected from the group consisting of hydrido,
amidino, guanidino) carboxy, haloalkylthio) alkoxy) hydroxy, amino, lower
alkylamino, alkylthio, alkylsulfinyl) alkylsulfonyl, alkanoyl,
haloalkanoyl) alkyl) halo, haloalkyl, haloalkozy) hydroxyalkyl)
alkyleaylanuno, and cyano; 15 R16 and R19 are o tionall b p y Q with the
proviso that no more than one of R16 and R19 is Qb at the same time and
that Qb is Q~; b. . Q is selected from the group consisting of NR20R21, Qbe
wherein Qbe is hydrido, and C(NR~)NR23R~, with the provisos that no more
than one of R20 and R21 is hydroxy at the same time and that no more than
one of R~ and R24 is 2 0 hydrozy at the same time; R20 R21, R23, R24, and
R~ are independently selected fmm the group consisting of hydrido, alkyl,
and hydroxy; Qs is selected from the group consisting of a single covalent
bond) 



CH2) and CH2CH2. 61   1 9 NOV 2003 WO 00I69826 PCT/USOOIO$220 



In a further even more preferred embodiment of compounds of Formula I or a
pharmaceutically acceptable salt thereof, JisO; B is the Formula (V): ~3 4
33 35 R ~ /K~ 2/R ifi D1 D2 R32 ~ R35 (V) wherein Dl, D2, Jl, J2 and Kl are
independently selected from the group consisting of C, N, O, S and a
covalent bond with the provisos that no more than one is a covalent bond,
no more than one of Dl, D2, Jl, J2 and K1 is O, no more than one of Dl, D2,
Jl) J2 and Kl is S, one of D1, D2, JI) J2 and 10 Kl must be a covalent bond
when two of Dl) D2) JI) J2 and Kl are O and S) 



and no more than four of D l) D2, J I) J2 and KI are N; R32 R33, R34 R35 ~d
R36 ~ independently selected from the group consisting of hydrido,
acetamido, haloacetamido, amidino, guanidino, alkoxy) hydroxy, amino,
alkoxyamino) lower alkylamino, alkylthio) 15 amidosulfonyt) monoalkyl
amidosulfoayl, dialkyl amidosulfonyl, alkyl) halo, haloalkyl, haloalkoxy)
hydroxyalkyl, carboalkoxy, carboxy, carboxamido) cyano) and Qb; B is
optionally selected from the group consisting of hydrido, C2-C8 alkyl,
C3-C8 alkenyl, C3-C8 atkynyl) and C2-C8 haloalkyl, wherein each 2 0 member
of group B is optionally substituted at any carbon up to and including 6
atoms from the point of attachment of B to A with one or more of the a oup
consisting of R32, R33 R34 R35) and R36; 62 



1 9 NOV 2~3 WO 00I69826 PCT/US00/08220 B is selected from the group
consisting of C3-C7 cycloalkyl and C4-C6 saturated heterocyclyl) wherein
each ring carbon is optionally substituted with R33) a ring carbon other
than the ring carbon at the point of attachment of H to A is optionally
substituted with oxo provided that no more than one ring carbon 5 is
substituted by oxo at the same time, ring carbons and nitrogen adjacent to
the carbon atom at the point of attachment are optionally substituted with
R9 ~or R13, a ring carbon or nitrogen adjacent to the R9 position and two
atoms from the point of attachment is optionally substituted with R 10, a
ring carbon or nitrogen adjacent to the R13 position and two atoms from the
point of 



10 attachment is optionally substituted with R12, a ring carbon or nitrogen
three atoms from the point of attachment and adjacent to the R10 position
is optionally substituted with R11, a ring carbon or nitrogen three atoms
from the point of attachment and adjacent to the R12 position is optionally
substituted with R33, and a ring carbon or nitrogen four atoms from the
point 15 of attachment and adjacent to the Rl 1 and R33 positions is
op4onally substituted with R34; R9~ R 10~ R 11 ~ R 12~ and R 13 are
independently selected from the group consisting of hydrido, acetamido,
haloacetamido, alkoxyamino) alkanoyl, haloalkanoyl, amidino, guanidino,
alkylenedioxy, haloalkylthio, 20 heteroaryt, heterocyclyl, alkoxy, hydroxy)
amino, lower alkylamino, alkylthio, alkylsulfinyl, alkylsulfonyl,
alkylsulfonamido) amidosulfonyl) monoalkyl amidosulfonyl) dialkyl
amidosulfonyl, alkyl) halo) haloalkyl, haloalkoxy, hydroxyalkyl)
aminoalkyl, carboalkvxy, carboxyalkyl) carboxy) carboxamido, and cyano; 25
A is selected from the group consisting of single covalent bond and
(CH(R15))pa-(~V~)ri, wherein rr is an integer selected from 0 through 1, pa
is 63 



~~ ~ ~ov 2000 WO 00/69826 PCT/U'S00/08220 an integer selected from 0
through 3) and W~ is selected from the group consisting of (R~)NC(O) and
N(R~); R~ is selected from the group consisting of hydrido, hydroxy and
alkyl; Rls is selected from the group consisting of hydrido) halo) alkyl,
aad 



5 haloalkyl; ~ is NH; X~ is selected from the group consisting of hydrido)
alkyl, cyano, halo) haloalkyl) haloalkoxy) amino, aminoalkyl, alkylatnino,
anudino) hydroxy, hydroxyamino, alkoxy, hydroxyalkyl, alkoxyamino, thiol,
and alkylthio; 10 R 1 and R2 are taken together to be -W=X-Y=Z- wherein
-W=X-Y=Zforms a ring selected from the group consisting of a heteroaryl
ring having from 5 through 6 contiguous members and an aryl; W, X) Y, and Z
are independently selected from the group consisting of C(R9),~C(R10),
C(R11), C(R12)) N, N(R1~)) O, S and a covalent bond 15 with the provisos
that W) X) Y) and Z can be independently selected to be a covalent bond
when one of W, X, Y, and Z is selected from the group consisting of N,
N(R10)) O, and S) no more than one of W) X) Y, and Z is optionally selected
from the group consisting of O and S, and no more than three of W, X, Y,
and Z can be selected from the group consisting of N and 20 N(R10); R1 and
R2 spacer pair is optionally selected to be taken together to form a spacer
pair wherein the spacer pair forms a linear moiety having from 3 through 6
contiguous atoms connecting the points of bonding of said spacer pair
member to form a ring selected from the group consisting of a 



2 5 cycloalkenyl ring having from 5 through 8 contiguous members and a
partially saturated heterocyclyl ring having from 5 through 8 contiguous
members) wherein said spacer pair is optionally substituted with one~or
more of the group consisting of R9, R l0, RI1) R12, ~d R13; 64   19 Hov
2003 WO 00I69826 PCT/US00/08220 



K is CH2; E is C(O)N(H); Y~ is formula (IV): s R1~ R18 \J6/ R 16~ D~ 2 D~
Rl 9 ~b Q (IV) 5 wherein D5, D6, J5, and J6 are independently selected from
the group consisting of C, N, O, S and a covalent bond with the provisos
that no more than one is a covalent bond, K2 is C) no more than one of D5)
D6) J5, and J6 is O) no more than one of D5, D6, J5) and J6 is S, one of
D5, D6, J5) and J6 must be a covalent bond when two of D5, D6, J5, and J6
are O and S, and no 16 17 10 more than four of D$, D6, J5) and J6 are N,
with the provisos that R , R , R18) and R19 are each independently selected
to maintain the tetravalent nature 



of carbon) trivalent nature of nitrogen) the divalent nature of sulfur, and
the divalent nature of oxygen; It 16, R 17, R 18, and R 19 are
independently selected from the group 15 consisting,, of hydrido) amidino)
guanidino, carboxy, haloalkylthio, alkoxy) hydroxy, amino, alkoxyamino)
lower alkylamino) alkylthio, alkylsulfinyl, alkylsulfonyl) alkanoyl)
haloalkanoyl, alkyl, halo) haloalkyl, haloalkoxy) hydroxyalkyl, aminoalkyl)
and cyano; R16 and R19 are optionally Qb with the proviso that no more than
one 20 of R16 and R19 is Qb at the same time and that Qb is Qbe; 65
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