
WO 20051009973 PCTIUS20041020384  -1 5-MEMBERED HETEROCYCLE-BASED P38 KINASE
INHIBITORS  FIELD Provided herein are 5-membered heterocycle-, including
pyrazole- and  imidazole-, based compounds which have cytokine inhibitory
activity. Also provided are  5 uses of the compounds for treating conditions
associated with p38a and (3 kinases and for treating p38 kinase-associated
conditions.  BACKGROUND A large number of cytokines participate in the
inflammatory response, including  IL-1, 1L6, IL-S and TNF-a. Overproduction
of cytokines such as IL-I and TNF-a are  10 implicated in a wide variety of
diseases, including inflammatory bowel disease, rheumatoid arthritis,
psoriasis, multiple sclerosis, endotoxin shock, osteoporosis,  Alzheimer's
disease, and congestive heart failure, among others (Henry el at., Drugs
Fit 24:1345-1354 (1999); Salituro et at., Curr. Med. Chem.. 6:807-823
(1999)).  Evidence in human patients indicates that protein antagonists of
cytokines are 15 effective in treating chronic inflammatory diseases, such
as, for example, a monoclonal  antibody to TNF-a (Remicade) (Rankin el at,
Br. J. Rheumatol., 34:334-342  (1995)), and a soluble TNF-a receptor-Fc
fusion protein (Etanercept) (Moreland el  at, 25 Ann. Intern. Med.
130:478-486 (1999)). The biosynthesis of TNF-a occurs in many cell types in
response to an external  20 stimulus, such as, for example, a mitogen, an
infectious organism, or trauma. Important  mediators of TNF-a production are
the mitogen-activated protein (MAP) kinases, and in  particular, p38
kinases. These kinases are activated in response to various stress  stimuli,
including but not limited to proinflammatory cytokines, endotoxin,
ultraviolet  light, and osmotic shock. Activation of p38 requires dual
phosphorylation by 25 upstream MAP kinase kinases (MKK3 and MKK6) on
threonine and tyrosine within a  Thr-Gly-Tyr motif characteristic ofp38
isozymes. There are four known isoforms of p38, i.e., p38a, p38p, p38y, and
p38S.  The a and 3 isoforms are expressed in inflammatory cells and are key
modulators of  TNF-a production. Inhibiting the p38a and {3 enzymes in cells
results in reduced 30 levels of TNF-a expression. Also, administering
inhibitors of p38a and R in animal  models of inflammatory disease has
proven that such inhibitors are effective in treating WO 2005/009973
PCT/US2004/020381  -2 those diseases. Accordingly, the p38 enzymes serve an
important role in  



inflammatory processes mediated by IL-I and TNF-a. See, e.g., U.S. Patent
Nos.  6,277,989, 6,130,235, 6,147,080, 5,945,418, 6,251,914, 5,977,103,
5,658,903, 5,932,576,  and 6,087,496; and in International Patent
Application Publication Nos. WO 00/56738, 5 WO 01/27089, WO 01134605, WO
00/12497, WO 00/56738, WO 00/12497 and WO  00/12074. See also, U.S. Patent
Nos. 6,376,527; 6,316,466 and 6,444,696; and  International Patent
Application Publication Nos. WO 99/57 101, WO 02/40486, WO  03/032970, WO
03/033482, WO 03/032971, WO 03/032986, WO 03/032980, WO  031032987, WO
03/033483, WO 03/033457 and WO 03/032972. 10 Thus, there is a need for
inhibitors of p38 kinases, including p38a and p38b O ()  kinase, for
treatment, prevention, or amelioration of one or more symptoms of diseases
and disorders associated with p38 kinase activity.  SUMMARY Provided herein
are compounds, compositions and methods of treating, 15 preventing, or
ameliorating one or more symptoms of conditions associated with p38  kinase
activity. In one embodiment, the compounds for use in the compositions and
methods are pyrazole- or imidazole-based compounds. In another embodiment,
the  pyrazole- or imidazole-based compounds are useful as kinase inhibitors,
including p38a  and p38R kinases. 20 In one embodiment, the compounds
provided herein have the formula:  o  Rz G  R'NH D  B Rs RS or a
pharmaceutically acceptable derivative thereof, where:  R' is hydrogen, acyl
or -P(O)(OH)Z; R2 is hydrogen, halo, optically substituted alkyl, aikylthio,
alkylsulfinyl, 25 alkylsulfonyl, optionally substituted alkoxy, optionally
substituted heterocyclyloxy or  alkylamino; WO 2005/009973 PCTNS2004/020384
-3 G is an aryl, aralkyl, cycloalkyl, heteroaryl, heteroaralkyl or a
heterocyclyl  ring optionally fused to a phenyl ring, and is substituted
with R3 and R", provided that  the heterocyclyl ring is attached to the
carbonyl group via a carbon ring atom, or G is  OR83 or NR80R81; 



5 B is an aryl or heteroaryl ring; C is a 5-membered heteroaryl ring
containing one or two heteroatoms in the  ring; D is heteroaryl, optionally
substituted heteroaryl or-C(O)NR80R81;  each R80 and R81 is independently
hydrogen, alkyl, cycloalkyl, alkoxy,  10 hydroxy, heteroaryl or optionally
substituted heteroaryl; R83 is hydrogen, alkyl, cycloalkyl, heteroaryl or
optionally substituted  heteroaryl; R3 is selected from the group consisting
of:  (a) amino, alkylamino or dialkylamino;  15 (b) acylamino; (c)
optionally substituted heterocyclyl; (d) optionally substituted aryl or
heteroaryl;  (e) heteroalkyl; (t) heteroalkenyl;  20 (g) heteroalkynyl;  (h)
heteroalkoxy;  (i) heteroalkylamino; 0) optionally substituted
heterocyclylalkyl;  (k) optionally substituted heterocyclylalkenyl;  25 (1)
optionally substituted heterocyclylalkynyl; (m) optionally substituted
heterocyclylalkoxy or heterocyclyloxy;  (n) optionally substituted
heterocyclylalkylamino; (o) optionally substituted
heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; 30 (q) -N1-1S02R6 where
R6 is alkyl, heteroalkyl or optionally substituted  heterocyclylalkyl; WO
2005/009973 PCT/US2004/020384  -4 (r) -NHSO2NR7R8 where R7 and R8 are,
independently of each other,  hydrogen, alkyl or heteroalkyl; (s)
-Y-(alkylene)-R9 where: Y is a single bond, -0-, -NH- or -S(O),- (where n is
an integer from 0 to 2); and R9 is halo, cyano, optionally substituted aryl,
5 optionally substituted heteroaryl, optionally substituted heterocyclyl,
-000H, -COR10, -COORt', -CONR'2R'3, SO2R'4, SO2NR'5R16, -NHSO2R17 or
-NHSO2NR' 5R19, where R10 is alkyl or optionally substituted heterocycle, R'
1 is alkyl,  



and R12, R13 , R14,R' 5, R16, R17, R18 and R19 are, independently of each
other, hydrogen,  alkyl or heteroalkyl; 10 (t) -C(=NR2)(NR21R22) where R20,
R21 and R22 independently represent 0 }  hydrogen, alkyl or hydroxy, or R20
and R21 together are -(CH2)"-where n is 2 or 3 and R22 is hydrogen or alkyl;
(u) -NHC(X)NR23R24 where X is -0- or -S-, and R23 and e are,  independently
of each other, hydrogen, alkyl or heteroalkyl; 15 (v) -CONR25R26 where R25
and R26 independently represent hydrogen,  alkyl, heteroalkyl or optionally
substituted heterocyclylalkyl, or R25 and R26  together with the nitrogen to
which they are attached form an optionally  substituted heterocyclyl ring;
(w) -S(0)"R27 where n is an integer from 0 to 2, and R27 is alkyl, 20
heteroalkyl, optionally substituted heterocyclylalkyl or -NR28R29 where R28
and R29 are, independently of each other, hydrogen, alkyl or heteroalkyl;
(c)i I  (x) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl, all
optionally substituted with alkyl, halo, hydroxy or amino; (y)
arylaminoalkylene or heteroarylaminoalkylene; 25 (z) Z-alkylene-NR70R31 or
Z-alkylene-OR32 where Z is-NH-, -N(lower  alkyl)- or -0-, and R30, R31and
R32 are independently of each other, hydrogen, alkyl  or heteroalkyl; (aa)
-OC(O)-alkylene-CO2H or -OC(O)-NR'R" (where R' and R" are  independently
hydrogen or alkyl); 30 (bb) heteroarylalkenylene or heteroarytalkynylene;
(cc) hydrogen; (dd) halo; WO 20051009973 PCT/US20041020384  -5- (ee)
pseudohalo; (ft) hydroxy; (gg) optionally substituted alkoxy; (hh) C(L)R40,
where L is 0, S or NR55; R40 is hydrogen, optionally 5 substituted alkyl,
optionally substituted alkenyl, optionally substituted alkynyl,  optionally
substituted aryl, optionally substituted heteroaryl, optionally substituted
heteroarylium, optionally substituted cycloalkyl, optionally substituted
heterocyclyl, C(L)R56, halo pseudohalo, OR55 SR55 NR57R5s or SiR52R53R54;
where  R5Z, R" and R54 are selected as in (i) or (ii) as follows (i) R52,
R53 and R$4 are each 



C 10 independently hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium,  cycloalkyl, heterocyclyl, OR55 or NR62R63; or (ii) any two
of R52 R53 and e  together form alkylene, alkenylene, alkynylene,
heteroalkylene; and the other is  selected as in (i); R55 is hydrogen,
alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium, cycloalkyl or
heterocyclyl; R56 is hydrogen, alkyl, alkenyl, alkynyl, 15 aryl, heteroaryl,
heteroarylium, cycloalkyl, heterocyclyl, OR55 or NR64R65; where  e and R65
are each independently hydrogen, alkyl, alkenyl, alkynyl, aryl,  heteroaryl,
heteroarylium, cycloalkyl, heterocyclyl, OR66 or NR62R63 or R64 and R65
together form alkylene, alkenylene, alkynylene, heteroalkylene, where e is
hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl, heteroarylium,
cycloalkyl or 20 heterocyclyl; R57 and R58 are selected as in (i) or (ii) as
follows (i) R57 and R58 are  each independently hydrogen, optionally
substituted alkyl, alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium,
cycloalkyl, heterocyclyl, OR55, NR67R68 or C(L)R6,  where R67 and R68 are
each independently hydrogen, alkyl, alkenyt, alkynyl, aryl,  heteroaryl,
heteroarylium, cycloalkyl or heterocyclyl, or together form alkylene, 25
alkenylene, alkynylene, heteroalkylene; and R69 is hydrogen, alkyl, alkenyl,
alkynyl, aryl, heteroaryl, heteroarylium, cycloalkyl, heterocyclyl, OR70 or
NR62R63,  where R70 is alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, cycloalkyl,  heterocyclyl; or (ii) R57 and RSS together form
alkylene, alkenylene, alkynylene,  heteroalkylenem or alkylenoxyalkylene;
R62 and R63 are each independently 30 hydrogen, alkyl, alkenyl, alkynyl,
aryl, heteroaryl, heteroarylium, cycloalkyl,  heterocyclyl, or R62 and R63
together form alkylene, alkenylene, alkynylene,  heteroalkylene; and WO
2005/009973 PCT/US2004/020384  -6 (ii) optionally substituted alkyl; R4 is
selected from the group consisting of  (a) hydrogen; (b) halo;  5 (c) alkyl;
(d) alkoxy; and  (e) hydroxy; R5 is selected from the group consisting of
(a) hydrogen; 10 (b) halo; 0 ( )  (c) alkyl; 



(d) haloalkyl;  (e) thioalkyl;  (f) hydroxy; 15 (g) amino;  (h) alkylamino;
(i) dialkylamino;  (j) heteroalkyl; (k) optionally substituted heterocycle;
20 (1) optionally substituted heterocyclylalkyl;  (m) optionally substituted
heterocyclylalkoxy;  (n) alkylsulfonyl; (o) aminosulfonyl,
mono-alkylaminosulfonyl or di- alkylaminosulfonyl; 25 (p) heteroalkoxy; and
(q) carboxy; R6 is selected from the group consisting of:  (a) hydrogen; (b)
halo;  30 (c) alkyl; and  (d) alkoxy. WO 20051009973 PCT/IJS20041020384  -7
Also provided herein are pharmaceutical compositions containing a compound
provided herein in combination with a pharmaceutically acceptable carrier.
Methods of treating, preventing or ameliorating one or more symptoms of
cytokine  mediated disease in a mammal, by administering to a mammalian
patient, in need of such  5 treatment, a compound of formula I are provided.
Diseases and disorders treated, prevented, or whose symptoms are
ameliorated, include, but are not limited to, chronic  inflammatory
diseases, inflammatory bowel disease, rheumatoid arthritis, psoriasis,
multiple sclerosis, endotoxin shock, osteoporosis, Alzheimer's disease, and
congestive  heart failure. 10 Methods of preventing or inhibiting
inflammatory responses using the compounds  and compositions provided herein
are also provided. Further provided are methods of inhibiting p38 kinases,
including p38a and  p3813 kinases, using the compounds and compositions
provided herein. Articles of manufacture are provided containing packaging
material, a compound  



15 or composition provided herein which is useful for treating, preventing,
or ameliorating  one or more symptoms of p38 kinase-mediated diseases or
disorders, and a label that  indicates that the compound or composition is
useful for treating, preventing, or  ameliorating one or more symptoms of
p38 kinase-mediated diseases or disorders.  DETAILED DESCRIPTION 20 A.
Definitions Unless defined otherwise, all technical and scientific terms
used herein have  the same meaning as is commonly understood by one of skill
in the an to which the  invention(s) belong. All patents, patent
applications, published applications and  publications, Genbank sequences,
databases, websites and other published materials 25 referred to throughout
the entire disclosure herein, unless noted otherwise, are  incorporated by
reference in their entirety. In the event that there are a plurality of
definitions for terms herein, those in this section prevail. Where reference
is made to  a URL or other such identifier or address, it understood that
such identifiers can  change and particular information on the internet can
come and go, but equivalent 30 information can be found by searching the
internet. Reference thereto evidences the  availability and public
dissemination of such information. As used herein, p38a refers to the enzyme
disclosed in Han et al. (1995) Biochim. WO 20051009973 PCTIUS2004102038-1
-8 Biophys. Acta 1265(2-3):224-7. As used herein, p3813 refers to the enzyme
disclosed in  Jiang ei at (1996) J. Biol. Chem. 271(30):17920-6. As used
herein, p38y refers to the  enzyme disclosed in Li et at (1996) Biochem.
Biophys. Res. Commun. 228: 334-340.  As used herein, p383 refers to the
enzyme disclosed in Wang et at (1997) J. Biol. Chem.  5 272(38):23668-74. As
used herein, pharmaceutically acceptable derivatives of a compound  include
salts, esters, enol ethers, enol esters, acetals, ketals, orthoesters,
hemiacetals,  hemiketals, acids, bases, solvates, hydrates or prodrugs
thereof. Such derivatives may  be readily prepared by those of skill in this
art using known methods for such 10 derivatization. The compounds produced
may be administered to animals or humans 0 (, )  without substantial toxic
effects and either are pharmaceutically active or are prodrugs.
Pharmaceutically acceptable salts include, but are not limited to, amine
salts, such as but not limited to NM-dibenzylethylenediamine,
chloroprocaine,  choline, ammonia, diethanolamine and other
hydroxyalkylamines, ethylenediamine, 15 N-methylglucamine, procaine,
N-benzylphenethylaminc, I-para-chlorobenzyl-2-
pynolidin-I'-ylmethyl-benzimidazole, diethylamine and other alkylamines,
piperazine  



and tris(hydroxymethyl)aminomethane; alkali metal salts, such as but not
limited to  lithium, potassium and sodium; alkali earth metal salts, such as
but not limited to  barium, calcium and magnesium; transition metal salts,
such as but not limited to 20 zinc; and other metal salts, such as but not
limited to sodium hydrogen phosphate and disodium phosphate; and also
including, but not limited to, nitrates, borates, O I  methanesulfonates,
benzenesulfonates, toluenesulfonates, salts of mineral acids, such as but
not limited to hydrochlorides, hydrobromides, hydroiodides and sulfates; and
salts of organic acids, such as but not limited to acetates,
trifluoroacetates, oxalates,  25 benzoates, salicylates, maleates, lactates,
malates, tartrates, citrates, ascorbates, succinates, butyrates, valerates
and fumarates. In addition, zwitterions ("inner salts")  may be formed. In
certain embodiments, salt forms of the compounds improve the  compounds'
dissolution rate and oral bioavailability. Pharmaceutically acceptable
esters include, but are not limited to, alkyl, alkenyl, alkynyl, aryl,
heteroaryl, aralkyl, 30 heteroaralkyl, cycloalkyl and heterocyclyl esters of
acidic groups, including, but not  limited to, carboxylic acids, phosphoric
acids, phosphinic acids, sulfonic acids,  sulfinic acids and boronic acids.
Pharmaceutically acceptable enol ethers include, but WO 20051009973
PCTIUS2004/020384  -9 are not limited to, derivatives of formula C=C(OR)
where R is hydrogen, alkyl,  alkenyl, alkynyl, aryl, heteroaryl, aralkyl,
heteroaralkyl, cycloalkyl or heterocyclyl.  Pharmaceutically acceptable enol
esters include, but are not limited to, derivatives of  formula C=C(OC(O)R)
where R is hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl, 5 aralkyl,
heteroaralkyl, cycloalkyl or heterocyclyl. Pharmaceutically acceptable
solvates and hydrates are complexes of a compound with one or more solvent
or water  molecules, or I to about 100, or I to about 10, or one to about 2,
3 or 4, solvent or  water molecules. "Alkyl" means a linear saturated
monovalent hydrocarbon radical of one to six  10 carbon atoms or a branched
saturated monovalent hydrocarbon radical of three to six  carbon atoms,
e.g., methyl, ethyl, propyl, 2-propyl, pentyl, and the like. The teen
"cycloalkyl" refers to a saturated or partially unsaturated nonammatic
cyclic hydrocarbon ring system, preferably containing Ito 3 rings and 3 to 7
carbons per  ring which maybe further fused with an unsaturated C3-C7
carbocylic ring. Exemplary 15 groups include cyclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl, cycloheptyl,  cycloctyl, cyclodecyl, cyclododecyl,
and adamantyl. A "substituted cycloalkyl" is  substituted with one or more
alkyl or substituted alkyl groups as described above, or one or  more groups
described above as alkyl substituents. The expression "lower cycloalkyl"  



refers to an unsubstituted saturated or unsaturated nonaromatic cyclic
hydrocarbon ring 20 system containing 3 to 5 carbon atoms. "Alkylene" means
a linear saturated divalent hydrocarbon radical of one to six  carbon atoms
or a branched saturated divalent hydrocarbon radical of three to six  carbon
atoms, e.g., methylene, ethylene, propylene, 2-methylpropylene, pentylene,
and the like. 25 "Alkenyl" means a linear monovalent hydrocarbon radical of
two to six carbon  atoms or a branched monovalent hydrocarbon radical of
three to six carbon atoms,  containing at least one double bond, e.g.,
ethenyl, propenyl, and the like. "Alkenylene" means a linear divalent
hydrocarbon radical of two to six carbon  atoms or a branched divalent
hydrocarbon radical of three to six carbon atoms, 30 containing at least one
double bond, e.g., ethenylene, propenylene, and the like. WO 20051009973
PCTIUS20041020383  -10 "Alkynyl" means a linear monovalent hydrocarbon
radical of two to six carbon  atoms or a branched divalent hydrocarbon
radical of three to six carbon atoms,  containing at least one triple bond,
e.g., ethynyl, propynyl, and the like. "Alkynylene" means a linear divalent
hydrocarbon radical of two to six carbon  5 atoms or a branched monovalent
hydrocarbon radical of three to six carbon atoms,  containing at least one
triple bond, e.g., ethynylene, propynylene, and the like. "Alkoxy" means a
radical -OR where R is alkyl as defined above, e.g.,  methoxy, ethoxy,
propoxy, 2-propoxy, the like. "Acyl" means a radical -C(O)R where R is alkyl
or haloalkyl e.g., 10 acetyl, trifluoroacetyl, and the like. 3 ;
"Acylamino" means a radical -NRC(O)R' where R is hydrogen or alkyl, and R'
is alkyl, heteroalkyl or optionally substituted heterocyclylalkyl, e.g.,
acetylamino, 2-amino-2-methylpropionamide, and the like. "Halo" means
fluoro, chloro, bromo, or iode, generally fluoro and  15 chloro. "Haloalkyl"
means alkyl substituted with one or more same or different  halo atoms,
e.g., -CH2Cl, -CF3, -CH2CF3, -CH2CC13, and the like. "Aryl" means a
monovalent monocyclic or bicyclic aromatic hydrocarbon  radical of 6 to 10
ring atoms e.g., phenyl, 1-naphthyl, 2-naphthyl, and the like. The  20 aryl
ring may optionally be fused to a 5-, 6- or 7- membered monocyclic saturated
ring optionally containing 1 or 2 heteroatoms independently selected from
oxygen,  nitrogen or sulfur, the remaining ring atoms being C where one or
two C atoms are  



optionally replaced by a carbonyl group. Representative aryl radicals with
fused  rings include, but are not limited to, 2,3-dihydrobenzo[ 1,4]dioxan,
chroman, 25 isochroman, 2,3-dihydrobenzofuran,
1,3-dihydroisobenzofuran,benzo[1,3]dioxole,  1,2,3,4-tetrahydroisoquinoline,
1,2,3,4tetrahydroquinoline, 2,3-dihydro-IH-indole,
2,3-dihydro-IH-isoindole, benzimidazol-2-one, 3H-benzoxazol-2-one, and the
like. "Heteroaryl" means a monovalent monocyclic or bicyclic aromatic
radical  of 5 to 10 ring atoms containing one, two, or three ring
heteroatoms selected from  30 N, 0, or S, the remaining ring atoms being C.
The term also includes those radicals where a heteroatom within the ring has
been oxidized or quaternized, such as, for  example, to form an N-oxide or a
quaternary salt. Representative examples include, WO 20051009973
PCTIUS2004/020384  -11 but are not limited to, thienyl, benzothienyl,
pyridyl, pyrazinyl, pyrimidinyl,  pyridazinyl, quinolinyl, quinoxalinyl,
imidazolyl, furanyl, benzofuranyl, thiazolyl,  isoxazolyl, benzisoxazolyl,
benzimidazolyl, triazolyl, pyrazolyl, pyrrolyl, indolyl,  2-pyridonyl,
4-pyridonyl, N-alkyl-2-pyridonyl, pyrazinonyl, pyridazinonyl, 5
pyrimidinonyl, oxazolonyl, and their corresponding N-oxides, (e.g. pyridyl
N- oxide, quinolinyl N-oxide), their quaternary salts and the like.
"Heterocycle" or "heterocyclyl" means a cyclic nonaromatic radical of 3 to 8
ring atoms in which one or two ring atoms are heteroatoms selected from N,
0, or  S(0)," (where n is an integer from 0 to 2), the remaining ring atoms
being C where 10 one or two C atoms are optionally replaced by a carbonyl
group. The term also  includes those radicals where a ring nitrogen atom has
been oxidized or  quatemized, such as, for example, to form an N-oxide or a
quaternary salt.  Representative examples include, but are not limited to,
tetrahydropyranyl,  tetrahydropbranyl, tetrahydrothiophenyl, piperidino,
morpholino, piperazino, 15 pyrrolidino, oxiranyl, dioxane, 1,3-dioxolanyl,
2,2-dimethyl-1,3-dioxalanyl,  sulfolanyl, 2-oxazolidonyl, 2-imidazolidonyl,
S,S-dioxo-thiomorpholino, and the  like. "Heterocycloamino" means a
saturated monovalent cyclic group of 4 to 8 ring  atoms, wherein at least
one ring atom is N and optionally contains one additional ring  20 atom
selected from N or 0, the remaining ring atoms being C. The term includes
groups such as pyrrolidino, piperidino, morpholino, piperazino and the like.
"Optionally substituted alkyl, alkenyl, alkynyl, alkoxy or cycloalkyl" means
an alkyl, alkenyl, alkynyl, alkoxy or cycloalkyl group, as defined herein,
which is  optionally substituted independently with one or two substituents
selected from alkyl, 



25 phenyl, benzyl, haloalkyl, heteroalkyl, halo, cyano, heterocyclyl, acyl,
-OR (where R  is hydrogen or alkyl), -NRR' (where R and R' are independently
selected from  hydrogen, acyl, or alkyl which is optionally substituted with
hydroxy, alkoxy, cyano,  halo or heterocyclyl), -NHCOR (where R is alkyl
which is optionally substituted with  hydroxy, alkoxy, cyano, halo or
heterocyclyl), -NRS(O)"R' (where R is hydrogen or 30 alkyl, n is an integer
from 0 to 2; and R' is hydrogen, alkyl or heteroalkyl, and is  optionally
substituted with hydroxy, alkoxy, cyano, halo or heterocyclyl),
-NRS(O)"NR'R" (where R is hydrogen or alkyl, n is an integer from 0 to 2;
and Wand WO 2005/009973 PCTUUS2 0 0410 2 0 38 4  -12 R" are independently
hydrogen, alkyl or heteroalkyl and are optionally substituted  with hydroxy,
alkoxy, cyano, halo or heterocyclyl), -S(O)"R (where n is an integer  from 0
to 2; and R is hydrogen, alkyl or heteroalkyl and is optionally substituted
with  hydroxy, alkoxy, cyano, halo or heterocyclyl), -S(O)"NRR' (where n is
an integer 5 from 0 to 2; and R and R' are independently hydrogen, alkyl or
heteroalkyl and are  optionally substituted with hydroxy, alkoxy, cyano,
halo or heterocyclyl), -COOR,  -(alkylene)COOR (where R is hydrogen or
alkyl), -CONR'R" or -(alkylene)CONR'R"  (where R' and R" are independently
hydrogen or alkyl, or together form a  heterocyclyl ring with the nitrogen
atom to which they are attached). 10 "Optionally substituted aryl,
heteroaryl or heterocyclyl" means an aryl,  heteroaryl or heterocyclyl ring
as defined above, which is optionally substituted  independently with one or
two substituients selected from alkyl, phenyl, benzyl,  haloalkyl,
heteroalkyl, halo, cyano, acyl, -OR (where R is hydrogen or alkyl), -NRR'
(where R and R' are independently selected from hydrogen, alkyl or acyl),
-NHCOR 15 (where R is alkyl), -NRS(O)"R' (where R is hydrogen or alkyl, n is
an integer from 0  to 2 and R' is hydrogen, alkyl or heteroalkyl),
-NRS(O)"NR'R" (where R is hydrogen  or alkyl, n is an integer from 0 to 2
and R' and R" are independently hydrogen, alkyl  or heteroalkyl), -S(O)"R
(where n is an integer from 0 to 2 and R is hydrogen, alkyl or
heteroalkyl), -S(O)"NRR' (where n is an integer from 0 to 2 and R and R' are
20 independently hydrogen, alkyl or heteroalkyl), -COOR, - (alkylene)COOR
(where R  is hydrogen or alkyl), -CONR'R" or - (alkylene)CONR'R" (where R'
and R" are  independently hydrogen or alkyl). "Heteroalkyl" means an alkyl
radical as defined above, carrying one, two or  three substituents selected
from -NR'Rb, -OR` wherein R', Rb and R are 25 independently of each other
hydrogen, alkyl or acyl, or R' and Rb together form  heterocycloamino group.
Representative examples include, but are not limited to,  



hydroxymethyl, acetoxymethyl, 3-hydroxypropyl, 1,2-dihydroxyethyl, 2-
methoxyethyl, 2-aminoethyl, 2-dimethylaminoethyl, 2-acetylaminoethyl, 3-
[pyrrolidin-l-yl]ethyl and the like. 30 "Heteroalkenyl" means an alkenyl
radical as defined above, carrying one or  two substituents selected from
-NRRb, -OR` or -S(O)"Rd wherein R, Rt and R` are  independently of each
other hydrogen or alkyl, and Rd is alkyl or -NRR' (where R WO 2005/009973
PCTIUS20041020384  -13 and R' are independently of each other hydrogen or
alkyl. Representative examples  include, but are not limited to,
3-hydroxy-l-propenyl, 3-aminoprop-l-enyl, 2- aminosulfonylethenyl,
21nethylsulfonylethenyl, and the like. "Heteroalkynyl" means an alkynyl
radical as defined above, carrying one or  5 two substituents selected
-NR'R", -OE , -S(O)"R'1 or -S(O)"NRR' (where R and R'  are independently of
each other hydrogen or alkyl) wherein R', Rb and R` are  independently of
each other hydrogen or alkyl, and R" is alkyl and n is an integer  from zero
to two. Representative examples include, but are not limited to, 3-hydroxy-
1-propynyl, 3dimethylaminoprop-1-ynyl and the like. 10 "Heteroalkoxy" means
a radical -OR where R is heteroalkyl group as defined  above, e.g.,
2-hydroxyethoxy, 3-hydroxypropoxy, 2,3-dihydroxypropoxy, 2- aminoethoxy, and
the like. "Heteroalkylamino" means a radical -NR'R' where R' is hydrogen or
alkyl,  and Rb is a heteroalkyl group as defined above, e.g.,
2-hydroxyethylamino, 3 15 dimethylaminopropylamino, and the like.
"Optionally substituted heterocyclylalkyl" means a radical -R'Rb where R' is
an alkylene group, and R6 is an optionally substituted heterocyclyl group as
defined  above e.g., 2-(morpholin-4-yl)ethyl,
3(piperidin-l-yl)-2-methylpropyl, and the like. "Optionally substituted
heterocyclylalkenyl" means a radical -R'Rb where R'  20 is an alkenylene
group and Rb is an optionally substituted heterocyclyl group as  defined
above e.g., 3-(morpholin-4-yl)prop-I-enyll, 3-(piperidin-I-yl)prop-l-enyl,
3- (4-methylpiperazin-l-yl)prop-I-enyl, and the like. "Optionally
substituted heterocyclylalkynyl" means a radical -R'Rb where R'  is an
alkynyl group and Rb is an optionally substituted heterocyclyl group as
defined  25 above e.g., 3-(morpholin-4-yl)prop-l-ynyl,
3-(piperidin-l-yl)prop-I-ynyl, and the  like. "Optionally substituted
heterocyclylalkoxy" means a radical -OR where R is  an optionally
substituted heterocyclylalkyl group as defined above, e.g., 2- 



(morpholin-4-yl)-ethoxy, 3-(piperazin-1-yl)propoxy,
2-[2-oxopyrrolidin-1-yl)ethoxy,  30 and the like. "Optionally substituted
heterocyclylalkylamino" means a radical -NRSRb  where R' is hydrogen or
alkyl and Rb is an optionally substituted heterocyclylalkyl WO 2005/009973
PCT/US2004/02038-1  -14 group as defined above, e.g.,
2-(pyrrolidin-2-yl)ethylamino, 3-(piperidin-l- yl)propylamino, and the like.
"Optionally substituted heteroaralkyloxy means a radical -O-R' where R' is a
heteroaralkyl radical e.g. 2-(pyridin-3-yl)ethoxy,
2-[3(2H)-pyridazon-l-yl]ethoxy and  5 the like. "Optional" or "optionally"
means that the subsequently described event or  circumstance may but need
not occur, and that the description includes instances  where the event or
circumstance occurs and instances in which it does not. For  example, "aryl
group optionally mono- or di-substituted with an alkyl group" means 10 that
the alkyl may but need not be present, and the description includes
situations r~ ( )  where the aryl group is mono- or disubstituted with an
alkyl group and situations V  where the heterocyclo group is not substituted
with the alkyl group. "Amino protecting group" refers to those organic
groups intended to protect  nitrogen atoms against undesirable reactions
during synthetic procedures e.g., benzyl,  15 benzyloxycarbonyl (CBZ),
tert-butoxycarbonyl (Boc), trifluoroacetyl, and the like. Throughout the
specification, groups and substituents thereof maybe chosen  by one skilled
in the field to provide stable moieties and compounds. It is also
understood that the chemical groups, as described herein, can be substituted
or  unsubstituted, branched or unbranched, as appropriate and desired. 20
All stereoisomers of the compounds provided herein are contemplated, either
in  admixture or in pure or substantially pure form. The definition of
compounds provided 0  herein embraces all the possible stereoisomers and
their mixtures. It embraces the racemic forms and the isolated optical
isomers having the specified activity. The racemic  forms can be resolved by
physical methods, such as, for example, fractional 25 crystallization,
separation or crystallization of diastereomeric derivatives or separation
by chiral column chromatography. The individual optical isomers can be
obtained from  the racemates from the conventional methods, such as, for
example, salt formation with  an optically active acid followed by
crystallization. The compounds provided herein may also have prodrug forms.
Any 30 compound that will be converted in vivo to provide the bioactive
agent is a prodrug.  



Various forms of prodrugs are well known in the art. For examples of such
prodrug  derivatives, see, e.g.: WO 2005/009973 PCT/US2004/020384  -15 a)
Design ofProdntzs, edited by H. Bundgaard, (Elsevier, 1985) and  Methods in
Enzymology, Vo142, p. 309-396, edited by K. Widder, et a]. (Acamedic  Press,
1985); b) A Textbook of Drug Design and Development, edited by Krosgaard- 5
Larsen and H. Bundgaard, Chapter 5, "Design and Application of Prodrugs," by
H.  Bundgaard, p, 113-191 (1991); and c) H. Bundgaard, Advanced Drug
Delivery Reviews, 8, 1-38 (1992), each  of which is incorporated herein by
reference. As used herein, treatment means any manner in which one or more
of the  10 symptoms of a disease or disorder are ameliorated or otherwise
beneficially altered.  Treatment also encompasses any pharmaceutical use of
the compounds and  compositions herein, such as use for treating p38 kinase
mediated diseases or  disorders, or diseases or disorders in which p38
kinase activity, including p38a and  p380 kinase activity, is implicated. 15
As used herein, amelioration of the symptoms of a particular disorder by
administration of a particular compound or pharmaceutical composition refers
to any  lessening, whether permanent or temporary, lasting or transient that
can be attributed  to or associated with administration of the composition.
As used herein, IC5o refers to an amount, concentration or dosage of a 20
particular test compound that achieves a 50% inhibition of a maximal
response, such  as modulation of p38a kinase activity, in an assay that
measures such response. B. Compounds The compounds provided herein for use
in the compositions and methods are  active in assays that measure p38
kinase activity, including, but not limited to, p38a and  25 p38f3 kinase
activity. In one embodiment, the compounds provided herein have formulae  I:
WO 2005/009913 PCTIUS2004/020384  -16 R3 O O O  R2 R830 R2 Ral R82N R2  R4
R'NH D R'NH D R'NH 



B B B '  Rs Rs Rs Rs R6 Rs or a pharmaceutically acceptable derivative
thereof, where:  R1 is hydrogen, acyl or -P(O)(OH)2; R2 is hydrogen, halo,
alkyl or alkylthio; O { )  5 A is an aryl, heteroaryl or a heterocyclyl ring
optionally fused to a phenyl ring, provided that the heterocyclyl ring is
attached to the carbonyl group via a carbon ring  atom; B is an aryl or
heteroary] ring; C is a 5-membered heteroaryl ring containing one or two
heteroatoms in the  10 ring; D is heteroaryl, optionally substituted
heteroaryl or -C(O)NR80R81, where R8p  and R81 are independently hydrogen,
alkyl, cycloalkyl, alkoxy, hydroxy, heteroaryl or  optionally substituted
heteroaryl; R3 is selected from the group consisting of:  15 (a) amino,
alkylamino or dialkylamino;  (b) acylamino; (c) optionally substituted
heterocyclyl; (d) optionally substituted aryl or heteroaryl;  (e)
heteroalkyl; 20 (f) heteroalkenyl;  (g) heteroalkynyl;  (h) heteroalkoxy;
(i) heteroalkylamino; Q) optionally substituted heterocyclylalkyl;  25 (k)
optionally substituted heterocyclylalkenyl;  (1) optionally substituted
heterocyc]ylalkynyl; WO 2005/009973 PCT/1JS2003/026384  -17 (m) optionally
substituted heterocyclylalkoxy or heterocyclyloxy;  (n) optionally
substituted heterocyclylalkylamino; (o) optionally substituted
heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; 5 (q) -NHSO2R6 where R6
is alkyl, heteroalkyl or optionally substituted  heterocyclylalkyl; (r)
-NHSO2NR7R8 where R7 and R8 are, independently of each other,  



hydrogen, alkyl or heteroalkyl; (s) -Y-(alkylene)-R9 where: Y is a single
bond, -0-, -NH- or -S(0)R 10 (where n is an integer from 0 to 2); and R9 is
halo, cyano, optionally substituted aryl,  `'C optionally substituted
heteroaryl, optionally substituted heterocyclyl, -COOH,  -COR10, -COOR",
-CONR12R'3, -S02R14, -SO2NR15R16 -NHS02R'7 or  -NHS02NR'8R19, where Rk0 is
alkyl or optionally substituted heterocycle, R" is alkyl,  and Rig, R13,
R14,R15,R16, Rf7, R'8 and R19 are, independently of each other, hydrogen,
15 alkyl or heteroalkyl; (u) -CC=NR20)(NR21R22) Where R20, R21 and R22
independently represent  hydrogen, alkyl or hydroxy, or R20 and R21 together
are -(CH2),-where n is 2 or 3  and R22 is hydrogen or alkyl; (u)
-NHC(X)NR23R24 where X is -0- or -5-, and R23 and R24 are,  20 independently
of each other, hydrogen, alkyl or heteroalkyl; (v) -CONR25R26 where R25 and
R26 independently represent hydrogen,  alkyl, heteroalkyl or optionally
substituted heterocyclylalkyl, or R25 and R26  together with the nitrogen to
which they are attached form an optionally  substituted heterocyclyl ring;
25 (w) -S(O)" R27 where Ti is an integer from 0 to 2, and R27 is alkyl,
heteroalkyl, optionally substituted heterocyclylalkyl or -NR28R29 where R28
and R29  are, independently of each other, hydrogen, alkyl or heteroalkyl;
(x) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl, all
optionally substituted with alkyl, halo, hydroxy or amino; 30 (y)
arylaminoalkylene or heteroarylaminoalkylene; WO 20051009973
PCT/US200-t1020384  413 (z) Z-alkylene-NR30R31 or Z-alkylene-0R12 where Z
is-NH-, -N(lower  alkyl)- or -0-, and R30, R7land R32 are independently of
each other, hydrogen, alkyl  or heteroalkyl; (aa) -OC(O)-alkylene-CO2H or
-OC(O)-NR'R" (where R' and R" are  5 independently hydrogen or alkyl); (bb)
heteroarylalkenylene or heteroarylalkynylene;  (cc) hydrogen; (dd) halo;
(ee) pseudohalo;  10 (ft) hydroxy; (c)tS  



(gg) optionally substituted alkoxy; (Idt) C(L)R40, where L is 0, S or NR55;
R90 is hydrogen, optionally  substituted alkyl, optionally substituted
alkenyl, optionally substituted alkynyl,  optionally substituted aryl,
optionally substituted heteroaryl, optionally substituted 15 heteroarylium,
optionally substituted cycloalkyl, optionally substituted  heterocyclyl,
C(L)R56, halo pseudohalo, OR55 SR55 NR57R8 or SiR52R53R54; where  R52, R53
and Its are selected as in (1) or (ii) as follows (i) R52, R53 and e are
each  independently hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium,  cycloalkyl, heterocyclyl, OR55 or NR62R63; or (ii) any two
of e, R53 and R54 20 together form alkylene, alkenylene, alkynylene,
heteroalkylene; and the other is selected as in (i); R55 is hydrogen, alkyl,
alkenyl, alkynyl, aryl, heteroaryl, 0  heteroarylium, cycloalkyl or
heterocyclyl; R56 is hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, cycloalkyl, heterocyclyl, OR55 or NR64R65; where  e and R65
are each independently hydrogen, alkyl, alkenyl, alkynyl, aryl, 25
heteroaryl, heteroarylium, cycloalkyl, heterocyclyl, OR66 or NR62R63, or e
and e  together form alkylene, alkenylene, alkynylene, heteroalkylene, where
R66 is  hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl, heteroarylium,
cycloalkyl or  heterocyclyl; R57 and R58 are selected as in (1) or (ii) as
follows (i) R57 and R58 are  each independently hydrogen, alkyl, alkenyl,
alkynyl, aryl, heteroaryi, 30 heteroarylium, cycloalkyl, heterocyclyl, 00,
NR67R68 or C(L)R69, where R67 and  R68 are each independently hydrogen,
alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium, cycloalkyl or
heterocyclyl, or together form alkylene, alkenylene, WO 20051009973
PCT/US2004/020384  -19 alkynylene, heteroalkylene; and R69 is hydrogen,
alkyl, alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium, cycloalkyl,
heterocyclyl, OR70 or NR62R6J, where R70 is  alkyl, alkenyl, alkynyl, aryl,
heteroaryl, heteroarylium, cycloalkyl, heterocyclyl; or  (ii) R57 and R5B
together form alkylene, alkenylene, alkynylene, heteroalkylene; R62 5 and
R63 are each independently hydrogen, alkyl, alkenyl, alkynyl, aryl,
heteroaryl,  heteroarylium, cycloalkyl, heterocyclyl, or R6z and R63
together form alkylene,  alkenylene, alkynylene, heteroalkylene; and (ii)
optionally substituted alkyl; R is selected from the group consisting of  10
(a) hydrogen; (b) halo;  (c) alkyl;  



(d) alkoxy; and  (e) hydroxy; 15 R5 is selected from the group consisting of
(a) hydrogen; (b) halo;  (c) alkyl;  (d) haloalkyl; 20 (e) thoakyl;  (f)
hydroxy;  (g) amino;  (h) alkylamino;  (i) dialkylamino; 25 (j) heteroalkyl;
(k) optionally substituted heterocycle; (1) optionally substituted
heterocyclylalkyl;  (m) optionally substituted heterocyclylalkoxy;  (n)
alkylsulfonyl; 30 (o) aminosulfonyl, mono-alkylaminosulfonyl or di-
alkylaminosulfonyl;  (p) heteroalkoxy; and WO 20051009973 PCTYUS20041020384
-20- (q) carboxy; R6 is selected from the group consisting of  (a) hydrogen;
(b) halo;  5 (c) alkyl; and  (d) alkoxy. In one embodiment, C is a
5-membered heteroaryl ring containing one or two  heteroatoms in the ring.
In another embodiment, C is selected from pyrazole, imidazole,  pyrrole,
thiazole, isothiazole, oxazole, isoxazole, furan and thiophene rings. In
another 10 embodiment, C is a pyrazole or imidazole ring. In another
embodiment, C is an imidazole 0 { 1  ring. In another embodiment, C is a
pyrazole ring. 1. Pyrazole-based compounds In one embodiment, C is a
pyrazole ring and the compounds provided herein have  formulae II: 



R'NH R'NH R'NH  R3 R2 O I R2 O R2  R N R830 %' RB'R~N(r N HJ B H D H D B B B
R6 Rs R6 Rs R6 Rs  15 II O  or a pharmaceutically acceptable derivative
thereof, where the variables are as defined elsewhere herein. In this
embodiment, the hydrogen of the ring NH group may be  replaced by one of the
substituents shown in the structure (i.e., -C(O)-A(R3)R), -R2, or  20
-B(D)(R(R')). In another embodiment, the compounds provided herein have
formulae III: WO 2005/009973 PCTIUS20041020384  -21 -3 O O O  A R2 R530 R2
RstRaON RZ  R N / ' N N R'NH{~ R'NHp R'NHp R6 R5 R6 {~~~~~~~J~~~~\\~RS R6 Rs
III or a pharmaceutically acceptable derivative thereof, where the variables
are as defined  elsewhere herein. 5 In another embodiment, the compounds
provided herein have formulae IV:  03 O O O  R2 R2 R2  R4 Ni Ra3O N R6IRao N
N r ,N  R'NH D RINH RINH p  B B B R6 R5 R6 R5 R6 R5  IV or a
pharmaceutically acceptable derivative thereof, where the variables are as
defined  elsewhere herein. 10 In another embodiment, the compounds provided
herein have formulae V:  R3 O O O  



R R83O N-N R61R80 N-N  a N N R2 R2 t R2  R'NH 0 R'NH D R'NH p  B B l3 R6 R5
R6 R5 R6 R5  V or a pharmaceutically acceptable derivative thereof, where
the variables are as defined  elsewhere herein. In another embodiment, the
compounds provided herein have formulae Va: WO 2005/009973 PCT1US20041020334
-22 0 O O  R4 A RHO RB'R N N  HzN N HZN N H2N N  D b Rs / Rs bRG D I D  Va
or a pharmaceutically acceptable derivative thereof, wherein A, D, R3, R4,
and R6  are as defined elsewhere herein. 2. Imidazole-based compounds (c)( )
5 In another embodiment, the compounds are imidazole-based compounds of
formulae VI: R'NH R'NH R'NH  3 R2 _ 2 'f 2  A O I-N R 8830 I %R Rat RsON
A7d7 'x H D H D H D  B B B  R6 RS R6 . \ RS R6 RS VI  10 or a
pharmaceutically acceptable derivative thereof, where the variables are as
defined  elsewhere herein. In this embodiment, the hydrogen of the ring NE
group may be  replaced by one of the substituents shown in the structure
structure (i.e., -C(O)-A(R3)R),  -RZ, or -B(D)(R)(R). 



In another embodiment, the compounds provided herein have formulae VII: WO
2005/009973 PCT/US20041020384  -23 R3 O O  R4 A N R83O R81R N  p rRZ ~Rz R
R NH D  INH `-J\ D R1NM p R7A,~ B B  R6/ R$ R6 RS Ra RS  VII or a
pharmaceutically acceptable derivative thereof, where the variables are as
defined  { elsewhere herein. 5 In another embodiment, the compounds provided
herein have formulae VIII:  3 R2 R2 2  R44N RHO N-- Ra~R~ R  W N--( \ N N
A~~  R'NH D R1NH D R'NH D  B B Ra RS Ra Rs Ra RS VIII  or a pharmaceutically
acceptable derivative thereof, where the variables are as defined  elsewhere
herein. 10 3. Other embodiments In other embodiments, the compounds for use
in the compositions and  methods provided herein have the above formulae, or
pharmaceutically acceptable  derivatives thereof, where R1 is hydrogen. In
another embodiment, Rz is hydrogen or  lower alkyl. In another embodiment,
R2 is hydrogen. 15 In another embodiment, G is OR83 or NRaR81. In another
embodiment, R83 is  alkyl or cycloalkyl. In another embodiment, RS3 is
alkyl. In another embodiment, R83 is  ethyl. In another embodiment, e and
RS1 are each independently hydrogen, alkyl or  cycloalkyl. In another
embodiment, R8 and R81 are each independently hydrogen or  cycloalkyl. In
another embodiment, RS0 and R81 are each independently hydrogen or 



20 cyclohexyl. In another embodiment, G is NH2 or NH(cyclohexyl). WO
2005/009973 PCT/US2004/020384  -24 In another embodiment, G is aryl,
heteroaryl, cycloalkyl, heterocyclyl or  heterocyclyl optionally fused to
phenyl, and is substituted with R3 and R4, provided that  the heterocyclyl
ring is attached to the carbonyl group via a carbon ring atom. In  another
embodiment, G is phenyl, cyclohexyl, cyclopentyl or benzyl, and is
substituted 5 with R3 and R4. In another embodiment, G is phenyl and is
substituted with R3 and R4.  In another embodiment, A is an aryl ring. In
another embodiment, A is a phenyl  ring. In another embodiment, 13 is an
aryl ring. In another embodiment, B is a phenyl  ring. 10 In another
embodiment, D is -C(O)NR80R8'. In another embodiment, R80 and R81 3 ('  are
each independently hydrogen, cycloalkyl or alkoxy. In another embodiment,
R$0 is hydrogen. In another embodiment, R81 is cycloalkyl or alkoxy. In
another embodiment,  R81 is C3-6cycloalkyl or Ct-6alkoxy. In another
embodiment, R81 is cyclopropyl or  methoxy. 15 In another embodiment, D is
optionally substituted heteroaryl. In another  embodiment, 11 is optionally
substituted triazolyl. In another embodiment, D is 1,2,4- triazol-3-yl. In
another embodiment, R3 is hydrogen, optionally substituted heterocyclyl,
optionally substituted alkyl, C(L)R40, halo, pseudohalo or OR4I; Where L is
O, S  20 or NR55; R40 is hydrogen, optionally substituted alkyl, optionally
substituted alkenyl, optionally substituted alkynyl, optionally substituted
aryl, optionally O 1  substituted heteroaryl, optionally substituted
heteroarylium, optionally substituted  cycloalkyl, optionally substituted
heterocyclyl, C(L)R56, halo pseudohalo, OR55 SR55 NR57Rss or SiR52R53R54;
R41 is hydrogen, optionally substituted alkyl,  25 optionally substituted
alkenyl, optionally substituted alkynyl, optionally  substituted aryl,
optionally substituted heteroaryl, optionally substituted  heteroarylium,
optionally substituted cycloalkyl, optionally substituted  heterocyclyl,
C(L)R59, NR60R61 or SiR52R53RM; where R52 R53 and R54 are selected as in (1)
or (ii) as follows (i) R52, R53 and R54 are each independently hydrogen,  30
alkyl, alkenyl, alkynyl, aryl, heteroaryl, heteroarylium, cycloalkyl,
heterocyclyl,  OR55 or NR' R63; or (ii) any two of 0R53 and R54 together
form alkylene,  alkenylene, alkynylene, heteroalkylene; and the other is
selected as in (i); R55 is WO 2005/009913 PCT/US2004102038-l  



-25 hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl, heteroarylium,
cycloalkyl or  heterocyclyl; R56 is hydrogen, alkyl, alkenyl, alkynyl, aryl,
heteroaryl,  heteroarylium, cycloalkyl, heterocyclyl, OR55 or NR64R65; where
R64 and R65 are  each independently hydrogen, alkyl, alkenyl, alkynyl, aryl,
heteroaryl, 5 heteroarylium, cycloalkyl, heterocyclyl, OR66 or NR62R63, or
R64 and R65 together  form alkylene, alkenylene, alkynylene, heteroalkylene,
where R66 is hydrogen,  alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, cycloalkyl or  heterocyclyl; R57 and R58 are selected as in
(i) or (ii) as follows (i) R57 and R58 are  each independently hydrogen,
alkyl, alkenyl, alkynyl, aryl, heteroaryl, 10 heteroarylium, cycloalkyl,
heterocycly], OR55, NR67R6 or C(L)R69, where R67 and  R68 are each
independently hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, cycloalkyl or heterocyclyl, or together form alkylene,
alkenylene,  alkynylene, heteroalkylene; and R69 is hydrogen, alkyl,
alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium, cycloalkyl,
heterocyclyl, OR70 or NR62R63, where R70 is 15 alkyl, alkenyl, alkynyl,
aryl, heteroaryl, heteroarylium, cycloalkyl, heterocyclyl;  or (ii) R57 and
R58 together form alkylene, alkenylene, alkynylene,  heteroalkylene; R59 is
hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium,
cycloalkyl, heterocyclyl, OR70 or NR62R63; R60 and R6' are each
independently hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, 20 cycloalkyl, heterocyclyl or C(L)R71, where R71 is alkyl,
alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium, cycloalkyl,
heterocyclyl, OR" or NR62R63; or R60 and  R61 together form alkylene,
alkenylene, alkynylene, heteroalkylene; Rb2 and R63  are each independently
hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium,
cycloalkyl, heterocyclyl, or R62 and R63 together form alkylene, 25
alkenylene, alkynylene, heteroalkylene. In another embodiment, R3 is
hydrogen, optionally substituted  heterocyclyl, optionally substituted
alkyl, C(L)R40, halo or OR41. In another  embodiment, R3 is hydrogen,
optionally substituted heterocyclyl, optionally  substituted alkyl, C(L)R90,
iodo, chloro or OR41. In another embodiment, R3 is 30 hydrogen, optionally
substituted dioxolanyl, optionally substituted methyl, C(L)R40,  iodo,
chloro or OR 41_ In another embodiment, R3 is hydrogen, 2-dioxolanyl,
optionally  substituted methyl, C(O)R40, iodo, chloro or OR41. In another
embodiment, R3 is WO 2005/009973 PCTIUS2004/020354  -26 hydrogen,
2-dioxolanyl, optionally substituted methyl, CHO, iodo, chloro or OR41. In  



another embodiment, R3 is hydrogen. In another embodiment, R3 is optionally
substituted methyl. In another  embodiment, R3 is methyl which is optionally
substituted with heterocyclyl, hydroxy,  5 aralkylamino or
heterocyclylalkylamino. In another embodiment, R3 is N morpholinylmethyl,
hydroxymethyl, N-(2-(3-chlorophenyl)-I-ethyl)aminomethyl, N-(2-
morpholinyl-1-ethyl)aminomethyl or 4-piperizinylmethyl. In another
embodiment, A is O. In another embodiment, e is hydrogen,  optionally
substituted alkyl or cycloalkyl. In another embodiment, R40 is 10 hydrogen
or alkyl. In another embodiment, e is hydrogen. In another embodiment, R41
is hydrogen or optionally substituted alkyl, In  another embodiment, R41 is
hydrogen, or alkyl optionally substituted with  heterocyclyl, aryl,
dialkylamino, halo or hydroxy. In another embodiment, R41 is  hydrogen, or
CI.3alkyl optionally substituted with heterocyclyl, phenyl, 15 dialkylamino,
halo or hydroxy. In another embodiment, R41 is hydrogen, 2-(N-
morpholinyl)eth-I-yl, benzyl, 2-(NN-di-(2-hydroxy-I-ethyl)amino)-I-ethyl, 2-
bromo-1 -ethyl, 2,2-dioxolan-4-ylmethyl, 2-(4-methylpiperazin-I-yl)-1-ethyl
or  2,3-dihydroxy-l-propyl. In another embodiment, R41 is
(5)-2,3-dihydroxy-l- propyl. 20 In another embodiment, R4 is hydrogen. In
another embodiment, R5 is alkyl. In another embodiment R5 is methyl. In
another embodiment, R6 is hydrogen. 0  In another embodiment, the compounds
for use in the compositions and methods  provide herein have the above
formulae, including formulae I-VIII, or a pharmaceutically  acceptable
derivative thereof, where: 25 RI is hydrogen, acyl or -P(O)(OH)2; R2 is
hydrogen, halo, alkyl or alkylthio; A is an aryl, heteroaryl or a
heterocyclyl ring optionally fused to a  phenyl ring provided that the
heterocyclyl ring is attached to the  carbonyl group via a carbon ring atom;
30 B is an aryl or heteroaryl ring; WO 20051009973 PCT1US20041020384  -27 R
is heteroaryl, optionally substituted heteroaryl or -C(O)NR$R8'  (where e
and Rs' are independently hydrogen, alkyl, cycloalkyl,  alkoxy, hydroxy,
heteroaryl or optionally substituted heteroaryl);  R3 is selected from the
group consisting of 5 (a) amino, alkylamino or dialkylamino;  



(b) acylamino; (c) optionally substituted heterocyclyl; (d) optionally
substituted aryl or heteroaryl;  (e) heteroalkyl; 10 (f) heteroalkenyl;  (g)
heteroalkynyl;  (h) heteroalkoxy;  (i) heteroalkylamino; (j) optionally
substituted heterocyclylalkyl;  15 (k) optionally substituted
heterocyclylalkenyl;  (t) optionally substituted heterocyclylalkynyl;  (m)
optionally substituted heterocyclylalkoxy or  heterocyclyloxy; (n)
optionally substituted heterocyclylalkylamino;  20 (o) optionally
substituted heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; (q)
-NHSO2R6 where R6 is alkyl, heteroalkyl or  optionally substituted
heterocyclylalkyl; (r) -NHSO2NR'R5 where R7 and R8 are, independently  25 of
each other, hydrogen, alkyl or heteroalkyl; (s) -Y-(alkylene)-R9 where: Y is
a single bond, -0-, - NH- or -S(O)" (where n is an integer from 0 to 2);
and R9 is cyano, optionally substituted heteroaryl, - COOl3, -COR'0, -COOR",
-CONR12R'3, -S02R'4,  30 SO2NR15R16, -NHS02R17 or -NHSO2NR1eR19,  where RE0
is alkyl or optionally substituted  heterocycle, R' 1 is alkyl, and R'2, Ru
, R14, R15 R'6, WO 2005/009973 PCT/US20041020384  -28 R17, R18 and R'9 are,
independently of each other,  hydrogen, alkyl or heteroalkyl; (v)
-C(=NR2)(NR21R22) when R2", R2' and R22  independently represent hydrogen,
alkyl or 5 hydroxy, or R20 and R21 together are -(Cli2),; - where n is 2 or
3 and R22 is hydrogen or alkyl;  (u) -NHC(X)NR2JR21 where X is -0- or -5-,
and 



R23 and R2 are, independently of each other,  hydrogen, alkyl or
heteroalkyl; 10 (v) -CONR25R26 where R25 and R26 independently  represent
hydrogen, alkyl, heteroalkyl or  optionally substituted heterocyclylalkyl,
or R25  and R26 together with the nitrogen to which  they are attached form
an optionally substituted 15 heterocyclyl ring; (w) -S(O)nk27 where n is an
integer from 0 to 2, and R27  is alkyl, heteroalkyl, optionally substituted
heterocyclylalkyl or -NR22R29 where R2S and R29  are, independently of each
other, hydrogen, alkyl or  20 heteroalkyl; (x) cycloalkylalkyl,
cycloalkylalkynyl and  cycloalkylalkynyl, all optionally substituted with
alkyl, halo, hydroxy or amino; (y) arylaminoalkylene or
heteroarylaminoalkylene;  25 (z) Z-alkylene-NR 30R31 or Z-alkylene-ORJ2
where Z  is-NH-, -N(lower alkyl)- or -0-, and R30, R31and  R32 are
independently of each other, hydrogen,  alkyl or heteroalkyl; (aa)
-OC(O)-alkylene-CO2H or -OC(O)-NR'R"  30 (where Wand R" are independently
hydrogen or alkyl);  and (bb) heteroarylalkenylene or heteroarylalkynylene;
WO 2005/009973 PCTIUS20041020384  -29 R4 is selected from the group
consisting of  (a) hydrogen; (b) halo;  (c) alkyl; 5 (d) alkoxy; and  (e)
hydroxy; R5 is selected from the group consisting of  (a) hydrogen; (b)
halo;  



10 (c) alkyl;  (d) haloalkyl;  (e) thioalkyl;  (f) hydroxy;  (g) amino; 15
(h) alkylamino;  (i) dialkylamino;  0) heteroalkyl; (k) optionally
substituted heterocycle; (I) optionally substituted heterocyclylalkyl;  20
(m) optionally substituted heterocyclylalkoxy;  (n) alkylsulfonyl; (o)
aminosulfonyl, mono-alkylaminosulfonyl or di- alkylaminosulfonyl; (p)
heteroalkoxy; and  25 (q) carboxy; R6 is selected from the group consisting
of:  (a) hydrogen; (b) halo;  (c) alkyl; and  30 (d) alkoxy; prodrugs,
individual isomers, mixtures of isomers and  pharmaceutically acceptable
salts thereof WO 2005/009973 PCT/US2004/020384  -30 In another embodiment,
the compounds are those wherein:  R' is hydrogen or acyl; Rz is hydrogen or
alkyl; A is an aryl or heteroaryl ring. 5 In another embodiment, the
compounds are those wherein:  R' is hydrogen, acyl or -P(O)(OH)2; R2 is
hydrogen, halo, alkyl or alkylthio; A is an aryl, heteroaryl or a
heterocyclyl ring optionally fused to a phenyl  ring provided that the
heterocyclyl ring is attached to the carbonyl group  10 via a carbon ring
atom; B is an aryl or heteroaryl ring; 



R3 is selected from the group consisting of:  (a) amino; (b) acylamino; 15
(c) optionally substituted heterocycle; (d) heteroaryl optionally
substituted with a substituent selected  from halo, alkyl or alkoxy; (e)
heteroalkyl;  (1) heteroalkenyl;  20 (g) heteroalkynyl; (h) heteroalkoxy
(i) heteroalkylamino; 0) optionally substituted heterocyclylalkyl;  (k)
optionally substituted heterocyclylalkenyl;  25 (1) optionally substituted
heterocyclylalkynyl; (m) optionally substituted heterocyclylalkoxy; (n)
optionally substituted heterocyclylalkylamino;  (o) optionally substituted
heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; 30 (q) -NHSOZR6 where
R6 is alkyl, heteroalkyl or  optionally substituted heterocyclylalkyl; WO
20051009973 PCTIUS20041020384  -31 (r) -NHSO2NR'R8 where R' and R8 are,
independently  of each other, hydrogen, alkyl or heteroalkyl; (s)
-Y-(alkylene)-R9 where: Y is a single bond, -0-, - NH- or -S(O)R- (where n
is an integer from 0 to 2);  5 and R9 is cyano, heteroaryl, -COON, -COR10,
COOR" -CONR12R", -S02R14, SO2NR'5R16  NHS02R'7 or -NHS02NR1'R19 where Rio is
alkyl  or optionally substituted heterocycle, R' 1 is alkyl,  and R12, R 13,
R'4, R'5, R'6, R17, R18 and R'9 are, 10 independently of each other,
hydrogen, alkyl or  heteroalkyl;  (t) C(=NR20)(N1(211(22) where R20, R21 and
R22 independently represent hydrogen, alkyl or hydroxy, or R20 and R21
together are -(CH2),,- where n is 2 or 3 and R22 is hydrogen  



15 or alkyl; (u) -NHC(X)NR23R24 where Xis -0- or -S-, and R23 and R24  are,
independently of each other, hydrogen, alkyl or  heteroalkyl; (v)
-CONR25R26' where R25 and R25 independently represent  20 hydrogen, alkyl,
heteroalkyl or optionally substituted  heterocyclylalkyl, or 1(25 and R26
together with the nitrogen  to which they are attached form an optionally
substituted  heterocyclyl ring; (w) -S(O)" R27 where it is an integer from 0
to 2, and R27 is 25 alkyl, heteroalkyl, optionally substituted
heterocyclylalkyl  or -NR28R29 where R28 and R29 are, independently of each
other, hydrogen, alkyl or heteroalkyl; R4 is selected from the group
consisting of  (a) hydrogen; 30 (b) halo;  (c) alkyl; and  (d) alkoxy; WO
2005/009973 PCTIUS2004/020381  -32 R5 is selected from the group consisting
of- (a)hydrogen; (b) halo;  (c) alkyl;  5 (d) haloalkyl; (e) thioalkyl;  (f)
hydroxy;  (g) amino;  (h) alkylamino; 10 (i) dialkylamino; 3 (')  6)
heteroalkyl; (k) optionally substituted heterocycle; (1) optionally
substituted heterocyclylalkyl; and  (m) optionally substituted
heterocyclylalkoxy;  15 R6 is selected from a group consisting of: (a)
hydrogen;  



(b) halo; (c) alkyl; and  (d) alkoxy. 20 In another embodiment the compounds
are those where R3 is: (a) optionally substituted heterocyclyl; 0  (b) aryl
or heteroaryl both optionally substituted with a substituent  selected from
halo, alkyl, amino, alkoxy, carboxy, lower alkoxy  carbonyl, SO2R' (where It
is alkyl) or -O2NHR'R" (where R' 25 and R" are independently hydrogen or
alkyl);  (c) heteroalkyl; (d) heteroalkenyl;  (e) heteroalkylamino;  (f)
heteraloxy 30 (g) optionally substituted heterocyclylalkyl or
heterocyclyloxy;  (h) optionally substituted heterocyclylalkenyl; (1)
optionally substituted heterocyclylalkynyl; WO 2005/009973 PCT/US2004/02038
$  -33 optionally substituted heterocyclylalkoxy; (k) optionally substituted
heterocyclylalkylamino;  (1) optionally substituted
heterocyelylalkylcarbonyl: (s) -Y-(alkylene)-R9 where Y is a single bond, -O
or -NH- and R9  5 is optionally substituted heteroaryl, -CONR12R13, S02R'4,-
SO2NRI5R'6 _NHSO2R17 or -NHSO2NR'8R19 where R12, R13,  R14, R15, R16 R17_R'8
and R19 are independently of each other  heteroalkyl; hydrogen, alkyl or
heteroalkyl; (x) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl,
all  10 optionally substituted with alkyl, halo, hydroxy or amino;  (m)
arylaminoalkylene or heteroarylaminoalkylene; or  (n) Z-alkylene-NR30R31
where Z is -NH-, N(aikyl)- or -0-, and Rao  and R31 are independently of
each other, hydrogen, alkyl or 15 heteroalkyl. In still another embodiment,
the compounds are those where R' and R2 are  hydrogen and B is phenyl. In an
additional embodiment, the compounds are those  wherein R4 is hydrogen and
R5 is halo or alkyl. In another embodiment, the  



compounds are those wherein R5 is chloro, fluoro or methyl and R6 is
hydrogen, 20 chloro, fluoro, methyl or methoxy. In another embodiment, the
compounds are those  f wherein R3 is optionally substituted heteroaryl. In
yet another embodiment, the compounds are those wherein R3 is pyridin-2- yl,
pyridin-3-yl, pyridin-4-y1, N-oxidopyridin-2-yl, N-oxidopyridin-3-yl,
Noxidopyridin-4-yl or pyridon-2-yl, all optionally substituted. In a further
25 embodiment, the compounds are those wherein R3 is at the 3-position. In
still another  embodiment, the compounds are those wherein R5 is 4-F or
2-Me, and R6 is hydrogen.  In another embodiment, the compounds are those
wherein R3 is optionally substituted  phenyl. In a further embodiment, the
compounds are those wherein R3 is 3- 30 sulfamoylphenyl,
3-methylsulfonylphenyl, 3-carboxyphenyl or 3- ethoxycarbonylphenyl. In yet
another embodiment, the compounds are those wherein  R5 is 4-F and R6 is
hydrogen. WO 20051009993 PCTIUS20041020384  -34 In another embodiment, the
compounds are those wherein R3 is:  (a) heteroalkyl; (b) heteroalkoxy;  (c)
heteroalkylamino; 5 (d) optionally substituted heterocyclylalkyl;  (e)
optionally substituted heterocyclylalkoxy; (f) optionally substituted
heterocyclylalkylamino; (g) Y-(alkylene)-R9 where Y is a single bond, -0- or
-NH- and R9 is optionally substituted heteroaryl, -CONR12R13, - 10 S02R14,
-SO2NR'5RI6 -NHSO2R17 or -NHS02NR'BR19 where R12, R13, R14' R'5, R16, RI',
R18 and R19 are independently of each other hydrogen, alkyl or  heteroalkyl;
or (h) Z-alkylene-NR30R31 where Z is -NH-, -N(alkyl)- or -0-,  15 and R 30
and R31 are independently of each other, hydrogen,  alkyl or heteroalkyl. In
a further embodiment, the compounds are those wherein R3 is heteroalkyl.  In
another embodiment, the compounds are those wherein R3 is at the 3-position
and  is selected from the group consisting of 2-dimethytaminoethyl, 3 20
dimethylaminopropyl, 4-dimethylaminobutyl, 2-dimethylaminoethylamino, 3- 



dimethylaminopropylamino, hydroxymethyt, 1,2-dihydroxyethyl, 3-hydroxy-3- 3
methyl-l-butyl or 3-hydroxybutyl. In yet another embodiment, the compounds
are those wherein R5 is 2-F and R is 4-F. In still another embodiment, the
compounds are those wherein R5 is 2-Me  25 and R6 is hydrogen. In an
additional embodiment, the compounds are those  wherein R9 is heteroalkoxy
or heteroalkylamino. In yet another embodiment, the  compounds are those
wherein R3 is at the 3-position and is selected from the  group consisting
of 3-dimethylaminopropoxy, 2dimethylaminoethoxy, 2- hydroxyethoxy,
2,3-dihydroxypropoxy, 2-dimethylaminoethylamino and 3 30
dimethylaminopropylamino. In yet another embodiment, the compounds are those
wherein R3 is  optionally substituted heterocyclylalkyl, optionally
substituted heterocyclylalkoxy WO 2005/009973 PCT/US20041020383  -35 or
optionally substituted heterocyclylalkylamino. In still another embodiment,
the  compounds are those wherein R3 is at the 3-position and is selected
from the group  consisting of 3-(morpholin-4-yl)propoxy,
2-(morpholin-4-yl)ethoxy, 2-(2-oxo- pyrrolidin-I-yl)ethoxy,
3(morpholin-4-yl)propyl, 2-(morpholin-4-yl)ethy), 4 5 (morpholin-4yl)butyl,
3-(morpholin-4-yl)propylamino, 2-(morpholin-4- yl)ethylamino,
4-hydroxypiperidinylmethyl, 2-(S,S-dioxothiamorpholin-4-yl)ethyl,
3-(S,S-dioxo-thiamorpholin-4-yl)propyl and N-methylpiperazinylmethyl. In an
additional embodiment, the compounds are those wherein R3 is -Y-
(alkylene)-R9 where Y is a single bond, -0- or -NH- and R9 is optionally
substituted  10 heteroaryl, -CONR12R13, -SO2R14, -SO2 NR'5R'6,-NHSO2R17 or
-NHSO2NR'8R14 where R12, R13, R14 R'5, R16, RIT, R18 and R19 are
independently of each other  hydrogen, alkyl or heteroalkyl. In a further
embodiment, the compounds are those  wherein Y is a single bond and R9 is
-SO2R14 or -SO2NR15R16 In an additional embodiment, the compounds are those
wherein R3 is 5- 15 methylsulfonylethyl or sulfamoylethyl. Also provided
herein is a compound selected from the group consisting of 5-
amino-l-(4-fluorophenyl)-4-[3-(2-morpholin-4-ylethoxy)benzoyl]pyrazole,
5-amino-l-
(2,4-difluorophenyl)-4-[3-(3-morpholin-4ylpropyl)benzoyl]pyrazole,
5-amino-4-(3- aminobenzoyl)- 1-(4-fluorophenyl)pyrazole,
5-amino-l-(4-fluorophenyl)-4- [3-(3 20 morpholin-4-ylpropyl)benzoyl]
pyrazole, 5-amino-4-[3-(2- aminosulfonylethenyl)benzoyl]
-1-(4fluorophenyl)pyrazole, 5-amino-4-(3- acetylam
nobenzoyl)-I-phenylpyrazole, 5-amino-4-[3-(2-aminoethyl)benzoyl]-1-(4- 



fluorophenyl)pyrazole, 5-amino-l-(4-fluorophenyl)-4- [3-(3-morpholin-4-
ylpropylamino) benzoyl] pyrazole,
5-amino4-[3-(2-aminosulfonylethyl)benzoyl]-1 25 (4-fluorophenyl)pyrazole and
5-amino-l-(4-fluorophenyl)-4-(3-pyridin-3- ylbenzoyl)pyrazole. Also provided
herein is a compound selected from the group consisting of 5-
amino-I-(2-methylphenyl)-4-[3-pyridin-3-yl)benzoyl]pyrazole, 5-amino-l-(2-
methylphenyl)-4-[3-(N-oxidopyridin-3-yl)benzoyl]pyrazole, 5-amino-4-[3-(2,3
30 dihydroxypropoxy)benzoyl]-I-(4-fluorophenyl) pyrazole, 5-amino-4-[3-(1,2-
dihydroxyethyl)benzoyl]- 1-(4-fluorophenyl) pyrazole,
5-amino-l-(4-fluorophenyl)-4- [3-(sulfamoylbenzoyl) pyrazole,
5-amino-l-(4-fluorophenyl)-4-[3-(3-hydroxy-3 WO 2005/009973
PCTIUS2004/020384  -36 methylbutyl) benzoyl]pyrazole,
5-amino-l-(4-fluorophenyl)-4-[3-(2-(I- hydroxycyclopentyl)ethyl)
benzoyl]pyrazole, 5-amino-4-[3-(2-
methylsulfonylethyl)benzoyl]-1-(4-fluorophenyl) pyrazole, and
5-amino-l-(2,4- difluorophenyl)-4-[3-(2-hydroxyethylsulfonyl)
benzoyl]pyrazole. 5 Further provided herein is a compound selected from
3-[5-amino-4-(3-iodo- benzoyl)-pyrazol-I-yl]-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl- pyrazol-l-yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-1-yl)- 4-methyl-benzoic acid;
3-(5-amino-4-benzoyl-pyrazol-l-yl)-N-cyclopropyl-4-methyl- benzamide;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-l-yl]-4-methyl-benzoic acid; 3 10
[5-amino-443-iodo-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide;
{5- amino-l-[2-methyl-5-(4H-[ 1,2,4]triazol-3-yl)-phenyl]- I H-pyrazol-4-yl
}-phenyl- methanone; 3-[5-amino-4-(3-[
1,3]dioxolan-2-yl-benzoyl)-pyrazol-l-yl]-N- cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-fonnyl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-hydroxymethyl-benzoyl)-pyrazol 15
1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-{5-amino-4-[3-(4-methyl-piperazin-l -
ylmethyl)-benzoyl]-pyrazol-l-yi}-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4- (3 -morpholin-4-ylmethyl-benzoyl)-pyrazol-l-yl
]-N-cyclopropyl-4-methyl-benzam ide;
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-
methyl-benzamide; 3-[5-amino-4-(3-benzyloxy-benzoyl)-pyrazol-l-yl)-N 20
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-1-yl]-
N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(4-methyl-benzoyl)-pyrazol-l-yl]- O
N-cyclopropyl-4-methyl-benzamide; and 3-(5-amino-4-benzoyl-imidazol-l-yl)-N-
cyelopropyl-4-methyl-benzamide. Also provided herein is a compound selected
from 3-[5-amino-4-(3-iodo- 



25 benzoyl)-pyrazol-1-yi]-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl- pyrazol-l -yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-1-yl)- N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-yl}-N-
cyclopropyl-4-methyl-henzamide;
{5-amino-l-[2-methyl-5-(4H-[1,2,4]triazol-3-yl)-
phenyl]-II-J-pyrazol-4-yI)-phenyl-methanone;
3-(5-amino-4-(3-[I,3]dioxolan-2-yl 30
benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-formyl-
benzoyl)-pyrazol-I-yl]-N-cyclopropyl-4-methyl-benzamide; 3-[5-amino-4-(3-
hydroxymethyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide; 3-(5
WO 20051009973 PCT/US2004l020384  -37 amino-4-[3-(4-methyl-piperazin- I
-ylmethyl)-benzoyl]-pyrazol-I-yl}-N-cyclopropyl- 4-methyl-benzamide;
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-l-yl]-
N-cyclopropyl-4-methyl-benzamide; 3-[5-amino-4-(3-morpholin-4-ylmethyl-
benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide; 3-[5-amino-4-(3 5
benzyloxy-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-
(3-hydroxy-benzoyl)-pyrazol-l-y1]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-
4-(4-methyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide; or
3-(5- amino-4-benzoyl-imidazol- l -yl)-N-cyclopropyl-4-methyl-benzamide.
Also provided is a compound selected from: 10
3-{5-Amino-4-[3-(2-dimethylamino-ethylcarbamoyl)-benzoyl]-imidazol-l-yI}-N-
cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(5-chloro-thiophene-2-carbonyl)-imidazol-I-yl]-N-cyclopropyl-4-
methyl-benzamide; 3-[5-Amino-4-(3-hydrazinocarbonyl-benzoyl)-imidazol- I
-yl]-N-cyclopropyl-4- 15 methyl-benzamide;
3-(5-Amino-4-cyclohexanecarbonyl-imidazo)-I-yl)-N-cyclopropyl-4-methyl-
benzamide; 3-(5-Amino-4-cyclopentanecarbonyl-imidazol-I
-yI)-N-cyclopropyl-4-methyl- benzamide; 20
3-(5-Amino-4-phenylaeetyl-imidazol-l-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(tetrahydro-pyran-4-carbonyl)-imidazol-l-yl]-N-cyclopropyl-4-me
thyl- benzamide; 3-[5-Am ino-4-(3-ethylcarbamoyl-benzoyl)-imidazol- l
-yl]-N-cyclopropyl-4-methyl- benzamide; and 25
3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-imidazol-I-yl]-N-cyclopropyl-4-
methyl-benzamide. 



Also provided is a compound selected from: 5-Amino-I
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methyl-I H-pyrazole-4-
carboxylic acid ethyl ester; 30
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-IH-pyrazole-4-carboxylic
acid ethyl ester; WO 2005/009973 PCT/t152004/020384  -38
3-(5-Amino-4-cyclopentanecarbonyl-pyrazol- I-yl)-N-cyclopropyl-4-methyl-
benzamide; 3-[5-Amino-4-(3-hydrazinocarbonyl-benzoyl)-pyrazol-I
-yl]-N-cyclopropyl-4-methyl- benzamide; 5
5-Amino-I-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-IH-pyrazole-4-carboxylic
acid benzylamide;
3-(5-Amino-4-cyclohexanecarbonyl-pyrazol-1-yi)-N-cyclopropyl-4-methyl-
benzamide; and 5-Amino-I
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-IH-pyrazole-4-carboxylic  10 acid
cyclohexylamide. Also provided is a compound selected from: 5-Amino- I
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfanyl- I H-
pyrazole-4-carboxylic acid amide; 5-Amino-I
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methanesulfonyl- I H- 15
pyrazole-4-carboxylic acid amide;
5-Amino-I-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfanyl-I H-
pyrazole-4-carboxylic acid ethyl ester;
5-Amino-3-[(3-chloro-benzylcarbamoyl)-methoxy]-1-(5-cyclopropylc arbamoyl-2-
methyl-phenyl)-IH-pyrazole-4-carboxylic acid ethyl ester; 20
3-[5-Amino-4-benzoyl-3-(piperidin-4-yloxy)-pyrazol-l-yl]-N-cyclopropyl-4-met
hyl- benzamide;
3-(5-Amino-4-benzoYl-3-methanesulfonY1-PYrazol-l-YI)-N-cYcloProPYl-4-methYl-
benzamide; 3-(5-Amino-4-benzoyl-3-methoxy-pyrazol-I
-yt)-N-cyclopropyl-4-methyl-benzamide;  25 5-Amino-l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-(2-hydroxy-e(hoxy)-I H-
pyrazote-4-carboxylic acid ethyl ester; 4-[5-Amino-4-benzoyl- l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-I H-pyrazol-3- yloxy]-piperidine-
I-carboxylic acid tert-butyl ester;
3-(5-Amino-4-benzoyl-3-methylsulfanyl-pyrazol-I-yl)-N-cyclopropyl-4-methyl- 



30 benzamide; and
3-[5-Amino-4-benzoyl-3-(2-methoxy-ethoxy)-pyrazol-1-yl]-N-cyclopropyl-4-meth
yl- benzamide. WO 2005/009973 PCT/US2004/020384  -39 Also provided is a
compound selected from:  3-[5-Amino-4-(3-iodo-benzoyl)-pyrazol- l
-yl]-N-methoxy-4-methyl-benzamide;
3-(5-Amino-4-benzoyl-pyrazol-1-yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-I-yl)-4-methyl-benzoic acid; 5
3-(5-amino-4-benzoyl-pyrazol-)-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-4-methyl-benzoic acid;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-I
-yl]-N-cyclopropyl-4-methyl-benzamide;  (5-amino- I -[2-methyl-5-(4H-[
1,2,4]triazol-3-yl)-phenyl]-1 H-pyrazol-4-yl} -phenyl- methanone; 10
3-[5-amino-4-(3-[I,3]dioxolan-2-yl-benzoyl)-pyrazol-l-y1]-N-cyclopropyl-4-me
thyl- benzamide; 3-[5-amino-4-(3-formyl-benzoyl)-pyrazol-
-yl]-N-cyclopropyl-4-methyl-benzamide;  3-[ 5-amino-4-(3 -hydrox
ymethyl-benzoyl)-pyrazol- l -yl]-N-cyclopropyl-4-methyl- benzamide; 15
3-{5-amino-4-[3-(4-methyl-piperazin-1-ylmethyl)-benzoyl]-pyrazol-1-yl)-N-
cyclopropyl-4-methyl-benzamide; 3-[5-amino-4-(3-morphol
in-4-ylmethyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4- methyl-benzamide; 3-
{5-Amino-4-[3-(2-morpholin-4-yl-ethoxy)-benzoyl)-pyrazol-1-yl}-N-cyclopropyl
- 20 4-methyl-benzamide;
3-[5-amino-4-(3-benzyloxy-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-
benzamide; 3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-l
-yl]-N-cyclopropyl-4-methyl- benzamide; 25
3-[5-amino-4-(4-methyl-benzoyl)-pyrazol-I-yl]-N-cyclopropyl-4-methyl-benzami
de;  3-(S-amino-4-benzoyI-imidazol-l-yl)-N-cyclopropyl-4-methyl-benzamide;
3-(5-Amino-4-cyclohexanecarbonyl-imidazol-I -yl)-N-cyclopropyl-4-methyl-
benzamide;
3-(5-Amino-4-cyclopentanecarbonyl-imidazol-1-yl)-N-cyclopropyl-4-methyl- 30
benzamide;
3-(5-Amino-4-phenytacetyl-imidazol-l-yl)-N-cyclopropyl-4-methyl-benzamide; 



WO 2005/009973 PCTIUS2004/020384  -40
3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-imidazol-t-yl]-N-cyclopropyl-4-
methyl-benzamide; 3-
{5-Amino-4-[3-(2-dimethylamino-ethylcarbamoyl)-benzoyl]-imidazol-l-yl}-N-
cyclopropyl-4-methyl-benzamide; 5
3-[5-Amino-4-(3-ethylcarbamoyl-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-methy
l- benzamide; 3-[5-Amino-4-(3-methylcarbamoyl-benzoyl)-imidazol-I
-yl]-N-cyclopropyl-4-methyl- benzamide;
3-[5-Amino-4-(3-cyclopropylcarbamoyl-benzoyl)-imidazoi- I
-yl]-N-cyclopropyl-4- 10 methyl-benzamide; Cy
3-[5-Amino-4-(3-cyclopentylcarhamoyl-benzoyl)-imidazol-t-yl]-N-cyclopropyl-4
methyl-benzamide;  3-
(5-Amino-4-[3-(morpholine-4-carbonyl)-benzoyl]-imidazol-
I-yl)-N-cyclopropyl-4- methyl-benzamide; 15
3-{5-Amino-4-[3-(cyclopropylmethyl-carbamoyl)-benzoyl]-imidazol-l-yl}-N-
cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(tetrahydro-pyran-4-carbonyl)-imidazol-1-yl]-N-cyclopropyl-4-me
thyl- benzamide;
3-(5-amino-4-benzoyl-3-methoxy-pyrazol-I-yl)-N-cyclopropyl-4-methyl-benzamid
e;  20
3-(5-amino-4-benzoyl-3-ethoxy-pyrazol-l-yl)-N-cyclopropyl-4-methyl-benzamide
;
3-[5-amino-4-benzoyl-3-(2-methoxy-ethoxy)-pyrazol-I-yl]-N-cyclopropyl-4-meth
yl- benzamide;
3-[5-amino-4-benzoyl-3-(2-benzyloxy-ethoxy)-pyrazol-I-yl]-N-cyclopropyl-4-
methyl-benzamide; 25
4-[5-amino-4-benzoyl-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazol-3
- yloxy]-piperidine-l-carboxylic acid tert-butyl ester;
3-[5-amino-4-benzoyl-3-(piperidin-4-yloxy)-pyrazol- l
-yl]-N-cyclopropyl-4-methyl- benzamide, trifluoroacetate salt;
3-(5-amino-4-benzoyl-3-methylsulfanyl-pyrazol- l
-yl)-N-cyclopropyl-4-methyl- 30 benzamide;
3-(5-amino-4-benzoyl-3-methanesulfonyl-pyrazol-l-yl)-N-cyclopropyl-4-methyl-
benzamide; WO 20051009973 PCTIUS2004/020384  -41
5-amino-I-(5-cyclopropylcarbamoyi-2-methyl-phenyl)-3-methylsulfanyl-1 H- 



pyrazole-4-carboxylic acid amide;
5-amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methanesulfonyl-1 H-
pyrazole-4-carboxylic acid amide; and 5
5-amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methyisulfanyi-lH-
pyrazole-4-carboxylic acid ethyl ester. C. Preparation of the Compounds Also
provided herein is a process for preparing a compound of formula (1),  which
process involves the steps of: 10 (i) reacting a
2-keto-3-phenylaminoacrylonitrile of formula 1:  R3 O CN  4 PhHN  1  with a
hydrazine of formula 2: HN NH2 D  B Rg Rs  15 2  where R3, R R5 and R6 are
as defined herein to provide a compound of formula (I)  where R' is
hydrogen; or (ii) reacting a 2-keto-3-phenylaminoacrylonitrile of formula 3:
20 WO 2005/009973 PCT/US2004/020384  -42 Z o CN  F24 PhHN  3  where Z is
either hydroxy, nitro or halo group and R4 is as defined herein with a
hydrazine of formula 2 to provide a compound of formula 4:  Z O A  R4 N ~f 1



H2N N D B  R6 Rs  5 4 followed by conversion of the Z group to the desired
R3 group to provide a compound  of formula (1) where R' is hydrogen; (iii)
optionally modifying any of the R', R3, R', R5 or R6 groups; (iv) optionally
converting the compound of formula (I) prepared in steps  10 (i), (ii) or
(iii) above to the corresponding acid addition salt by  treatment with an
acid; (v) optionally converting the compound of formula (I) prepared in
steps O  (i), (ii) or (iii) above, to the corresponding free base by
treatment with a base; and 15 (vi) optionally separating a mixture of
stereoisomers of a compound of  formula (I) prepared in steps (i) - (v)
above, to give a single  stereoisomer. Also provided herein is a process for
preparing a compound of formula (I),  which process involves reacting a
compound of formula 5: WO 20051009973 PCTJUS2004/020384  -43 FtzN ,N  R6 Rs
5 where R5 and R6 are as as defined herein and L is a leaving group under
organometalhc displacement reaction conditions, including, but not limited
to, halo,  , 5 pseudohalo, aryloxy, perfluoroaryloxy, N-alkoxyamino,
including N-methoxyamino, with an organometallic reagent of formula:  R3 M.
R4 A where R3 and R4 are as defined herein and M is a metallic moiety,
including, but not  limited to, an alkali metal, an alkaline earth metal,
and a transitional metal, such as  10 Li, K and Mg, to provide a compound of
formula (I) where R' is hydrogen; (ii) optionally modifying any of the R',
R3, R4, R5 or R6 groups; (iii) optionally converting the compound of formula
(I) prepared in steps (i)  or (ii) above, to the corresponding acid addition
salt by treatment with  



an acid; Is (iv) optionally converting the compound of formula (1) prepared
in steps  (i) or (ii) above, to the corresponding free base by treatment
with a  base; and optionally separating a mixture of stereoisomers of a
compound of formula (I) prepared in steps (i) or (iv) above, to give a
single stereoisomer. 20 The compounds disclosed herein are merely exemplary,
and one skilled in the  art can be readily prepare compounds in the same
manner as that disclosed herein  using well known methods of chemical
synthesis, including methods similar to those  exemplified herein. Compounds
provided herein may generally be prepared according to the  25 following
schemes and the knowledge of one skilled in the art. Additional WO
2005/009973 PCT/US2004/020384  -44 synthetic methods are described, for
example, in U.S. Patent Nos. 6,376,527;  6,316,466 and 6,444,696, and
International Patent Application Publication No. WO  99157101, each of which
is incorporated herein by reference. In addition to the documents
incorporated by reference we disclose the  5 following non-limiting examples
of methods useful for the production of  compounds provided herein (see,
Schemes 1-8, infra). Amines attached to aryl or heteroaryl ring systems are
useful as  intermediates in the preparation of the compounds provided
herein. There are  many methods of preparing such intermediates known to one
skilled in the an of 10 organic chemistry. Several methods of preparing
amines useful in the preparation 3 Ir }  of the compounds provided herein
are illustrated in schemes 1-7. Substituted aniline of type (II) useful
herein can be prepared from  commercially available 3-amino-4-methylbenzoic
acid as depicted in Scheme 1,  using methods similar to those disclosed in
International Patent Application 15 Publication No. WO 02/40486. Aniline is
protected by a Boc group. This is  followed by condensation with methylamine
using the coupling agent EDC and  HOBt. The Boc group is then removed by HCI
in dioxane to give the desired  substituted aniline of type (II) as a
hydrochloride salt. Scheme 1  20 Me McNH2HCI, EDC Me HOBI, DIFA. DMF O ,_ I



H N D OH (BM)20 BOCHN OH i 0 O  Me ~ HCUDioxane M  1 i NHMe CI_ H3Ne BoG-EN
! ) NHMe  O O  (IIl Substituted anilines of type (III) useful herein can be
prepared from  commercially available 3-amino-4-methylbenzoic acid as
depicted in Scheme 2.  25 Condensation with cyclopropylamine using the
coupling agent EDC affords an  aniline of type (III). WO 2005/009973
PCTIUS20041020384  -45- Scheme 2 MeI / cYcbpGOyWnine, EOC Me H  H2N OH FIzN
l / N  O O 01q  S Substituted anilines of type (IV) useful herein can be
prepared from  commercially available 4-methyl-3-nitrobenzoic acid as
depicted in Scheme 3,  using methods similar to those disclosed in
International Patent Application  Publication No. WO 03/033482. Condensation
of the acid with t-butoxy- carbonylhydrazide using the coupling agent HBTU
and HOBt affords the 10 protected acyl hydrazide. Deprotection with TFA,
followed by condensation with  triethyl orthoformate yields the
oxadiazolyl-substituted nitrotoluene.  Hydrogenation of the nitro group
gives the desired aniline of type (IV). Scheme 3 HZNHNBoc, HBTU. Me MB I
HO&, DMF H TFA, CH2C12  02N / COOH QZN l / N H.Boc N O  Me N. + (EtO)ah Me l
H2, Pd/C Me 02N NHg TFA' 0N O H N )City 0  2 N'N z N`N  



O 15 (IV) Substituted anilines of type (V) useful herein can be prepared
from  commercially available 4-methyl-3-nitrobenzamide as depicted in Scheme
4,  using methods described by Han et al. [J. Med. Chem., 41, 2019-2028
(1998)]. The 20 indicated aryl carboxamide was condensed with
N,N-dimethylformamide diethyl  acetal. This was followed by reaction with
hydrazine in acetic acid to form a  triazolyl-substituted nitrotoluene.
Hydrogenation of the nitro group gives the  desired aniline of type (V). WO
2005/007973 PCTIUS2004/020384  -46- Scheme 4 N, N 4imethylformamide Me \
diethylacetal.95C Me \ pcp_t00C  O2N ' r CONH2 02N f r NZ,,,N~ 0  Me Me  H
H2. PdiC X H 02N r t N H2N l N/  N N N-N  (V) 5 Substituted anilines of type
(VI) useful herein can be prepared from 00  commercially available methyl
4-iodobenzoate as depicted in Scheme 5. Nitration of an aromatic precursor
followed by reduction of the nitro group yields  the aniline.
Palladium-catalyzed coupling with ethynyltrimethylsilane, followed  by
desilylation and saponification gives the desired ethynyl-substituted 10
aminobenzoic acid. Coupling with methoxyamine using the coupling agent EDC
affords the desired aniline (VI). See, e.g., Eur. J. Org. Chem., 4607
(2001).  Scheme 5 HN03 H2SO4 I \ SnCI2 OMe  OMe 02NOMe H2N  O O O 1.
PdC12)PPh3}2, CSI \ NN OMe \  TMS 2  2. TMF H N ) r OH ) r NHOMe 



2 EDCI,HOat H2N M}  15 Alternatively, a substituted aniline of type (VI)
useful herein can be  prepared from 4-amino-3-nitrobenzoic acid as depicted
in Scheme 6. Iodide  substitution of the aryldiazonium salt, followed by
esterification with methanol  gives methyl 4-iodo-3-nitrobenzoate. The nitro
group can be reduced by SnCl2 to 20 give the desired aniline- Palladium
catalyzed coupling with ethynyltrimethyl- silane, followed by desilylation
and saponification yields the ethynyl-substituted WO 2005/009973
PCT1US200-11020384  -47 aminobenzoic acid. Coupling with methoxyamine using
the coupling agent EDC  affords the aniline (VI). See, e.g., Eur. J Org.
Chem., 4607 (2001). Scheme 6 HZN I. NaNOZ 1 HCI 1 KI SnC12 1 OZN I / OH 2.
McOH IH2SO4 02N OMe H2' I / OMe  0 0 0  1. Pd CIZ(PPitg)Z, Cul I \ NH2OMe
FMS  2.KF H N / OMe HZN i NHOMe  0 0 5 (VI)  As depicted in Scheme 7,
substituted anilines of type (VII) useful herein  can be prepared from
intermediate methyl 4-iodo-3-nitrobenzoate, which can be  synthesized as
shown in Scheme 6. Palladium catalyzed coupling with 10 vinyltributyltin
followed by carbene addition to the resulting styrene double bond  gives the
cyclopropyl substituted methyl nitrobenzoate. Reduction of the nitro  group
followed by Boc protection and saponification gives the protected 3-amino-
4-cyclopropylbenzoic acid. Coupling with an alkoxyamine using the coupling
agent EDC affords the desired aniline (VII). See, e.g., International Patent
15 Application Publication Nos. WO 02/092087 and WO 02/40486.  Scheme 7 N02
N02 NOZ  SnBu3 CH2N2  O Pd(PPh3N O I \ \ Pd(arac)2 0 OMe OMe OMe  



1) SnC12 1) SnCl2  2) NH2OR 2) (3m)20  NH2 NHBoc NHBoc  0 NH2OR NHOR 0 O
(VII) OH OMe Hydrazines attached to aryl or heteroaryl ring systems are
useful as 20 intermediates herein. There are many methods of preparing such
intermediates WO 20051009973 PCT/US2004/020384  -48 known to one skilled in
the art of organic chemistry. One method of preparing  some of the
hydrazines useful herein is illustrated in Scheme 8. Aryl hydrazines of type
(VIII) useful herein can be prepared from 3-amino-N-
methoxy-4-methylbenzamide hydrochloride, which itself can be prepared
according  5 the methods disclosed in International Patent Application
Publication No. WO 02/40486. Through the formation of the aryldiazonium salt
and its subsequent  reduction by SnC12, the desired hydrazine of type (VIII)
is obtained. Also as depicted in Scheme 8, aryl hydrazines of type (IX)
useful herein can  be prepared from 3-amino-N-cyclopropyl-4-methylbenzamide,
which itself can be 10 prepared according to the methods depicted in Scheme
2. Through the formation of (c)E .)  the aryldiazonium salt and its
subsequent reduction by SnCl2, the desired hydrazine of type (IX) is
obtained. Similarly, other hydrazines can also be prepared from amines such
as those  described above in Schemes 1-7. 15 Scheme 8 M\ H 'r. NaNO2 M; H Cr
HZN_N N.O.Me  O e. SnCL nCl2 H 50% HCI 0  (Viil) }  Me N Me  i. NaNOZ l H
H2N H2N,N - Nv 



ii. O 50%HCI H O (rx)  Also, as depicted in Scheme 9, acrytonitriles of type
(X) useful herein can  20 be prepared from an aryl ester and acetonitrile.
Acetonitrite can be treated with lithium diisopropylamide in THE at -78 C,
followed by the addition of the aryl  ester to give the corresponding
aryloylacetonitrile, This intermediate is then  reacted with
N,N'-diphenylformamidine in a solvent such as toluene at relfux to  give the
desired corresponding acrylonitrile of type (X). WO 2005/009973
PCr/DS2004/020384  -49- Scheme 9 0 LDA, CH3CH 0 CN Ph-N=\ 0 NHPh At CN  ~'
~.___- Ar OR THF, -7e C t 0 C A~I r toluene  heating  R - alkyl (X) NHPh
Also, as depicted in Scheme 10, aminopyrazoles of type (XI) useful herein
can be prepared from an acrylonitrile of type (X), which itself can be
prepared 5 according to the methods depicted in Scheme 9, and hydrazines
such as those of  type (VIII) and (IX), which themselves can be prepared
according to the methods  depicted in Scheme 8. The acrylonitrile and the
hydrazine are heated to 60 to 100  C in a solvent such as DMF or ethanol to
give the desired aminopyrazole of type  (XI). 10 Scheme 10 0 R  NH  acid
salt HN / \ O R  CN 0 H:=cYcloPror N 0 NH2 NH At I At N  methoxyl N NHPh
ethanol or DMF, DIEA, heating  (X) 



(X1)  Also, as depicted in Scheme 11, aminopyrazoles of type (XIII) useful
herein can be prepared from an acrylonitrile of type (XII), which itself can
be  prepared by treatment of an acrylonitrile of type (X), prepared
according to the 15 methods depicted in Scheme 9, with sodium hydride and
carbon disulfide  followed by treatment with iodomethane, and hydrazines
such as those of type  (VIII) and (IX), which themselves can be prepared
according to the methods  depicted in Scheme 8. The acrylonitrile and the
hydrazine are heated to 60 to  100 C in a solvent such as DMF or ethanol to
give the desired aminopyrazole of  20 type (XIII). WO 20051009973
PCT/US2004/020384  -50- Scheme I1 0  ill NaH, R  0 C52, dioxane 0 H NH HN-NH
O YN HZ HN o CN ii) Mel ~ CN aad sal C  I ! e5 I SMe rrEA !  MeS Me  (X)
(XII) {xl[q Also, as depicted in Scheme 12, aminopyrazoles of type (XIV)
useful  herein can be prepared from an acrylonitrile of type (XII), which
itself can be 5 prepared according to the methods depicted in Scheme 11, and
hydrazines such as  those of type (VIII) and (IX), which themselves can be
prepared according to the methods depicted in Scheme 8. Treatement of this
intermediate (XII) with an C~(  alcohol alkoxide prior to with heating at 60
to 100 C with the hydrazine in a solvent such as DMF or ethanol gives the
desired aminopyrazole of type (XIII).  10 Scheme 12 i) 2 eq. NaH,dioxane
ii) O R  CN O HN NH O  MeS SMe (XII) i 2 R-OH - / \  



O / \ Me 1 ANN  R'-NH RO HN-NH2 Me  acid salt (XIV) Also, as depicted in
Scheme 13, aminoimidazoles of type (XV) useful herein can be prepared from
substituted anilines of type (III), which themselves O I  can be prepared
according to the methods depicted in Scheme 2. The aniline is 15 heated in
triethyl orthoformate, After removal of the solvent in vacua, the  product
was reacted with aminomalononitrile p-toluenesulfonate and sodium  acetate
in acetic acid to give the aminocyanoimidazole intermediate. Reaction of
this intermediate with a Grignard reagent gives the desired aminoimidazole
of  type (XV). WO 20051009973 PCT1US2 0 0 4/0 2 038 4  -51- Scheme 13 0 o  \
NH~ (Eto)3CH NH-<  heating H2N HN  (!!t) ~OEt  O O  H,NCH(CN)2, p-TsOH NH
tu^r /I  MOM. AcOH ~ ~1 ^~  Ii N\ rNHz NH2  CN O (XV)  Compounds provided
herein can be prepared from hydrazines attached to  5 aryl or heteroaryl
ring systems using methods disclosed in U.S. Patents Nos.  6,316,466,
6,376,527 and 6,444,696. Additional synthetic methods useful in the
synthesis of the compounds  provided herein are disclosed in the following,
the disclosures of which are  



incorporated herein by reference in their entirety: 10 1) J. Heterocyclic
Chem. 17, 631 (1980)  2) Tetrahedron 55(48), 13703 (1999) 3) European Patent
No. EP 0 713 876 4) Chemische Berichte 126(10), 2317 (1993) 5) Journal of
Organic Chem. 58(24), 6620 (1993)  15 6) Tetrahedron Letters 35, 3239 (1973)
7) Journal of Chemical Research, Synopses 1, 2 (1997) 8) Boletin de is
Sociedad Quimica del Peru 53(3), 150 (1987) 9) Journal of the Chemical
Society, Chemical Communications 2, 35  (1973) 20 10) Comptes Rendus des
Seances de I'Academie des Sciences, Series C:  Sciences Chimiques 274(20),
1703 (1972) Also provided herein are compounds prepared according to a
process  disclosed herein. WO 2005/009973 PCT/US200-t1020384  -52 A.
Formulation of pharmaceutical compositions Also provided herein is a
pharmaceutical composition comprising a  compound provided herein. The
composition can be used, for example, as a  medicament. The composition can
contain, for example, a pharmaceutically 5 acceptable excipient or carrier.
A composition or medicament provided herein can be  used for the treatment,
prevention or amelioration of one or more symptoms of p38  kinase mediated
diseases or disorders, including inflammatory diseases. Thus, provided
herein are phamraceutical compositions capable of treating p38-
kinase-associated conditions, including TNF-u, IL-l, and/or IL-8 mediated
conditions,  10 as described above. The compositions may contain other
therapeutic agents, as described herein, and may be formulated, for example,
by employing conventional solid  or liquid vehicles or diluents, as well as
pharmaceutical additives of a type appropriate  to the mode of desired
administration (e.g., excipients, binders, preservatives, stabilizers,
flavors, etc.) according to techniques such as those well known in the art
of 15 pharmaceutical formulation. The compounds provided herein may be
administered by any means suitable  for the condition to be treated, which
may depend on the need for site-specific  treatment or quantity of drug to
be delivered. Topical administration is generally  useful for skin-related
diseases, and systemic treatment is generally used for 



20 cancerous or pre-cancerous conditions, although other modes of delivery
are contemplated. For example, the compounds may be delivered orally, such
as in the 3  form of tablets, capsules, granules, powders, or liquid
formulations including syrups;  topically, such as in the form of solutions,
suspensions, gels or ointments; sublingually; lineally; parenterally, such
as by subcutaneous, intravenous, 25 intramuscular or intrasternal injection
or infusion techniques (e.g., as sterile injectable  aqueous or non-aqueous
solutions or suspensions); nasally such as by inhalation  spray; topically,
such as in the fore of a cream or ointment; rectally such as in the  form of
suppositories; or liposomally. Dosage unit formulations containing
non-toxic,  pharmaceutically acceptable vehicles or diluents may be
administered. The 30 compounds may be administered in a form suitable for
immediate release or extended  release. Immediate release or extended
release may be achieved with suitable  pharmaceutical compositions or,
particularly in the case of extended release, with WO 20051009973
PCT/US2004/020351  -53 devices such as subcutaneous implants or osmotic
pumps. Exemplary compositions  for topical administration include a topical
carrier such as PLASTIBASE(r) (mineral  oil gelled with polyethylene).
Exemplary compositions for oral administration include suspensions which  5
may contain, for example, microcrystalline cellulose for imparting bulk,
alginic acid  or sodium alginate as a suspending agent, methylcellulose as a
viscosity enhancer, and  sweeteners or flavoring agents such as those known
in the art; and immediate release  tablets which may contain, for example,
microcrystalline cellulose, dicalcium  phosphate, starch, magnesium stearate
and/or lactose and/or other excipients, binders, cC 10 extenders,
disintegrants, diluents and lubricants such as those known in the art. The
inventive compounds may also be orally delivered by, sublingual and/or
buccal  administration, e.g., with molded, compressed, or freeze-dried
tablets. Exemplary  compositions may include fast-dissolving diluents such
as mannitol, lactose, sucrose,  and/or cyclodextrins. Also included in such
formulations may be high molecular 15 weight excipients such as celluloses
(AVICEL(r)) or polyethylene glycols (PEG); an  excipient to aid mucosal
adhesion such as hydroxypropyl cellulose (HPC),  hydroxypropyl methyl
cellulose (HPMC), sodium carboxymethyl cellulose (SCMC),  and/or maleic
anhydride copolymer (e.g., GANFREZ(r)); and agents to control release  such
as polyacrylic copolymer (e.g., CARBOPOL 9340)). Lubricants, glidants, 20
flavors, coloring agents and stabilizers may also be added for ease of
fabrication and  use. 



Exemplary compositions for nasal aerosol or inhalation administration
include  solutions which may contain, for example, benzyl alcohol or other
suitable  preservatives, absorption promoters to enhance absorption and/or
bioavailability, 25 and/or other solubilizing or dispersing agents such as
those known in the art.  Exemplary compositions for parenteral
administration include injectable  solutions or suspensions which may
contain, for example, suitable non-toxic, parenlerally  acceptable diluents
or solvents, such as mannitol, 1,3-butanediol, water, Ringer's solution,  an
isotonic sodium chloride solution, or other suitable dispersing or wetting
and 30 suspending agents, including synthetic mono- or diglycerides, and
fatty acids,  including oleic acid. WO 2005/009973 PCT/US2004/020391 -54-
Exemplary compositions for rectal administration include suppositories
which may contain, for example, suitable non-irritating excipients, such as
cocoa butter,  synthetic glyceride esters or polyethylene glycols, which are
solid at ordinary  temperatures but liquefy and/or dissolve in the rectal
cavity to release the drug. 5 The effective amount of a compound provided
herein may be determined by  one of ordinary skill in the art, and includes
exemplary dosage amounts for a  mammal of from about 0.05 to 100 mg/kg of
body weight of active compound per  day, which may be administered in a
single dose or in the form of individual  divided doses, such as from I to 4
times per day. It will be understood that the 10 specific dose level and
frequency of dosage for any particular subject may be varied 0 { )  and will
depend upon a variety of factors, including the activity of the specific
compound employed, the metabolic stability and length of action of that
compound,  the species, age, body weight, general health, sex and diet of
the subject, the mode  and time of administration, rate of excretion, drug
combination, and severity of the 15 particular condition. Subjects for
treatment include animals, generally mammalian  species such as humans, and
domestic animals such as dogs, cats, horses, and the  like. Thus, when the
term "patient" is used herein, this term is intended to include all
subjects, in particular mammalian species" including humans, that are
affected by  mediation of p38 enzyme levels. 20 Also provided in one
embodiment is a process for the manufacture of medicaments which process
involves bringing a compound provided 0 j  herein together with a
pharmaceutically acceptable excipient and bringing the mixture into a
galenical administration form. E. Methods of use of the compounds and
compositions 



25 In a further embodiment, the compounds provided herein can be  used in
the treatment, prevention, or amelioration of one or more symptoms  of
inflammatory diseases. A compound provided herein can be used, in  another
embodiment, for the manufacture of a medicament for the treatment
orprophylaxis of inflammatory diseases. 30 The compounds provided herein are
selective inhibitors of p38 kinase activity, and  in particular, isoforms
p38a and p3813. Accordingly, compounds provided herein are  useful for
treating conditions associated with p38 kinase activity. Such conditions WO
2005/009973 PCTIUS2004/020384  -55 include diseases in which cytokine levels
are modulated as a consequence of intracellular  signaling via p38, and in
particular, diseases that are associated with an overproduction of
cytokines IL-t,1L-4, IL-8, and TNF-a. Provided herein are methods of
treating a  disease by administering a compound provided herein that
inhibits p38 kinase 5 activity. Also provided herein are methods for
inhibiting or delaying the onset of a disease  or disorder by administering
a compound provided herein. Methods provided herein can be  used to achieve
a full or partial reduction of the symptoms of a disease or disease state,
and/or to alleviate, ameliorate, or lessen, the disease or disorder and/or
its symptoms.  When reference is made herein to inhibition of
"p-38a/(ikinase," this means that either 10 p38a and/or p380 kinase are
inhibited. Thus, reference to an IC50 value for inhibiting  p-38& kinase
means that the compound has such effectiveness for inhibiting at least one
of, or both of, p38ct and p380 kinases. In view of their activity as
inhibitors of p38a/(3 kinase, compounds provided herein  are useful in
treating p-38 associated conditions including, but not limited to,
inflammatory  15 diseases, autoimmune diseases, destructive bone disorders,
proliferative disorders, angiogenic disorders, infectious diseases,
neurodegenerative diseases, and viral  diseases. More particularly, the
specific conditions or diseases that may be treated with  the inventive
compounds include, without limitation, pancreatitis (acute or chronic),  20
asthma, allergies, adult respiratory distress syndrome, chronic obstructive
pulmonary disease, glomerulonephritis, rheumatoid arthritis, systemic tupus
erythematosis,  scleroderma, chronic thyroiditis, Grave's disease,
autoimmune gastritis, diabetes,  autoimmune hemolytic anemia, autoimmune
neutropenia, thrombocytopenia, atopic  dermatitis, chronic active hepatitis,
myasthenia gravis, multiple sclerosis, 25 inflammatory bowel disease,
ulcerative colitis, Crohn's disease, psoriasis, graft vs, host  disease,
inflammatory reaction induced by endotoxin, tuberculosis, atherosclerosis,
muscle  



degeneration, cachexia, psoriatic arthritis, Reiter's syndrome, gout,
traumatic arthritis,  rubella arthritis, acute synovitis, pancreatic 14-cell
disease; diseases characterized by  massive neutrophil infiltration;
rheumatoid spondylitis, gouty arthritis and other 30 arthritic conditions,
cerebral malaria, chronic pulmonary inflammatory disease, silicosis,
pulmonary sarcoisosis, bone resorption disease, allograft rejections, fever
and myalgias WO 20051009973 PCT/US20041020384  -56 due to infection,
cachexia secondary to infection, meloid formation, scar tissue  formation,
ulcerative colitis, pyresis, influenza, osteoporosis, osteoarthritis and
multiple myenoma-related bone disorder, acute myelogenous leukemia, chronic
myelogenous leukemia, metastatic melanoma, Kaposi's sarcoma, multiple
mycloma, 5 sepsis, septic shock, and Shigellosis; Alzheimer's disease,
Parkinson's disease, cerebral  ischemias or neurodegenerative disease caused
by traumatic injury; angiogenic disorders  including solid tumors, ocular
neovasculization, and infantile haemangiomas; viral diseases  including
acute hepatitis infection (including hepatitis A, hepatitis B and hepatitis
C),  HIV infection and CMV retinitis, AIDS, SARS, ARC or malignancy, and
herpes; stroke,  10 myocardial ischemia, ischemia in stroke heart attacks,
organ hyposia, vascular hyperplasia, cardiac and renal reperfusion injury,
thrombosis, cardiac hypertrophy,  thrombin induced platelet aggregation,
endotoxemia and/or toxic shock syndrome, and  conditions associated with
prostaglandin endoperoxidase synthase-2. In addition, p38 inhibitors
provided herein inhibit the expression of inducible  15 pro-inflammatory
proteins such as prostaglandin endoperoxide synthase-2 (PGHS-2),  also
referred to as cyclooxygenase-2 (COX-2). Accordingly, additional p38-
associated conditions include edema, analgesia, fever and pain, such as
neuromuscular  pain, headache, pain caused by cancer, dental pain and
arthritis pain. The inventive  compounds also may be used to treat
veterinary viral infections, such as lentivirus 20 infections, including,
but not limited to equine infectious anemia virus; or retro virus
infections, including feline immunodeficiency virus, bovine immunodeficiency
virus, ~  O  and canine immunodeficiency virus. When the terms
"p38-associated condition" or "p38-associated disease or disorder" are used
herein, each is intended to encompass all of  the conditions identified
above as if repeated at length, as well as any other condition  25 that is
affected by p38 kinase activity. Thus, provided herein are methods for
treating such conditions, involving  administering to a subject in need
thereof an effective amount of at least one  compound provided herein or a
pharmaceutically acceptable derivative thereof. The  



methods of treating p38 kinase-associated conditions may involve
administering 30 compounds provided herein alone or in combination with each
other and/or other suitable  therapeutic agents useful in treating such
conditions. Exemplary of such other  therapeutic agents include
corticosteroids, rolipram, calphostin, CSAIDs, 4 WO 20051009973 PCTIUS20
0410 2 03 8 4  -57 substituted imidazo[I,2-A]quinoxalines as disclosed in
U.S. Patent No. 4,200,750 and in  S. Ceccarelli et at. (1998) European
Journal of Medicinal Chemistry 33:943-955;  interleukin-l0, glucocorticoids,
salicylates, nitric oxide, and other  immunosuppressants; nuclear
translocation inhibitors, such as deoxyspergualin (DSG); 5 non-steroidal
antiinflammatory drugs (NSAIDs) such as ibuprofen, celecoxib and  rofecoxib;
steroids such as prednisone or dexamethasone; antiviral agents such as
abacavir; antiproliferative agents such as methotrexate, leflunomide, FK506
(tacrolimus, Prograf); cytotoxic drugs such as azathioprine and
cyclophosphamide; TNF a inhibitors such as tenidap, anti-TNF antibodies or
soluble TNF receptor, and rapamycin  c 10 (sirolimus or Rapamune) or
derivatives thereof. The above other therapeutic agents, when employed in
combination with the  compounds provided herein, maybe used, for example, in
those amounts indicated in the  Physicians' Desk Reference (PDR) or as
otherwise determined by one of ordinary skill  in the art. In the methods
provided herein, such other therapeutic agent(s) may be 15 administered
prior to, simultaneously with, or following the administration of the
inventive compounds. The following Examples illustrate embodiments herein,
and are not  intended to limit the scope of the claims. Abbreviations
employed in the  Examples are defined below. Compounds of the Examples are
identified by the 20 example and step in which they are prepared (for
example, "IA" denotes the title  compound of step A of Example 1), or by the
example only where the compound  is the title compound of the example (for
example, "2" denotes the title  compound of Example 2). Abbreviations  25 Ph
= phenyl Bz = benzyl t-Bu = tertiary butyl  Me = methyl Et = ethyl  30 Pr =
propyl 



Iso-P or i-Pr = isopropyl  MeOH = methanol WO 20051009973 PCTIU S2004/020384
-58- EtOH = ethanol EtOAc = ethyl acetate Boc = tert-butyloxycarbonyl CBZ =
carbobenzyloxy or carbobenzoxy or benzyloxycarbonyl  5 DCM or CH2C12=
dichloromethane DCE = I,2-dichloroethane  DMF = dimethyl formamide  DMSO =
dimethyl sulfoxide  TFA = trifluoroacetic acid 10 THE = tetrahydrofuran HATU
= O-(7-Azabenzotriazol-1-y]-N,N N',N'-tetrarnethyluronim V
hexafluorophosphate KOH = potassium hydroxide  K2C03 = potassium carbonate
15 POCK =phosphorous oxychloride  KOtBu = potassium t-butoxide EDC or EDCI
=1-(3-Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride  DIPEA =
diisopropylethylamine HOBt = I-hydroxybenzotriazole hydrate  20 m-CPBA ~
m-chloroperbenzoic acid Nall = sodium hydride I1 i  NaOH = sodium hydroxide
V  Na2S2O3 = sodium thiosulfate Na2SO4 = sodium sulfate  25 Pd = palladium
Pd/C = palladium on carbon  min = minute(s) L = liter mL = milliliter  30
AL= microliter  g = gram(s) mg = milligram(s) 



WO 2005/009973 PCT/US200-1/02038  -59- mol = moles mmol = millimole(s)  meq
= milliequivalent RT or rt = room temperature 5 ret. t. or tR = HPLC
retention time (minutes)  sat or sat'd = saturated General Methods. Mass
spectral data were obtained on a Thermo  Finnigan LCQ Duo Ion Trap mass
spectrometer. In the Examples: "HPLC (6 C 10 minute gradient)" refers to
Keystone C 18 Beta Basic column, 04 mUmin flow rate, 6  minute linear
gradient elution (start solvent %B = 0; final solvent %B = 100), solvent  A:
acetonitrile + 0.025% TFA; solvent B = H2O + 0.025% TFA."HPLC (4 minute
gradient)" refers to Keystone C18 Beta Basic column, 0.5 mUmin flow rate, 4
minute  linear gradient clution (start solvent %B = 0; final solvent %B =
100), solvent A: 15 acetonitrile + 0.025% TFA; solvent B = H2O + 0.025% TFA
.  EXAMPLE]  Preparation of
3-[5-Amino-4-(3-iodo-benzoyl)-pyrazol-1-ylJ-N-methoxy-4- methyi-benzamide
Me.  0 HN  NHZ O  N" N Me 3 0 M0 H, N p-Me  J 1 \ L NaN02 ~VPNFf  M /
NN-O,Me N HzN.N O ii. N 50%% MCI O 55%. Me  2 20 4  A. 3-Hydrazin
o-N-methoxy-4-methyl-benzamide To a stirred solution of
3-amino-N-methoxy-4-methyl-benzamide 1 (102 mg,  



0-56 mmol, preparation: International Patent Application Publication No. WO
02/40486 A2, pg. 66) in water (5 ml) at 0 C was added cone. HCl (5 mL)
followed by 25 the addition of sodium nitrite (43 mg, 0.62 mmol)_ The
reaction mixture was stirred at WO 20051009973 PCTIUS20041020384  -60 0 C
for 40 min then a solution of tin(II)chloride (241 mg, 1.27 mmol) in conc.
HC1(I  mL) was added and the mixture was stirred for l hr then allowed to
stand at -20 C  for 20 hr before it was warned to RT and concentrated to a
white solid. The solid  was triturated with ethanol, the solids were
filtered, and the filtrate concentrated to 5 provide
3-hydrazino-N-methoxy-4-methyl-benzamide 2 as white solid (486 mg) as a
mixture with tin salts and ethanol which was used without further
purification. HPLC  (6 minute gradient) tR 0.78 min; MS n3/z 195.9 [M+H]+.
B. 3-[S-Ami no-4-(3-iodo-benzoyl)-pyrazol-1-yl]-N-meth oxy-4-methyl-
benzatnide 10 To a stirred solution 3-hydrazino-N-methoxy-4-methyl-benzamide
2 (116 mg,  estimated 0.14 mmol) in EtOH (10 m)) was added
2-(3-iodo-benzoyl)-3-phenylamino- v f  acrylonitrile 3 (59 mg, 0.14 mmol,
preparation: International Patent Application Publication No_ WO 02/57101
Al, pg. 84) and mixture was heated (bath T = 65-70  C) for 4 hr, when
additional 3-hydrazino-N-methoxy-4-methyl-benzamide 2 (80 mg,  15 0.11 mmol)
was added and the mixture was heated at the same temperature for 27 hr. It
was cooled to room temperature, concentrated and redissolved in EtOAc before
it  was washed with water and brine, dried over Na2SO4, concentrated to give
a crude  semisolid. The mixture was then purified by flash chromatography,
eluting with 1:1  EtOAc/hexanes to remove impurities then 100% EtOAc give
3-[5-amino-4-(3-iodo 20 benzoyl)-pyrazot-1-yl]-N-methoxy-4-methyl-benzamide
4 as an off-white solid (38  mg, 0.08 nvnol, 55%). HPLC (6 minute gradient)
tR 3.49 min; MS m/z 476.96  [M+H]';'H NMR (CD30D, 300 MHz) 6 8.10 (s, I H),
7.95 (d, J= 8.0, 1 H), 7.88 (d,  J = 8.0, I H), 7.82 (m, 2 H), 7.78 (s, 1
H), 7.58 (d, J= 8.0, 1 H), 7.33 (t, J = 7.8, 1 H),  5.02 (s. 3 H), 2.33 (s,
3 H) ppm; 13C NMR (DMSO-d6, 125MHz) S 189.3, 154.3, 25 143.5, 143.3, 142.0,
138.3, 137.4, 133.5, 132.9, 132.0, 130.4, 128.8, 128.4, 104.8,  95.4, 64.8,
18.2 ppm. WO 20051009973 PCT111S20041020384  -61 EXAMPLE 2 Preparation of
3-(5-Amino-4-benzoyl-pyrazol-1-yl)-N-metboxy-4-methyl- benzamide 



me O  HW  QYNH=o N N Me O CN 0  me ~  ( I H L NINOi Me I 8 I NHz NO_Me I i N
H2N i NO.Me .N N,O,Me ii. SnCI~ 8%  O H 28%  50%M O Me 5 2 To a stirred
solution of 3-amino-N-methoxy-4-methyl-benzamide 1 (104 mg,  0.58 mmol) in
water (2 ml) at 0 C was added conc. HCl (2 mL) followed by the  addition of
sodium nitrite (44 mg, 0.63 mmol). The reaction mixture was stirred at 0  C
for 40 minutes then a solution of tin(1I)chloride (245 mg, 1.30 mmol) in
conc. HCl 10 (1 mL) was added and the mixture was stirred for 40 minutes
then allowed to stand at  -20 C for 20 hours before it was warmed to RT and
concentrated to a white solid.  The solid was triturated with ethanol, the
solids were removed, and 2-benzoyl-3- phenylamino-acrylonitrile 5 (144 mg,
0.58 mmol, preparation: Grothaus, J. Am.  Chem. Soc. 58, 1334 (1936)) was
added and the mixture heated (bath T = 65-70 C) 15 for 16 hr. The mixture
was cooled to RT, concentrated and purified by flash  chromatography,
eluting with 1:1 EtOAc/bexanes to remove impurities then 100%  EtOAc to give
3-(5-amino-4-benzoyl-pyrazol-l-yl)-N-methoxy-4-methyl-benzamide  6 as an
off-white solid (41 mg, 0.12 mmol, 28%). HPLC (4 minute gradient) tR 1.93
min; MS m/z 351.1 [M+H]`; iH NMR (DMSO-d6, 300 MHz) S 11.88 (s I H, NH), 20
7.803 (m, 4 H), 7.56 (m, 4 H), 7.01 (s, 2 H, NH2), 3.32 (s, 3 H), 2.162 (s,
3 H) ppm;  13C NMR (DMSO-d6, 125 MHz) 8 187.6, 151.9, 141.2, 139.7, 139.6,
135.7, 131.4,  131.2,130.9,128.5,128,1, 127.8, 126.4, 102.6, 63.2, 17.2 ppm.
WO 20051009973 PCT/US200-11020384  -62 EXAMPLE 3 Preparation of
3-(5-amino-4-benzoyl-pyrazol-1-yl)-4-methyl-benzoic acid  



O  O NHz OH N  N Me 0 NH2  MaHOZ EIOH HzN 1 L COOK HCI%OIdioxane CIHHZNHN 1
) COON TEA 1 NH \ COON  O  OCN 2 1 ~PhNH  4 5 A.
3-Hydrazino-4-methyl-benzoic acid hydrochloride To a stirred solution of
3-amino-4-methylbenzoic acid 1 (5.64 g, 31.2 mmol,  1.0 eq) in 100 mL of
dioxane and 100 rnL of water at 0 C was added 100 mL of conc.  HCI followed
by the portionwise addition of sodium nitrite (2.82 g, 40.9 mmol, 1.1  eq)
as a solid at a rate to control gas evolution and foaming over 45 minutes. A
clear 10 brown solution resulted. Anhydrous tin(II)chloride (15.62 g, 83.7
mmol, 2.25 eq) was  dissolved in cone. HCI (25 mL) and added dropwise over
25 mL at 0 C. After 1  hour, the precipitate was filtertered and washed with
dioxanes then dried under  vacuum to provide 3-hydrazino-4-methyl-benzoic
acid hydrochloride 2 as a tan solid  (4.98 g, 66%): HPLC (4 minute gradient)
tR 0.97 min; MS m/z 167 [M+Hj*; IH (300 15 MHz, DMSO-d5) S 10.03 (s, I H,
COOH), 7.89 (s, I H), 7.51 (s, I H), 7.27 (d, J =  8.0, 1 H), 3.38 (s, 3 H,
NHNH ), 2.23 (s, 3 H) ppm. B.
3-(5-Amino-4-benzoyl-pyrazol-1-yl)-4-methyl-benzoic acid To a stirred
solution of 3-hydrazino-4-methyl-benzoic acid hydrochloride 2  (242 mg, 1.19
mmol, 1.0 eq) in 25 mL of ethanol was added 2-benzoyl-3 20
phenylamino-acrylonitrile 4 (296 mg, 1.19 mmol, 1.0 eq, preparation:
Grothasu,  Davis,.! Am. Chem. Soc., 58, 1334 (1936)) and triethylamine (161
L, 1.19 mmol,  1.0 eq) and the mixture was heated to 65 C. All solids
dissolved when temperature  reached 65 C. After three hours, LC-MS indicates
consumption of the hydrazine.  The solids were filtered to provide
3-(5-amino-4-benzoyl-pyrazol-1-yl)-4-methyl 25 benzoic acid 5 (95 mg, 25%)
as a beige solid: HPLC (4 minute gradient) tR 2.10 min; WO 2005/009973
PCTIUS2004/020384  -63 



MS m/z 322 [M+H]';'H NMR (DMSO-d6, 300 MHz) 8 7.99 (d,J= 7.6, 1 H), 7.81
(s, 2 H), 7.78 (s, I H), 7.57 (m, 4 H), 7.02 (s, 2 H, Nh),.2.18 (s, 3 H)
ppm; ' 3C NMR  (DMSO-d6, 75 MHz)
6187.6,166.3,152.0,141,3,141.2,139.6,135.9,131.6,13 U,  130.1, 129.8, 128.6,
127.8, 102.6, 17.4 ppm. 5 EXAMPLE 4 Preparation of
3-(S-amino-4-benzoyl-pyrazol-l-yl)-N-cyclopropyt-4-methyl- benzamide p  HN O
NHZ O  N N Me  O NHb~-NH \ O NHZ J [>-NH,  NEDCI, HOSt COON DIEA, DMF O 5 li
10 To a stirred solution of
3-(5-amino-4-benzoyl-pyrazol-1-yl)-4-methyl-benzoic  acid 5 (Example 3, 700
mg, 2.18 mmol, 1.0 eq) in 30 mL of DMF was added EDCI  (855 mg 4.35 mmol,
2.0 eq), HOBt (589 mg, 4.35 mmol, 2.0 eq), and diisopropylethylamine (1.59
mL, 8.71 mmol, 4.0 eq) and the solution was stirred for  r' 15 minutes at
room temperature when cyclopropylamine (302 .&L, 4.35 mmol, 2.0 eq)  15 was
added and the reation stirred for 1 hour. The mixture was diluted with EtOAc
(300 mL) and washed with water (2 x 25 mL) and brine (25 mL), dried (Na2SO4)
and  concentrated. The product was purified by flash chromatography on
silica gel eluted  with 812 EtOAc/MeOH to provide the product as a brown
oil. The product was  further puriried by trituration with 1/1/1
EtOAclhexanes/CH2CI2 and dried under 20 vacuum to provide
3-(5-amino-4-benzoyl-pyrazol- I -yl)-N-cyclopropyl-4-methyl- benzamide 6
(387 mg, 50%) as a white powder: HPLC (4 minute gradient) tR 2.11  min; MS
nVz 361 [M+H]~;'H NMR (CD3OD, 300 MHz) S 7.92 (d, J= 7.6, 1 H),  7.81 (m, 4
H), 7.54 (m, 4 H), 2.85 (m, I H), 2.22 (s, 3 H), 0.80 (d, J =5,7,2 H), 0.63
WO 20051009973 PCT/US20041020384  -64 (s, 2 H) ppm; "C NMR (CD3OD, 75MHz) 8
191.2,170.1,153.8,143.3,142.0,14 1. 1,  136.9, 134.8, 132.9, 132.7, 130.1,
129.7, 129.2, 128.1, 104.8, 24.1, 17.7, 6.6 ppm.  EXAMPLE 5 



Preparation of 3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-y]]-4-methyl-benzoic
5 acid 0  NH2 OH  14N Me 0 NHZ Me EtOH I McOH I i }  1 117, CIHH2NHN COON O
N COON  I I I CN 3 PhNH  2  To a stirred solution of
3-hydrazino-4-methyl-benzoic acid hydrochloride 1 (Example 3A, 314 mg, 1.54
mmol, 1.0 eq) in 50 ml- of ethanol and 5 mL of methanol  10 was added
2-(3-iodo-benzoyl)-3-phenylamino-acrylonitrile 2 (579 mg, 1.54 mmol,
preparation: International Patent Application Publication No. WO 02/57101
Al, pg.  84). The mixture was heated to 75 C for 18 h. The precipitated
solids were collected  on a fritted filter and were washed with ethanol to
provide 3-[5-Amino-4-(3-iodo- benzoyl)-pyrazol-l-yll-4-methyl-benzoic acid 3
(153 mg, 22%) as a white solid. MS 3 15 m/z 448 [M+H]'; 1H NMR (300 MHz,
DMSO-d6) 52.18 (s, 3H), 7.05 (bs, 2H), 7.34  (dd, Jr = J2 = 7.7 Hz), 7.58
(d, J= 8.1 Hz, 1 H), 7.78 (s, 1 H), 7.81 (m, 2H), 7.94 (m,  1H), 7.98 (m,
1H), 8.03 (m, IH) ppm. EXAMPLE 6 Preparation of
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4- 20
methyl-benzamide O HN  I NH2 O  N  N Me WO 2005/009973 PCTIUIS2004/020384
-65 EDCI  HOBt 0  Ale cydic pmpylan'ine (1) N_OH, Bo 20__ OH DIPEA I .~ N  



ClUt'42N}N COON / (2) H' resin 69% 94% NHNHBw NHNF1BW  4 5
CH,CF2JI.2-dichlo pethanelfFA O (21111) N EtOt!LtOH 0 NH  Nq  -rk t% H20 H O
~ / ~N 100% NHNH2 TFA I cN NH  0  l i I a PhNH  2 A.
3-(N'-tent-Butoxycarbonyl-hydraziuo)-4-methyl-benzoic acid
3-Hydrazino-4-methyl-benzoic acid hydrochloride I (Example 3A, 13 g, 64.5
mmol) was dissolved into dioxane (200 mL) and H2O (100 mL). Aqueous NaOH 5
(5.16 g NaOH in 100 mL H2O, 2x64.5 mmol) was added followed by the addition
of  (Boc)20 (15.5 g, 1.I x64.5 mmol) immediately. The reaction mixture was
stirred at  room temperature for 2 hrs. Concentrated on rotavapor. Then H2O
and CH2CI2 (some  McOH) were added. With stirring strong H' resin was added
to neutralize the mixture  to pH < 2. Filtered and the resin was washed with
CH2CI2 and MeOH. The aqueous 10 layer was washed with CH2Clz (added some
McOH) for two times. The combined  organic layer was dried over Na2SO4 (some
EtOAc was added). Filtration and  concentration gave
3-(N-tert-butoxycarbonyl-hydrazino)-4-methyl-benzoic acid 4 (16  g, 94%) as
a white solid. 'H NMR (300 MHz, CDC13) 81.48 (s, 9H), 2.27 (s, 3H),  5.76
(s, IH), 7.14 (d, J = 77 Hz, 1 H), 7.56 (d, J= 7.7 Hz, 1H), 7.61 (s, IH)
ppm. 15 B. N'-(5-Cyclopropylcarbamoyl-2-methyl-phenyl)-hydrazinecarhoxylic
acid  tert-butyl ester 3-(N'-ten-Butoxycarbonyl-hydrazino)-4-methyl-benzoic
acid 4 (14 g, 516  mmol) was dissolved in DMF (250 mL). EDCI (20 g, 105.2
mmol) and HOBt (16 g,  105.2 mmol) were added. The mixture was stirred at
room temperature for 30 min. 20 Cyclopropylamine (7.4 mL, 105.2 rnmol) was
added, followed by DIPEA (37 mL,  4x52.6 mmol). The reaction mixture was
stirred at room temperature for 18 h. After  concentration of the reaction
mixture in vacua, H2O was added. The mixture was  



then extracted with CH2Clz three times. The organic layer was washed with
aqueous  NaCl solution. Dried over Na2SO4, filtration and concentration gave
a white solid. WO 2005/009973 PCT/US2004/020384  -66 The crude product was
dissolved in CH2CI2JMeOH, and then purified by silica gel  column
chromatography (CH2CI2/EtOAc, gradient 2/1 tol/1) to give the desire
product. The product was further purified by recrystallization from
EtOAc/CH2CI2;  washing of the collected solids with EtOAc gave
N'-(5-cyclopropylcarbamoyl-2 5 methyl-phenyl)-hydrazinecarboxylic acid
tert-butyl ester 5 (11 g, 69%). 'H NMR (300  MHz, CDCl3) 50.58 (m, 2H), 0.84
(m, 2H), 1.48 (s, 9H), 2.23 (s, 3H), 2.87 (m, 1H),  5.69 (bs, IH), 6.17 (bs,
I l-i), 6.39 (brs, IH), 7.70 (m, 2H), 7.32 (s, IH) ppm. C.
N-Cyclopropyl-3-bydrazino-4-methyl-benzamide, trifluoroacetic-acid salt
N'-(5-Cyclopropylcarbamoyl-2-methyl-phenyl)-hydrazinecarboxylic acid tert 10
butyl ester 5 was dissolved in CH2CI2TFFA (2/1) with 2% H2O and the mixture
was 3 (`  stirred at room temperature for 3 hrs. Concentration in vacuo gave
a syrup. CH2Cl2 and toluene was added, and concentration in vacuo again gave
N-cyclopropyl-3- hydrazino-4-methyl-benzamide, trifluoroacetic acid salt 6
as an off-white solid.  (Yield: 100%). MS m/z 206 [M+H]'; 1H NMR (300 MHz,
D20) 80.68 (in, 2H), 0.88  15 (m, 2H), 2.31 (s, 3H), 2.79 (m, 1H), 7.31 (s,
IH), 7.36 (bs, 2H) ppm. D.
3-[5-Amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-N-eyclopropyl-4-methyl-
benzamide To a stirred solution of
N-cyclopropyl-3-hydrazino-4-methyl-benzamide,  trifluoroacetic acid salt 6
(648 mg, 1.74 mmol, 1.0 eq) in 2 mL of ethanol was added  20
2-(3-iodo-benzoyl)-3-phenylamino-acrylonitrile 2 (550 mg, 1.74 mmol,
preparation: International Patent Application Publication No. WO 02/57101
Al, pg. 84) and  DIEA (0.50 mL, 2.9 mmol). The mixture was heated to 160 C
for 40 min using  microwave. The mixture was concentrated in vacuo. The
crude product was purified  by silica gel column chromatography (EtOAc/hex,
gradient 1/1 to 2/1) to give 3-[5 25
Amino-4-(3-iodo-benzoyl)-pyrazol-I-yl]-N-cyclopropyl-4-methyl-benzamide 7
(589  mg, 70%) as a white solid. MS m/z 497 [M+H]+;'H NMR (300 MHz, CDCl3)
80.60  (m, 211), 0.86 (m, 2H), 2.24 (s, 3H), 2.87 (m, IH), 5.81 (bs, 2H),
6.35 (bs, IH), 7.25  (dd,J, = J1= 7.8 Hz, 114), 7.45 (d, J = 8.1 Hz, I H),
7.69 (d, J = 1.7 Hz, I H), 7.80 (m,  3H), 7.89 (m, IH), 8.00 (s, IH) ppm. WO
2005/009973 PCT/US2004/020384  -67 EXAMPLE 7 



Preparation of (5-amino-1-[2-methyl-5-(4H-I1,2,4]triazol-3-yl}-phenyl]-1H-
pyrazol-4-yl}-phenyl-methanon e HNnN  0 NH2 --N  Me Me  OMe Me-ni ~N  H2N 0
McO~N' H HN NH2NH2. -N H2, HCI  me O AcOH, 95 C Pd/C. EIOH  ~ /-\ 02N / \ go
PC p2 / \ - Me Me  Me 2 3  6 O CN  n HN 1. NaNO3, HN _M I PtiNH 0 HNnN  `N
NH2  H2N 2. W12 FIN H2N N  Me Me  5 4 A.
N-lMmethylaminomethylene-4-methyl-3-nitro-benzamide
4-Methyl-3-nitro-benzamide 1(10 g, 56 mmol) was suspended in 80 mL of
N,N-dimethylformamide dimethylacetal and was then heated to 95 C for 2 h.
The  red solution was allowed to cool to room temperature with stirring.
After another 2 h, 10 the resulting red precipitate was collected on a
flitted filter, and was washed three  times with Et20 to give
N-dimethylaminomethylene-4-methyl-3-nitro-benzamide 2 as  a red solid (8.7
g, 66%). HPLC (4 minute gradient) to 1.76 min; MS m/z 236.0  [M+H]+. B.
3-(4-Methyl-3-nitro-phenyl)-4H-(1,2,4ltriazole 15 To a solution of
N-dimethylaminomethylene-4-methyl-3-nitro-benzamide 2  (8.6 g, 37 mmol) in
250 mL of acetic acid was added dropwise anhydrous hydrazine  (4.7 mL, 1S0
mL). The now light orange solution was heated to 95 C for 1.5 h  before
allowing to cool and to stir at room temperature for 18 h. Acetic acid was  



removed in vacuo, and the residue was partitioned between H2O and EtOAc. The
20 organic layer was washed twice with saturated NaHCO3 solution, then dried
over WO 2005/009973 PCTRUS20041020384  -68 MgSO4. After filtration and
concentration in vacuo, the residue was triturated with  warm EtOAc, and the
resulting off-white solid was collected on a fritted filter to give
3-(4-methyl-3-nitro-phenyl)-4H-[1,2,4]triazole 3 (5.8 g, 77%). HPLC (4
minute  gradient) tR 1.82 min; MS m/z 205.1 [M+H]+;'H NMR (300 MHz, DMSO-d6)
S 8.57 5 (bs, I H), 8.46 (s, I H), 8.12 (d, J= 7.9, 1 H), 7.56 (d, J= 7.9, 1
H), 2.5 (s, 3 H) ppm;  "C NMR (DMSO-d6, 125 MHz) S 149.1, 133.5, 130.1,
121.3, 19.5 ppm. C. 2-Methyl-5-(4H-[ 1,2,4]triazol-3-yl)-phenylamine
3-(4-Methyl-3-nitro-phenyl)-4H-[1,2,4]triazole 3 (5.75 g, 28.2 mmol) was
suspended in 220 mL of ethanol with 2.35 mL (ca. 28.2 mmol) of concentrated
10 aqueous HCI. Under nitrogen, 900 mg of 10% palladium on activated carbon
(dry) 3 ( )  was added carefully. Hydrogen gas was bubbled through the
reaction mixture via a balloon attached to a syringe needle for 5 minutes.
The reaction mixture was then  stirred under an atmosphere of hydrogen gas
maintained by a balloon at room  temperature for 5 h. The catalyst was
removed by filtration through a short pad a 15 Celite. The filtrate was
concentrated in vacuo, and the residue was neutralized with  saturated
NaHCO3 solution. The mixture was extracted with EtOAc six times and the
combined organic layers were dried over MgSO4. After filtration and
concentration  in vacuo, the residue was recrystallized in EtOAc to give
2-methyl-5-(4H [1,2,4]triazol-3-yl)-phenylamine 4 (4.5 g, 92%) as an
off-white solid. HPLC (4 20 minute gradient) tR 0.79 min; MS mfg 175.2
[M+Hj';'H NMR (300 MHz, MeOH-dl) S 8.10 (bs, I H), 7.54 (s, I H), 7.29 (m, 2
H), 7.15 (d, J = 7.6, 2 H), 2.23 (s, 3 H) ppm. O )  D.
12-Methyl-5-(4H-!1,2,4]triazol-3-yl}phenyl]-hydrazine 2-Methyl-5-(4H-[
1,2,4]triazol-3-yl)-phenylamine 4 (200 mg, 1.15 mmol,  preparation) in
dioxane (5 ml) and water (5 ml) at 0 C was added cone. HCI (10 mL)  25
followed by the addition of sodium nitrite (87 mg, 1.26 mmol). The reaction
mixture was stirred at 0C for 40 min then a solution of tin(II)chloride (481
mg, 2.59 mmol) in  cone. HCI (1 mL) was added dropwise. The mixture was
stirred for 2 hr at 0 C  which resulted in a white solid precipitate. The
solid was collected by filtration and  identified as
[2-methyl-5-(4H-[1,2,4]triazol-3-yl)-phenyl]-hydrazine 5 (261mg) which 30
was used without further purification. HPLC (4 minute gradient) tR 0.71 min;
MS m/z  190.1 [M+H]+. WO 20051009973 PCT/US2004/020384  



-69 E. 15-Amino-I-[2-methyl-5-(4H-
j1,2,4]triazol-3-yl)-phenyl]-lH-pyrazol-4-yl- phenyl-methadone To a stirred
solution of [2-methyl-5-(4H-[1,2,4]triazol-3-yl)-phenyl]-hydrazine  5 (261
mg, estimated 1.15 nnnol) in EtOH (25 ml) was added 2-benzoyl-3 5
phenylamino-acrylonitrile 6 (285 mg, 1.15 mmol, preparation: Grothaus, J.
Am.  Chem. Soc. 58, 1334 (1936)) and the mixture was heated to 65-70C for
12-16 hours.  It was cooled to room temperature, concentrated to give crude
product. The mixture  was then purified by flash chromatography, eluting
with 1:1 EtOAc/Hexanes to give  (5-amino-I-[2-methyl-5-(4H-[
1,2,4]triazol-3-yl)-phenyl]- IH-pyrazol-4-yl)-phenyl 10 methanone 7 as a
white solid (21 mg, 0.09 mmol, 8%).14PLC (4 minute gradient) tR  1.89 min;
MS n31z 345.2 [M+H]`;'H NMR (DMSO-d6, 500 MHz) S 8.40 (d, I H),  8.24 (bs, I
H), 8.14 (s, 1 H), 8.12 (d, 2 H), 7.34 (bs, 2 H), 7.92-7.85 (m, 4 H), 2.49
(s,  3 H) ppm; 13C NMR (DMSO-db, 500 MHz) 5152.9, 142.2, 140.5, 13T 1, 132.7
132.2,  129.4, 128.8, 127.6, 126.0, 103.6, 18.1 ppm. 15 EXAMPLES
Preparation of 3-[5-amino-4-(3-[1,3]dioxolan-2-yl-benzoyl)-pyrazol-l-yl]-N-
cyclopropyl-4-methyl-benzamide O HN  NH2 O  O Me  0 0 0 CN Ph-N---N OW pTSA.
benzene I Oils LDA. CH3CN I ~ NHPh ~i~O THF. -60 to 0 C toluene  CHO reflux
,o 96% ~0 100C  63% 81%  2 3 0  O NH 0  CN - 0 NHz  HN NHPh HTFA $NH  N  D
OMF, DIFA, 160 C L J 0  



microwave  4 100% V 5 WO 20051009973 PCT1t1S20041020384  -70 A.
3-[1,3]Dioxolan-2-yl-benzoic acid methyl ester A mixture of 3-formyl-benzoic
acid methyl ester 1 (6.09 g, 37.2 mmol),  ethylene glycol (2.28 mL, 40.9
mmol) andp-toluenesulfonic acid monohydrate (0.78  g, 4.09 mmol) was
refluxed overnight with Dean-Stark apparatus. TLC plate showed 5 that all
the starting material has disappeared. Poured the reaction mixture into a
mixture of cooled aqueous NaHCO3 and EtOAc. The organic layer was separated
and  dried over Na2SO4. Filtered and concentrated to give the crude product
that was  purified by silica gel chromatography (cluent: 8/1 hexane/ethyl
acetate). The desired  3-[l,3]dioxolan-2-yl-benzoic acid methyl ester 2 was
obtained as a colorless oil (6.41 10 g, 83%). 'H NMR (300 MHz, CDCl3) 03.92
(s, 3H), 4.01 (m, 2 H), 4.13 (in, 2 H), 3 ( )  5.85 (s, 1 H), 7.46 (dd, J, =
J2 = 7.7 Hz, IH), 7.68 (dt, J, = 7.7 Hz, J2 = 1.2 Hz, 1 H), 8.05 (dt, J, =
7.7 Hz, J2 = 1.5 Hz, I H), 8.16 (dd, J, = J2 = 1.5 Hz, I H) ppm.  B. 3-(3-[
1,3 ]Dioxolan-2-yl-phenyl)-3-oxo-propionitrile To a mixture of acetonitrile
(1.90 mL, 36.4 mmol) in THE (60 mL) was added  15 LDA (1.8 M in THF, 33.9
mL) at -78 T. After stirring the mixture for 20 min at -78  C,
3-[1,3]dioxolan-2-yl-benzoic acid methyl ester 2 (6.06 g, 29.1 mmol) in THE
(20  ml) was added all at once. The mixture was stirred at -78 C for 1.5 h
and then  warmed to 0 C and stirred for I h at this temperature. Saturated
NH4Cl was added to  quench the reaction. The mixture was extracted with
EtOAc three times. Organic 20 layers were combined and dried over Na2SO4.
Filtration and concentration in vacuo gave a residue that was purified by
silica gel chromatography (CH2CI2, then 20/1 V 1  CH2Cl2/ethyl acetate). The
desired 3-(3-[I,3]dioxolan-2-yl-phenyl)-3-oxo propionitrile 3 was obtained
as a white solid (5.71 g, 96%). 'H NMR (300 MHz,  CDCI3) 84.12 (m, 6H), 5.86
(s, IH), 7.55 (dd, J, =J2 = 7.7 Hz, 1H), 7.77 (d, J=7.7  25 Hz, I H), 7.92
(d, J= 7.7 Hz, I H), 8.01 (s, 1H) ppm. C. 2-(3-[ 1,3
]Dioxolan-2-yl-benzoyl)-3-phenylamino-acrylonitrile The mixture of
3-(3-[1,3]dioxolan-2-yl-phenyl)-3-oxo-propionitrile 3 (3.07 g,  15.0 mmol)
and N, N'-diphenylformamidine (4.10 g, 21 mmol) in toluene was heated  to
reflux for 18 h. Concentration in vacuo gave a residue that was purified by
silica 30 gel chromatography (hexanes/EtOAc, gradient from 3/1 to 2/1 then
1/1). The desired
2-(3-[1,3]dioxolan-2-yl-benzoyl)-3-phenylamino-acrylonitrile 4 was obtained
as a  yellow solid (3.88 g, 81 1%). `H NMR (300 MHz, CDC13) 84.12 (m, 4H),
5.92 (s, I H), 



WO 20051009973 PCTIUS2004/020384  -71 7.26 (m, 4H), 7.47 (m, 3H), 7.65 (d,
J= 7.7 Hz, 1 H), 7.94 (dt, JJ ; 7.714Z,4= 1.3  Hz, 1H), 8.05 (m, 2H) ppm. D.
3-15-Amino-4-(3-11,3]dioxolan-2-yl-benzoyl)-pyrazol-l -yl]-N-cyclopropyl-
4-methyl-benzamide 5 A mixture of
2-(3-[1,3]dioxolan-2-yl-benzoyl)-3-phenylamino-acrylonitrile 4  (0.20 g,
0.62 mmol), N-cyclopropyl-3-hydrazino-4-methyl-benzamide, trifluoroacetic
acid salt 8 (Example 6C, 0.20 g, 0.62 mmol) and DIEA (0.5 mL) in DMF (3 mL)
was  heated to 160 C for 40 min using microwave. The mixture was then cooled
down to  room temperature and concentrated. The obtained residue was
purified by silica gel 10 chromatography (gradient from 1/4 Hexanes/EtOAc to
100% EtOAc). The desired 3- [5-amino-4-(3-[
I,31dioxolan-2-yl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl- benzamide 5
was obtained as an orange solid (0.26 g, 100%). MS m/z 433.2 [M+H]`;  'H NMR
(300 MHz, CDCI3) 00.60 (m, 2H), 0.86 (m, 214), 2.24 (s, 3H), 2.87 (m, I H),
4.11 (m, 4H), 5.85 (in, 3H), 6.51 (bs, IH), 7,43 (d, J= 8.0 Hz, 1 H), 7.45
(dd, J, =J2  15 = 7.6 Hz, IH), 7.70 (m, 2H), 7.82 (m, 3H), 7.95 (s, IH),
8.00 (s, 111) ppm. EXAMPLE 9 Preparation of
3-15-amino-4-(3-formyi-benzoyl)-pyrazol-l-y11-N-cyclopropyl-4-
methyl-benzamide H O HN  NHp O  O N Me U NH, NH H  qACOH ~ NNp N  N 20 s  A
mixture of 3-[5-amino-4-(3-[1,3]dioxolan-2-yl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide 5 (Example 8, 1.14 g, 2.6 mmol) was suspended
in  aqueous AcOH (10 mL, 1.5 M in H2O). Glacial AcOH was added dropwise
until a  clear solution was obtained. The reaction mixture was stirred at
room temperature 25 overnight. Evaporation of the solvent under reduced
pressure to give a residue.  Toluene and EtOAc were added and the mixture
was concentrated again to give the WO 2005/009973 PCT/US20041020384  



-72 crude product that could be purified by silica gel chromatography
(hexanes/EtOAc:  1/4). The desired
3-(5-amino-4-(3-formyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methyl-benzamide 6 was obtained as a yellow foamy solid (0.91 g, 89%). MS
m/z  389] [M+H]'; 'H NMR (300 MHz, CDCh) $).61 (m, 2 H), 0.85 (dd,, = 6.9
Hz, J2 5 = 12.4 Hz, 2 H), 2.25 (s, 3 H), 2.87 (m, 1 H), 5.95 (brs, 2 H),
6.57 (brs, I H), 7.44 (d,  J= 8.0 Hz, I H), 7.67-7.78 (m, 4 H), 8.07 (s, 1
H), 8.09 (d, J= 1.3 Hz, I H), 8.31 (s, I  H), 10.12 (s, I H) ppm. EXAMPLE 10
Preparation of 3-[5-amino-4-(3-hydroxymetbyl-benzoyl)-pyrazol-1-yll-N- 10
cyclopropyl-4-methyl-benzamide HN  O NH2 O  Hp i N  N Mo O  O NH2 H O NH2 N
NaBH4, McOH N 58%  0 0H  6 7 To a mixture of
3-[5-amino-4-(3-formyl-benzoyl)-pyrazol-I-yl]-N-
cyclopropyl-4-methyl-benzamide 6 (38 mg, 0.098 mmol) in methanol (3 mL) was
15 added NaBH4 (11 mg, 0.29 mmol). The reaction mixture was stirred at room
temperature for I h. Aqueous NaOH was added to quench the reaction and the
mixture was extracted with ethyl acetate. The organic layer was separated
and washed  with water and saturated NaCl solution. The organic was then
dried over Na2SO4,  filtered and concentrated to give a residue that could
be purified by silica gel 20 chromatography (eluent: 1/4 hexanes/EtOAc). The
desired 3-[5-amino-4-(3-
hydroxymethyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide 7 was
obtained as a white solid (22 mg, 58%). MS m1z 391.2 [M+Hjt; 1H NMR (300
MHz,  CDCh) 0.56 (m, 2H), 0.82 (m, 2H), 2.22 (s, 3H), 2.82 (m, 1H), 4.75 (s,
2H), 5.91  (brs, 2H), 6.75 (brs, Ili), 7.49 (m, 3H), 7.76 (m, 4H), 7.99 (s,
1H) ppm. WO 20051009973 PCT/US20041020384  



-73 EXAMPLE 11 Preparation of
3-(5-amino-4-[3-(4-methyl-piperazin-1-ylmethyl)-benzoyll-
pyrazoi-l-yl]-N-cyclopropyl-4-methyl-benzamide . p . HN  NH2 O  Me'~N N Me
5 To a mixture of 3-[5-amino-4-(3-formyl-benzoyl)-pyrazol-1-yl]-N- {
cyclopropyl-4-methyl-benzamide 6 (Example 9, 1.0 eq) and 1-methyl-piperazine
(1.09 eq) in equal volume of 1,2-dichloroethane and dichloromethane was
added  AcOH (0.96 eq) Sodium triacetoxyborohydride (1.5 eq) was then added.
The reaction 10 mixture was stirred at room temperature for 2 h. Aqueous
NaOH was added to quench  the reaction and the mixture was extracted with
ethyl acetate. The organic layer was  separated and washed with water and
saturated NaCl solution. The organic layer was  then dried over Na2SO4,
filtered and concentrated to give a residue that could be  purified by
silica gel chromatography (eluent: 9/1 CH2CI2/methanol then 9/1/0.05 15
CH2Cl2/MeOHINH3H2O). Yield 67%. MS m/z 473.3 [M+H]`; 'H NMR (300 MHz,
CDC13) 6D.61 (in, 2H), 0.86 (m, 2H), 2.26 (s, 3H), 2.30 (s, 3H), 2.52 (brs,
8 H), 2.90  (m, IH), 3.60 (s, 2H), 5.87 (brs, 1H), 6.30 (brs, 2H), 7.45 (m,
3H), 7.70 (m, 2H), 7.83  (m, 3H) ppm. EXAMPLE 12 20 Preparation of
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-0-methyl-benzamide O HN  NHZ p  N of N N Me WO 20051009973
PCT1US20041020384  -74 Similar procedure as in Example 1 I except morpholine
was used in place of 1- 



methyl-piperidine. Yield 45%. MS m/z 460.2 [M+H]';'H NMR (300 MHz, CDCl3)
b0.61 (m, 2H), 0.87 (m, 2H), 2.26 (s, 3H), 2.25 (s, 3H), 2.49 (m, 4H), 2.90
(m, IH),  3.59 (s, 2H), 372 (t, J= 4.4 Hz, 2H), 5.85 (brs, 2H), 6.35 (brs,
IH), 7.45 (m, 311), 5 7.71 (m, 2H), 7.83 (m, 3H) ppm. EXAMPLE 13 Preparation
of 3-[5-Amino-4-13-(2-morpholin-4-yl-ethoxy)-benzoylj-pyrazol-I-
yl[-N-cyclopropyl-4-methyl-benzamide P O NH2 HN O C7 ~- .)  OJ f _ N Me O
^N~tl O CN ft-N1  OEt _Y HC! I On IDA. p1,CN NHPII  18tIPN1$. KCO/ ]HF OH
O~\N 0,-0  O  2 O  0 OH 0 0  O NHZ OH O NHZ NH  \ CH HN 7 O'NN h' C~PWYWmIOe
O sNN  ( `/\N NHPh H NO to 4 00 O 06 o A.
3-(2-Morpboltn-4-yl-ethoxy)-benzoic acid ethyl ester Potassium carbonate
(6.2 g, 45 mmol) was added to a DMF solution (100 mL)  of ethyl
3-hydroxybenzoate 1 (3.32 g, 20 mmol), 4-(2-chloroethyl)-morpholine
hydrochloride (5.58 g, 30 mmol) and I8-crown-6 (20 mg). The mixture was
stirred at 15 100 C for 20 hr. Solvent was removed in vacuo and the residue
was suspended in  ethyl acetate. The organic layer was washed by saturated
NaHCO3 solution and then  brine, and was dried over sodium sulfate. Solvent
was evaporated to yield the product  3-(2-morpholin-4-yl-ethoxy)-benzoic
acid ethyl ester 2 as a light yellow oil (5.3 g,  95%). HPLC (4 minute
gradient) to 1.47 min; MS m/z 280.2 [M+H]'. WO 2005/009973 PCT/US2004/020384



-75 B. 3-13-(2-Morpbolin-4-yl-ethoxy)-ph enyl]-3-oxo-propionitrile  Lithium
diisopropylamide (16.4 mL, 29.6 mmol, I.8M solution in
heptane/tetrahydrofuran/ethylbenzene) was added dropwise to the solution of
acetonitrile (1.2 g, 29.6 mmol) in dry tetrahydrofuran (20 mL) at - 78 C in
nitrogen 5 atmosphere. After stirring the reaction mixture for 30 min, a
solution of 3-(2- morpholin-4-yl-ethoxy)-benzoic acid ethyl ester 2 (5.5 g,
19.7 mmol) in dry  tetrahydrofuran (20 mL) was added dropwise and stirred at
- 78 C for 1 hr. Water  was added and the aqueous layer was separated and
acidified with dilute hydrochloric  acid to pH 7. The product was extracted
into ethyl acetate. The organic layer was 10 washed with brine and then
dried over sodium sulfate. The solvent was removed in  vacuo to give
3-[3-(2-morpholin-4-yl-ethoxy)-phenyl]-3-oxo-propionitrile 3 as a light
yellow oil (4.8 g). HPLC (4 minute gradient) tR 1.11 min; MS nt/z 275.2
[M+H]+. C. 2-13-(2-Morpholin-4-yl-ethoxy)-benzoyil-3-phenylamino-acrylon
itrile  A mixture of
3-[3-(2-morpholin-4-yl-ethoxy)-phenyl]-3-oxo-propionitrile 3  15 (4.8 g,
17.5 mmol) and N,N-diphenylformamidine (1,2 g, 24.5 mmol) in dry toluene
(100 mL) was heated at 110 C for 3 hr under a nitrogen atmosphere. Solvent
was  removed and the oily residue was subjected to silica gel column
chromatography  (gradient 100% EtOAc to 100/10/1 EtOAc/MeOH/Et3N) to yield
2-[3-(2-morpholin- 4-yl-ethoxy)-benzoyl]-3-phenylamino-acrylonitrile 4 light
yellow solid (3.1 g, 47 %). 20 HPLC (4 minute gradient) tR 2.04 min; MS m/z
378.2 [M+H]+. D.
3-{5-Amino-4-13-(2-morpholin-4-yl-ethoxy)-benzoyll-pyrazol-1-yl}-4-
methyl-benzoic acid
2-[3-(2-Morpholin-4-yl-ethoxy)-benzoyl]-3-phenylamino-acrylonitrile 4 (189
mg, 0.5 mmol) and 3-hydrazino-4-methyl-benzoic acid hydrochloride 7 (Example
3A  25 152 mg, 0.75 mmol) were suspended in N,N-dimethylformamide (5 mL) and
heated at 160 C using microwave for 30 min. Solvent was evaporated and the
residue was  subjected to column chromatography (EtOAc - MeOH). Product
3-{5-amino-4-[3-
(2-morpholin-4-yl-ethoxy)-benzoyl]-pyrazol-l-yl}-4-methyl-benzoic acid 5 was
obtained as a light yellow solid (200 mg). HPLC (4 minute gradient) tR 1.60
min; MS  30 m/z 451.2 [M+H]+. WO 2005/009973 PCT/US2004/020384  E.
3-{5-Amino-4-[3-(2-morpholin-4-yl-ethoxy)-benzoylj-pyrazol-l-yl}-N
cyclopropyl-4-methyl-benzamide  A mixture of 3-
(5-amino-4-[3-(2-morpholin-4-yl-ethoxy)-benzoylj-pyrazol-l- yl
}-4-methyl-benzoic acid 5 (400 mg, 0.89 mmol), cyclopropylamine (0.89 mmol),



5 EDCI (340 mg, 1.78 mmol), HOBt (272 mg, 1.78 mmol) and
diisopropylethylamine  (459 mg, 3.56 mmol) in dry N,N-dimethylformamide (10
mL) was stirred at room  temperature for 18 h. Solvent was evaporated and
the residue was suspended in  EtOAc and washed by water, saturated NaHCO3
solution and brine. The organic  layer was dried over sodium sulfate.
Product 3-{5-amino-4-[3-(2-morpholin-4-yl 10 ethoxy)-benzoylj-pyrazol-l -yl)
-N-cyclopropyl-4-methyl-benzamide 6 was obtained ( - as a light yellow solid
(45 mg, 10%) after purification by column chromatography (100/10/1
EtOAc/MeOH/Et3N). HPLC (4 minute gradient) tR 1.69 min; MS m/z  490.24
[M+H]+. EXAMPLE 14 15 Preparation
of3-[5-amino-4-(3-benzyloxy-benzoyl)-pyrazol-l-ylj-N-cyclopropyl-
4-methyl-benzamide H N i O O NH2 O  Me  oEt   cN Hac ocHa  OR PhCHZBF CHaCN,
LOA N -780C H3C  l _ O OCFy  Acetone, it OH K2C03 2 1 ~ ~ , I 3  CN I i
Hf--' O NMe2 NHNHy TFA H N N,  4 OMF. C , N  microwav ave O O\ /  6 WO
20051009973 PCT(US2004l020384  -77 A. 3-Beuzyloxy-benzoic acid ethyl ester
K2CO3 (6.9 g, 50 mmol) and 18-crown-6 were added to a solution of 3-
hydroxy-benzoic acid ethyl ester 1 (8.3 g, 50 mmol) in acetone (100 mL) and
the  mixture was stirred at room temperature for 18 h. Solid was removed by
filtration. 5 Filtrate was concentrated in vacuo to give 3-benzyloxy-benzoic
acid ethyl ester 2 as a  



colorless liquid. B. 3-(3-Benzyloxy-phenyl)-3-oxo-propionitrile LDA (1.8 M,
100 mmol, 56 mL) was added to a solution of acetonitrile (4.1 g,  100 mmol)
in THE (100 mL, dry) at -78 C under nitrogen. The mixture was stirred  10 at
- 78 C for 30 min. A solution of 3-benzyloxy-benzoic acid ethyl ester 2 in
50 mL anhydrous THE was then added dropwise to the reaction mixture. The
mixture was  stirred at - 78 C for I h before water was added. The organic
phase was separated.  The aqueous phase was acidified by hydrochloride acid
until pH - 2, and was  extracted by EtOAc. THE and EtOAc layers were
combined and washed by water, 15 brine, dried over Na2SO4. Solvent was
removed in vacuo and the solid residue was  triturate with Et2O and dried in
vacuo. The desired product 3-(3-benzyloxy-phenyl)-3- oxo-propionitrile 3 was
obtained as a light brown solid (11.0 g, 87%). C.
2-(3-Benzyloxy-benzoyl)-3-dimethylamino-acrylonitrile  N,N-Dimethylformamide
dimethyl acetal (10 mL) was added to the solution  20 of
3-(3-benzyloxy-phenyl)-3-oxo-propionitrile 3 (2.5 g, 10 mmoL) in DMF (20 mL,
dry) and the mixture was stirred at 100 C for 3 hr. Solvent was removed and
the  residue was purified by silica gel column chromatography (EtOAc as
eluent). Product  2-(3-benzyloxy-benzoyl)-3-dimethylamino-acrylonitrile 4
was obtained as a light  yellow solid (2.6 g, 90 %). 25 D.
3-[5-Amino-4-(3-benzyloxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-
metbyl-benzamide 2-(3-Benzyloxy-benzoyl)-3-dimethylamino-acrylonitrile 4
(147 mg, 0.5  mmol) and N-cyclopropyl-3-hydrazino-4-methyl-benzamide,
trifluoroacetic acid salt  8 (Example 6C, 240 mg, 0.75 mmol) were dissolved
in DMF (5 mL) and was heated 30 at 160 C in microwave oven for 30 min.
Solvent was removed and the residue was  purified by column (3:1
ElOAc/hexanes). Product 3-[5-amino-4-(3-benzyloxy WO 2005/009973
PCT/1152001/020384  -78
benzoyl)-pyrazol-I-yIJ-N-cyclopropyl-4-methyl-benzamide 6 was obtained as a
light  yellow solid (120 mg, 52%). EXAMPLE 15 Preparation of
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-I-yl]-N-eyclopropyl-4- 5
methyl-benzamide p  HN O  



HQ NHV  ~ ' ANN Me L  H I H H2N N N H21PdIC (10%) H2N N,N  McOH, rt `  O O
OH  & OH  6 7 3-[5-Amino-4(3-benzyloxy-benzoyl)-pyrazol-l
-yl]-N-cyclopropyl-4-methyl- benzamide 6 (200 mg, 0.43 mmol) was dissolved
in MeOH (10 mL). Catalyst 10%  10 palladium on activated carbon (dry) was
added and was stirred in an atmosphere of hydrogen for 2 h. The catalyst was
removed by filtration and solvent was removed in (c)' I  vacuo.
Product3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-t-yI]-N-cyclopropyl-4-
methyl-benzamide 7 was obtained as a light yellow solid (140 mg, 87%).
EXAMPLE16  15 Preparation of
3-15-amino-4-(4-metbyl-benzoyl)-pyrazol-l-yIJ-N-cyclopropyl-4-
methyl-benzamide p  HN 0 NHZ O  Me ANN Me WO 20051009973 PCTJUS200-&/020384
.79 o NH P TFA HN / O NH, O O NH  NH Ph ~~ ' ~~ Mo 9 ! ~ N  Me I ~ Me f
INHPh Me  



~ Z J A. 2-(4-Methyl-benzoyl)-3-phenylamiuo-acrylonitrile A mixture of
4-toluoylacetonitrile 1 (4.0 g, 25 mmol) and N,N 5 diphenylformamidine (4.9
g, 25 nunol) in dry toluene (50 mL) was heated at 85 C for  16 h under
nitrogen. The mixture was cooled to room temperature and 170 ml, of  hexanes
was added. A yellow precipitate was formed after the mixture was stirred at
room temperature for 5 minutes. The solid was collected of a fritted flask,
and was  washed with hexanes to give pure
2-(4-methyl-benzoyl)-3-phenylamino-acryionitrile 10 2 (4.5 g, 68%). 1H NMR
(300 MHz, CDC13),5 8.04 (d, J= 13.0, 1 H), 7.86 (d, J=  7.9, 2 H), 7.42 (t,
J= 7.4, 1 H), 7.28-7.25 (m, 3 H), 7.19 (d, J= 7.6, 1 H), 2.41 (s, 3H)  ppm.
B. 3-[5-amino-4-(4-methyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-
benzamide 15 A mixture of 2-(4-methyl-benzoyl)-3-phenylamino-acrylonitrile 2
(205 mg,  0.78 mmol), N-cyclopropyl-3-hydrazino-4-methyl-benzamide
trifluoroacetic acid salt  7 (Example 6C, 250 mg, 0.78 mmol) and
diisopropylethylamine (0.14 mL, 0.78  mmol) in 8 mL of ethanol was heated at
65 C in for 18 h. Solvent was removed and  the residue was purified by
silica gel column chromatography (EtOAc/hexanes, 20 gradient from 1/3 to
3/1). The product can be further purified by trituration with Et20  to give
3-[5-amino-4-(4-methyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-
benzamide 3 as a white solid (64 mg, 22%). HPLC (4 minute gradient) tR 2.26
min;  MS m/z 375.2 [M+H]'; 1H NMR (300 MHz, DMSO-d6) J 8.51 (d, J = 4.0, 1
H), 7.93  (d, J= 8.0, 1 H), 8.51 (d, J= 4.0, 1 H), 7.83 (bs, I H), 7.82 (s,
l H), 7.70 (d, J= 7.9, 2 25 H), 7.53 (d, J= 8.0, 1 H), 7.35 (d, J = 7.9, 2
H), 6.95 (bs, 2 H), 2.86 (m, I H), 2.40 (s,  3 H), 2.14 (s, 3 H), 0.68 (m, 2
H), 0.56 (m, 2 H); 17C NMR (300 MHz, DMSO-db) b  187.4, 166.0, 151.9, 141.3,
141.1, 139-2,136-9,135,6,133.0,131-2,129.1, 128.3,  128.0, 126.5, 102.6,
23.1, 21.0, 17.2, 5.6 ppm. WO 2005/009973 PCTIUS2004/020384  -80 EXAMPLE 17
Preparation of 3-(5-amino-4-benzoyl-imidazol-t-yl)-N-cyclopropyl-4-methyl-
benzamide p  HN NH2 O  Na/N 



Me  0 0  (M)aCH NiNCH(CNh~TsOH \ HN-a  H,N rcucraraw.l2oc N, NaOac.AcOH
/NYNH2 3l.  30% for two steps N ?~ t R= Me, Et 2 CN  0 HN--Il  N NH2 i  N 1
1  5 0 4 A.
3-(5-Amino-4-cyano-imidazol-1-yi)-N-cyclopropyl-4-methyl-benzamide  A
mixture of 3-amino-N-cyclopropyl-4-methyl-benzamide 1 (380 mg, 2.0  mmol) in
2.0 mL of triethyl orthoformate was stirred at 120C in microwave for 20
minutes. The solvent was removed under reduced pressure. The residue was
dissolved 10 in 5 mL of acetic acid and then was added
aminomalononitrilep-toluenesulfonate V  (506 mg, 2.0 mmol) and sodium
acetate (164 mg, 2.0 mmol). The reaction mixture was stirred at room
temperature overnight. The mixture was diluted with 20 mL of  water and then
its pH was adjusted to 8.0 by aqueous NaOH. The resulting mixture  was
extracted with EtOAc (3 x 50 mL). The combined organic layers were washed 15
with water (10 mL) and brine (10 mL), dried over MgSO4, filtered and
concentrated  in vacuo evaporated. The residue was purified by silica gel
column chromatography  (10/1, methylene chloride : methanol) to give
3-(5-amino-4-cyano-imidazol-1-yl)-N- cyclopropyl-4-methyl-benzamide 3 as a
colorless solid (170 mg, 30%). HPLC (4  minute gradient) tR = 1.39 min; MS
m/z 282 [M+H]. WO 2005/009973 PCT/tJS2004/020354  -81 B.
3-(5-Amino-4-benzoyl-imidazol-1-yl)-N-cyelopropyl-4-methyl-benza mide  To a
solution of 3-(5-amino-4-cyano-imidazol-l-yl)-N-cyclopropyl-4-methyl-
benzamide 3 (56.4 mg, 0.2 mmol) in dry THE (10 ml) under nitrogen was added
phenylmagnesium bromide (IM, 1 mL) at room temperature. After I h, HCI
solution 5 (3N, 10 ml) was added and the mixture was stirred overnight. The
solution was  neutralized with dilute aqueous NaOH. The mixture was
extracted with ethyl acetate  (100 mL x2), washed with water and dried over
Na2SO4. Evaporation of the solvent  



gave a residue which was purifiedd by HPLC to give 3-(5-Amino-4-benzoyl-
imidazol-l-yl)-N-cyclopropyl-4-methyl-benzamide as a while solid (56 mg,
78%). ( 10 LCMS (4 minute gradient) tR = 2.07 min; MS m/z 361.17 [M + H]+
EXAMPLE 18 Preparation of
3-(5-Amino-4-cyclohexanecarbonyl-imidazol-1-yl)-N-eyclopropyl-
4-methyl-benzamide N~ - N NH2 NH  O  15 Similar procedure as in Example 17
except cyclohexylmagnesium bromide  was used in place of phenyl magnesium
bromide. HPLC (4 minute 10-90 gradient) tR  2.01 min; MS m/z 367.29 [M+H]'.
20 EXAMPLE 19 Preparation of
3-(5-Amino-4-cyclopentanecarbonyl-imidazol-1-yl)-N-
eyclopropyl-4-methyl-benzamide 0 O NH2 HN  N\N O  Similar procedure as in
Example 17 except cyclopentylmagnesium bromide  25 was used in place of
phenyl magnesium bromide. HPLC (4 minute 10-90 gradient) tR  1.92 min; MS
mhz 353.22 [M+H]'. EXAMPLE 20 WO 20051009973 PCT1US20041020384  -82
Preparation of 3-(5-Amino-4-phenylacetyl-imidazoi-l-yl)-N-cyclopropyl-4-
metbyl-benzamide N'\ / \  q O  NH2 Nall - 0 HN  N  



Similar procedure as in Example 17 except benzylmagnesium bromide was 5 used
in place of phenyl magnesium bromide. HPLC (4 minute 10-90 gradient) 1R2.14
min; MS rnlz 375.20 [MI-H]+. EXAMPLE 21 Preparation of
3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-imidazol-1-yl]-N- 10
cyclopropyl-4-methyl-benzamide P HN o  NH O NH2 O NJ Me  PIA Q / \ O  MgCI N
'~ N N  NHi }Nj rN H  V / NH= -p,Opytam ne. FOCI I O J 2 _ CN 3 N N  O ii)
HCiM20frHF O N-hMroKysucdnimi0e COON 0  7 4 5  15 A. 3-{5-Amino-l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1 H- imidazole-4-carbonyl]-benzoic
acid To a solution of 3-iodobenzoic acid tert-butyl ester (4.6g) in THE (20
mL) at - 40 C under N2 was added cyclohexylmaglesium chloride (2M in THF,
8.5 mL). The  20 solution was kept at -40 C to 0 C for 20 min., when
3-(5-amino-4-cyano-imidazol I-yl)-N-cyclopropyl-4-methyl-benzamide was added
and the reaction was kept at rt WO 20051009973 PCTIU52004l020384  -83 for I
h. Then FICI (4 M, 10 mL) was added and the mixuture was heated at 40 to 45
C  overnight. The mixture was neutralized with K2CO3 solution and extracted
with  EtOAc (2 X 100 mL) and the combined organics dried over Na2SO4, and
concentrated. Purification of the crude product by column chromatography
(EtOAc:  5 MeOH = 6:1) gave the desired product (0.46g). 



B. 3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-imidazol-l-yl]-N-
cyclopropyl-4-methyl-benzamide  A solution of acid 4 (160 mg), EDCI (90 mg),
and N-hydroxysucinimide (53 10 mg) in DMF (2 mL) was reacted at rt
overnight. Water (12 ml) was added and the  solution was extracted with
EtOAc (15 mL X 2), dried over Na2SO4 Evaporation of  solvent gave a residue,
into which EtOAc (4 mL) and 2-propylamine (1.2 eq) was  added. The reaction
was kept at rt for I h., then concentrated and the crude product  purified
by column chromatography to give the desired product (yield: 80%). HPLC  15
(4 minute gradient) tR = 2.00 min; MS m/z 446.19 [M + H]~. EXAMPLE 22
Preparation of 3-{5-Amino-4-[3-(2-dimethylamino-ethylcarbamoyl)-benzoyl}-
imidazol-I -yl }-N-cyclopropyl-4-methyl-benzamide H2N  O H  N N~V NJ O  20 H
Similar procedure as in Example 21 except 2-dimethylaminoethylamine was
used in place of isopropylamine. HPLC (4 minute 10-90 gradient) tR2.18 min;
MS  m/z 475.15 [M+H]'. EXAMPLE 23 25 Preparation of
3-}5-Amino-4-(3-ethylcarbamoyl-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methyl-benza mide WO 20051009973 PCTIUS20041020384  -84
Similar procedure as in Example 21 except ethylamine was used in place of
isopropylamine. HPLC (4 minute 10-90 gradient) tR 1.70 min; MS m!z 432.18
[M+H] 5 EXAMPLE 24 Preparation
of3-[5-Amino-4-(3-methylcarbamoyl-benzoyl)-imidazol-1-yl]-N- {`,3
cyclopropyl-4-methyl-benzamide HZN H  N N v  N O 



-N  H  10 Similar procedure as in Example 21 except methylamine was used in
place of isopropylamine. HPLC (4 minute 10-90 gradient) tR 1.61 min; MS m!z
418.15  [M+H]*. EXAMPLE 25 Preparation of
3-15-Amino-4-(3-cyclopropylcarbamoyl-henzoyl)-imidazol-1-yl]- 15
N-cyclopropyl-4-methyl-benzamide HZN H v I  O N J O  ~N H  Similar procedure
as in Example 21 except cyclopropylamine was used in  place of
isopropylamine. HPLC (4 minute 10-90 gradient) tR 1.74 min; MS m/z  444.14
[M+H]t. 20 EXAMPLE 26 Preparation of
3-15-Amino-4-(3-cyclopentylcarbamoyl-benzoyl)-imidazol-l-yl]-
N-cyclopropyl-4-methyl-benzamide WO 2005/009973 PCTIUS20041020384  -85- H2N
0 N  N O NJ O N  H  Similar procedure as in Example 21 except
cyclopentylamine was used in place of isopropylamine. HPLC (4 minute 10-90
gradient) tR 1.95 min; MS m/z  472.24 [M+H]. 5 EXAMPLE 27 Preparation of 3-;
5-Amino-4-[3-(morpholine-4-carbonyl)-benzoyl}-imidazol-l-
yl}-N-cyclopropyl-4-methyl-benzamide i ~. H2N  O 



N  NJ O cj 10 Similar procedure as in Example 21 except morpholine was used
in place of  isopropylamine. HPLC (4 minute 10-90 gradient) 1R 1.67 min; MS
m/z 474.17  [M+H] EXAMPLE 28 Preparation of
3-(5-Amino-4[3-(cyctopropylmethyl-carbamoyi)-benzoyl]- 15
imidazol-l-yI}-N-cyclopropyl-4methyl-benzamide H2N N~  O N:~j O  N~r H
Similar procedure as in Example 21 except cyclopropylmethylamine was used
in place of isopropylamine. HPLC (4 minute 10-90 gradient) tR 1.86 min; MS
m/z  458.23 [M+H]+. 20 EXAMPLE 29 Preparation
of3-[5-Amino-4-(tetrahydro-pyran-4-carbonyl)-imidazol-1-yl)-N-
cyclopropyl-4-methyl-benzamide WO 20051009973 PCT/US20041020384  -86- H2N NJ
HN  O 0 H N I H  Br )~L MgBr H2N s  NN HZN N  0 0 0 O N  5 6 7 O  5 A.
4-bromo-tetrahydro-pyran. 



Tetrahydro-4H-pyran-4-ol (1.0g, lOmmol), carbon tetrabromide (3.6g, l lmmol)
and triphenylphosphine (3.1g, 12mmol) were dissolved in CH2CI2 (25 mL)  and
stirred at room temperature overnight. The crude reaction mixture was
concentrated then purified by flash chromatography on silica gel
(EtOAc:Hexanes = 10 1:20), and the product was obtained as a colorless oil
(1.4g, 87%). B. 3-15-Amin
o-4-(tetrabydro-pyran-4-carbonyl)-imidazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide O t . )  A solution of
4-bromo-tetrahydro-pyran (0.82g, 5mmol) in dry THE (IOmL) 15 was added
dropwise to the suspension of magnesium (132mg, 5.5 mmol) and iodine  (25mg)
in dry THE (20 mL) at 50 C under N2. The mixture was stirred for 30 min
after addition at 50 C, then cooled to room temperature. Then a THE (lOmL)
solution of
3-(5-amino-4-cyano-imidazol-l-yl)-N-cyclopropyl-4-methyl-benzamide  (90 mg,
0.32 mmol) was added to the reaction mixture and it was stirred at room 20
temperature for 3h then quenched with HCl (2N) and stirred at room
temperature  overnight. The pH of the solution was adjusted pH - 8 with
saturated aqueous K2CO3  was and it was extracted with EtOAc. The organic
layer was washed by water and  brine, dried over Na2SO4, and concentrated.
The crude product was purified by  column chromatography on silical gel
(EtOAc - EtOAc:MeOH:Et3N = 100:10:1 ), WO 2005/009973 PCTIUS20041020384  -87
and the product was obtained as a beige solid (35 mg, 30 %). HPLC (4 minute
gradient) tR = 3.05 min; MS m/z 369.18 [M+ H]`. EXAMPLE 30 5 Preparation of
3-(5-amino-4-benzoyl-3-methoxy-pyrazol-1-yl)-N-cyclopropyi-4-
methyl-benzamide D HN  NH2 O  Cy Me0 NN Me  i) 2 eq- NaH, O CSZ, diaxane 0
i) McOH, NaOM 0 H NH2 0  CN ii) Mel ON darane I ii) 0 l N / c  Me$ We Me Me0
N 



7 2 ~NH HN-tgH3 TFA 7 Me  DIEA A. 2-Benzoyl-3,3-bis-methylsulfanyl-acrylou
itrile 10 To a stirred solution of benzoylacetonitrile 1 (7.50 g, 51.7 mmol)
in THE (100  nrl) at 0 C was added dry sodium hydride (2.61 g, 103 mmol).
The resulting  suspension was stirred at 0 C for 45 min before carbon
disulfide (2.39 ml, 54.8  mmol) was added. The reaction was then stirred at
room temperature for 2 h. The  resulting red solution was cooled to 0 C, and
iodomethane (6.75 ml, 109 mmol) was 15 added. The mixture was stirred at
room temperature for 18 h. Solvent was removed  in vacuo. The residue was
diluted in ether and was washed with brine. The aqueous  layer was extracted
twice with ether. The combined organic layers were washed  twice with 5%
sodium thiosulfate, and then brine. The organic layer was dried over  MgSO4,
filtered and concentrated to give 2-benzoyl-3,3-bis-methylsulfanyl 20
acrylonitrile 2 as a yellow powder (9.5 g, 74%). The product was used in the
next  step without further purification. B. 3-(5-Amin
o-4-benzoyl-3-methoxy-pyrazol-1-yl)-N-cyclopropyl-4-methyl- benzamide WO
2005/009973 PCTIl3S2004/020384  -88 Sodium (317 mg, 13.8 mmol) was added to
methanol (10 ml) at 0 C. After  all of the sodium was consumed, this
solution of sodium methoxide was added to a  stirred solution of
2-benzoyl-3,3-bis-methylsulfanyl-acrylonitrile 2 (3.12 g, 12.5  mmol) in
dioxane (30 ml) at 0 C. The reaction was warmed to room temperature and S
then heated to 80 C for 3 h. The dark red solution was cooled to room
temperature  and was added to a solution
ofN-cyclopropyl-3-hydrazino-4-methyl-benzamide  trifluoroacetic acid salt
(4.00 g, 12.5 mmol) and diisopropylethylamine (2.18 ml, 12.5  mmol) in
dioxane (15 ml). The mixture was heated to 85 C for another 6 h. The
solvent was removed in vacuo. The residue was diluted in saturated NaHCO3
solution 10 and was extracted three times with EtOAc. Combined organic
layers were dried over 0 ( 3  MgSO4, filtered and concentrated. The crude
product was purified by flash chromatography (SiO2, gradient of 75 to 90%
EtOAc/hexanes) and recrystallization  from EtOAc to give the desired
3-(5-amino-4-benzoyl-3-methoxy-pyrazol-l-yl)-N-
cyclopropyl-4-methyl-benzamide 3 as a white solid (950 mg, 19%). HPLC (4
minute 15 10-90 gradient) tR 2.33 min; MS m!z 391.2 [M+H]';'H NMR
(DMSO-d6,300 MHz)  6 8.50 (d, J= 3.4, 1 H), 7.91 (d, J = 7.9, 1 H), 7.85 (s,
1 H), 7.61 (d, J= 6.9, 2 H),  7.41-7.62 (m, 4 H), 7.00 (bs, 2 H), 3.66 (s, 3
H), 2.87 (m. 1 H), 2.20 (s, 3 H), 0.70 (m,  



2 H), 0.85 (m, 2 H) ppm; 13C NMR (DMSO-d6, 125MHz) 6 188.1, 166.0, 159.5,
152.8, 140.1,139.5,135.5,132.9,131.1, 130.6, 128.1, 128.0, 127.4, 126.8,
91.0, 55.2,  20 23.0, 15.1, 5.6 ppm. EXAMPLE 31 a )  Preparation of
3-(5-amino-4-benzoyl-3-ethoxy-pyrazol-1-yl)-N-cyclopropyl-4-
methyl-benzamide HN  O NH2 O  N EtO N  25 Me WO 20051009973
PCTIUS2004l020384  -89 i) 2 eq. NaH.dioxane  ii) O HN   OLIS I CN O NH2 O
SMe 2 f~~ 10 eq. Me^OH iii) O C ~ / \ Me \ Et0 N NH HN-NH3 TFA 4 Me Ethanol
(0.47 ml, 8.0 mmol) was added to a suspension of dry sodium hydride  (41 mg,
1.6 mmol) in dioxane (2 ml). The mixture was stirred at room temperature
for 10 min. 2-Benzoyl-3,3-bis-methylsulfanyl-acrylonitrile 2 (0.20 g, 0.80
mmol) was 5 added, and the mixture was stirred at 85 C for 2.5 It. The
mixture was cooled to  room temperature.
N-Cyclopropyl-3-hydrazino-4-methyl-benzamide trifluoroacetic  acid salt
(0.26 g, 0.80 mmol) was added and the reaction was heated to 85 C for
another 3 It. Solvents were removed in vacua. The residue was diluted in
saturated  NaHC03 solution and was extracted three times with EtOAc.
Combined organic 10 layers were dried over MgSO4, filtered and concentrated.
The crude product was  purified by flash chromatography (SiO2, gradient of
75 to 85% EtOAc/hexanes). The  product was further purified by washing with
a warm mixture of EtOAc and hexanes  to give the desired
3-(5-amino-4-benzoyl-3-ethoxy-pyrazol-l-yl)-N-cyclopropyl-4-
methyl-benzamide 4 as a white solid (27 mg, 8.3%). HPLC (4 minute 10-90 15
gradient) tR 2,37 min; MS m/z 405.2 [M+H]+; `H NMR (DMSO-d6, 300 MHz) S 8.49
(d, J= 4.0, 1 H), 7.90 (d, J= 8.0, 1 H), 7.85 (s, 1 H), 7.62 (d, J = 7.1, 2
H), 7.50 (d, J  



= 7.5, 2 H), 7.41-7.45 (m, 2 H), 6.99 (bs, 2 H), 4.05 (q, J= 7.0, 2 H), 2.87
(m. 1 H),  2.19 (s, 3 H), 1.09 (t, J = 7.0, 3 H), 0.69 (m, 2 H), 0.58 (m, 2
H) ppm; ' 3C NMR  (DMSO-d6, 125MHz) 8
188,2,166.0,158.9,152.6,140.0,139.5,135.5,132.9,13 1.1, 20 130.6,128J,
127.2, 126.7, 91.2, 614,23.0,17.3,14-2,5.6 ppm.  EXAMPLE 32 Preparation of
3-[5-amino-4-benzoyl-3-(2-metboxy-ethoxy)-pyrazol-1-yI]-N-
cyclopropyl-4-methyl-benzamide 25 WO 2W- 1009973 PCTIUS20041020384  -90 P
HN O NHZ O  f 1 N O Me  OMe i)1 eq. NaH,dioxane  ii) O CN O NHp HN O MeO
CMeS SMe 2 (  10 eq. ~~OH iii) O N Me ON  ~-NH HN-NH3 TFA J Me  flEA IIf 5
OMe  Dry sodium hydride (21 mg, 0.84 mmol) was added to a solution of 2 5
methoxyethanoi (0.63 ml, 8.0 mmol) in dioxane (2 ml) at 0 T. The mixture was
stirred at room temperature for 30 min. 2-Benzoyl-3,3-bis-methylsulfanyl-
acrylonitrile 2 (0.20 g, 0.80 mmol) was added, and the mixture was stirred
at 85 C for  4 h. The mixture was cooled to room temperature.
N-Cyclopropyl-3-hydrazino-4- methyl-benzamide trifluoroacetic acid salt
(0.26 g, 0.80 mmol), followed by 10 diisopropylethylamine (0.14 ml, 0.80
mmol), was added and the reaction was heated  to 85 C for another I 1 h.
Solvents were removed in vacuo. The residue was diluted  in saturated NaHCO3
solution and was extracted three times with EtOAc. Combined  



organic layers were dried over MgSO4, filtered and concentrated. The crude
product  was purified by flash chromatography (Si02, gradient of 70 to 90%
EtOAc/hexanes). 15 The product was further purified by washing with a warm
mixture of EtOAc and  hexanes to give the desired
3-[5-amino-4-benzoyl-3-(2-methoxy-ethoxy)-pyrazol-l-
yl]-N-cyclopropyl-4-methyl-benzamide 5 as a white solid (60 mg, 17%). HPLC
(4  minute 10-90 gradient) tR2.17 min; MS m/z 435.2 [M+H]'; 'H NMR
(DMSO-d6,500  MHz) S 8.47 (s, I H), 7.89 (d, J= 7.9, 1 H), 7.83 (s, I H),
7.64 (d, J=7.4, 2 H), 7.49 20 (d, J= 7.7, 2 H), 7.40-7.43 (m, 2 H), 6.99
(bs, 2 H), 4.12 (m, 2 H), 3.42 (m, 2 H), 3.12  (s, 3 H), 2.86 (m, I H), 2.07
(s, 3 H), 0.69 (m, 2 H), 0.56 (m, 2 H) ppm. WO 2005/009973 PCT/US20041020384
-91 EXAMPLE 33 Preparation of
3-[5-amino--benzoyl-3-(2-benzyloxy-ethoxy)-pyrazol-1-yl]-N-
eyclopropyl-4-metbyl-benzamide 5 D  HN  O NHZ O \ + O NN Me  Bn0 i) 2 eq.
NaH,dioxane  if) O CN HN  f O NHZ O  10 eq. Bn0"~ OMeS SMe 2 OH iii) O - Cr
N  Me O N  NH + BnO 1 Me HN-NH3 TFA 1/ &  10 Dry sodium hydride (21 mg, 0.84
mmol) was added to a solution of 2- benzyloxyethanol (1.1 ml, 8.0 mmol) in
dioxane (2 ml) at 0 C. The mixture was C stirred at room temperature for 35
min. 2-Benzoyl-3,3-bis-methylsulfanyl- acrylonitrile 2 (0.20 g, 0.80 mmol)
was added, and the mixture was stirred at 80 C for  2.5 h. The mixture was
cooled to room temperature. N-Cyclopropyl-3-hydrazino-4 15 methyl-benzamide
trifluoroacetic acid salt (0.26 g, 0.80 mmol) was added and the  



reaction was heated to 80 C for another 8,5 h. After the reaction mixture
was cooled  to room temperature, solvents were removed in vacua. The residue
was diluted in  saturated NaHCO3 solution and was extracted three times with
EtOAc. Combined  organic layers were dried over MgSO4, filtered and
concentrated. The crude product 20 was purified by flash chromatography
(SiO2, gradient of 60 to 85% EtOAc/hexanes),  The product was further
purified by washing with warm EtOAc to give the desired 3-
[5-amino-4-benzoyl-3-(2-benzyloxy-ethoxy)-pyrazol-1-yl]-N-cyclopropyl-4-meth
yl- benzamide 6 as an off-white solid (74 mg, 18%) . HPLC (4 minute 10-90
gradient) tR WO 2005/009973 PCT/US2004/020384  -92 2.57 min; MS mlz 511.2
[M+H)`;'H N MR (DMSO-d6, 300 MHz) S 8.49 (d, J= 4.0,  1 H), 7.90 (d, J= 8.0,
1 H), 7.85 (s, 1 H), 7.66 (d, J= 7.1, 2 H), 7.49 (m, 2 H), 7.27- 7.40 (m, 5
H), 7.22 (d, J= 6.7, 2 H), 7.02 (bs, 2 H), 4.34 (s, 2 H), 4.19 (m, 2 H),
3.57  (m, 2 H), 2.87 (m, 1 H), 2.17 (s, 3 H), 0.69 (m, 2 H), 0.59 (m, 2 H)
ppm. 5 EXAMPLE 34 Preparation of
4-[5-amiao-4-benzoyl-l-(5-cyclopropylcarbamoyl-2-methyl-
phenyl)-1H-pyrazol-3-yloxyl-piperidine-l-carboxylic acid tert-butyl ester
HN O NHp O  HN O 1 Me  N 10 Boc  i) 2 eq. NaH,dioxane  ii) O CN HN  Boc,N O
NH2 O  SMe 2 3.5 eq. am-es,  COH  iii) O N Me o N Me  NH , 



7 HN NH3 TFA N $  Boc  Dry sodium hydride (41.0 mg, 1.60 mmol) was added to
a solution of 4 hydroxy-piperidine-l-carboxylic acid tert-butyl ester?
(0.565 g, 2.81 mmol) in 15 dioxane (2 ml) at 0 C. The mixture was stirred at
room temperature for 45 min. 2- Benzoyl-3,3-bis-methylsulfanyl-acrylonitrile
2 (0.20 g, 0.80 mmol) was added, and  the mixture was stirred at 65 C for 4
h. The mixture was cooled to room temperature.
N-Cyclopropyl-3-hydrazino-4-methyl-benzamide trifluoroacetic acid salt (0.26
g, 0.80  mmol) was added and the reaction was heated to 80 C for another 3
h. After the 20 reaction mixture was cooled to room temperature, solvents
were removed in vacua. WO 2005/009973 PCTIUS2004/020384  -93 The residue was
diluted in saturated NaHCO3 solution and was extracted three times  with
EtOAc. Combined organic layers were dried over MgSO4, filtered and
concentrated. The crude product was purified by flash chromatography (SiO2,
gradient of 65 to 85% EtOAc/hexanes). The product was further purified by
washing 5 the with warm EtOAc to give the desired 4-f
5-amino-4-benzoyl-l-(5- cyclopropylcarbamoyl-2-methyl-phenyl)-1
H-pyrazol-3-yloxy]-piperidine- l - carboxylic acid tert-butyl ester 8 as an
off-white solid (70 mg, 16%) . HPLC (4  minute 10-90 gradient) tR2.63 min;
MS m/z 559.9 [M+H]+;'H NMR (DMSO-d6, 300  MHz) S 8.49 (d, J= 3.6, 1 H), 7.90
(d, J= 8.1, 1 H), 7.84 (s, I H), 7.59 (d, J= 7.7, 2 10 H), 7.40-7.51 (m, 4
H), 6.99 (bs, 2 H), 4.75 (m, 1 H), 3.18 (m, 2 H), 2.99 (m, 2 H),  2.87 (m, I
H), 2.19 (s, 3 H), 1.68 (m, 2 H), 1.43 (m, 2 H), 1.37 (s, 9 H), 0.71 (m, 2
H),  0.58 (m, 2 H) ppm. EXAMPLE 35 15 Preparation of
3-[5-amino-4-benzoyl-3-(piperidin-4-yloxy)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide, trifluoroacetate salt J>  HN O NHZ O  N Me
TFA N  H2  



HN~ HN~ O NH2 O  O NH2 O 20%TFACH2CI2 ; = N ' O ~N'N 0 N Me  Me `* J TFA  ON
H2 9  8 Boc  20 WO 20051009973 PCTIUS2004/020384  -94 To a solution of
4-[5-amino-4-benzoyl-l-(5-cyclopropylcarbamoyl-2-methyl-
phenyl)-1H-pyrazol-3-yloxy]-piperidine-l-carboxylic acid tert-butyl ester 8
(5.0 mg,  0.0089 mmol) in dichloromethane (2.0 ml) was added trifluoroacetic
acid (0.5 ml). 5 The mixture was stirred at room temperature for 3 It
Volatiles were removed in  vacua and the residue was washed with ether and a
small amount of EtOAc to give  the desired
3-[5-amino-4-benzoyl-3-(piperidin-4-yloxy)-pyrazol-1-yl]-N-cyclopropyl-
4-methyl-benzamide, trifluoroacetate salt 9 as a white solid (3.0 mg, 59%).
HPLC (4  minute 10-90 gradient) tR 1.75 min; MS m/z 460.1 [M+H]+; 'H NMR
(DMSO-d(,, 300 10 MHz) S 8.50 (d, J= 4.0, 1 H), 8.33 (bs, 2 H), 7.90 (d, J =
8.0, 1 H), 7.83 (s, 1 H), 7.62  (d, J= 7.0, 2 H), 7.44-7.52 (m, 4 H), 7.03
(bs, 2 H), 4.82 (m, 1 H), 2.97 (m, 2 H), 2.85  (m, I H), 2.73 (m, 2 H), 2.27
(s, 3 H), 1.91 (m, 2 H), 1,73 (m, 2 H), 0.71 (m, 2 H),  0.57 (m, 2 H) ppm.
EXAMPLE 36 15 Preparation of
3-(5-amino-4-benzoyl-3-methylsulfanyl-pyrazol-1-yl)-N- cyclop rop
yl-4-methyl-benza mi de O HN  NHp O  i Me5 N Me  0 / \ Me 



O HN  b NH + GN HN-NH3TFA NHp O  OIEA, EtOH MeS SMe 65 C, 18 h MeS N 2 Me
10  20 To a solution of benzoyl-3,3-bis-methylsulfanyl-acrylonitrile 2
(0.218 g, 0.874 mmol) in ethanol (5 ml) was added
N-cyclopropyl-3-hydrazino-4-methyl-benzamide  trifluoroacetic acid salt
(0.243 g, 0.874 mmol) and diisopropylethylamine (0.152 ml,  0.874 mmol). The
mixture was heated to 65 C for 18 h. The mixture was cooled to  room
temperature. Solvents were removed in vacua. The residue was diluted in WO
2005/009973 PCT/US2004/020391  -95 saturated NaHCO3 solution and was
extracted three times with EtOAc. Combined  organic layers were dried over
MgSO4, filtered and concentrated. The crude product  was purified by flash
chromatography (SiO2, gradient of 65 to 100% EtOAc/hexanes).  The product
was further purified by washing with a warm mixture of EtOAc and 5 hexanes
to give the desired 3-(5-amino-4-benzoyl-3-methylsulfanyl-pyrazol-1-yl)-N-
cyclopropyl-4-methyl-benzamide 10 as an off-white solid (57 mg, 16%). HPLC
(4  minute 10-90 gradient) tK 2.34 min; MS m/z 407.1 [M+H]+;'H NMR
(DMSO-d6,300  MHz) S 8.50 (d, J= 4.0, 1 H), 7.93 (dd, J= 1.2, 7.9, 1 H),
7.86 (s, i H), 7.45-7.57 (m,  6 H), 6.85 (bs, 2 H), 2.88 (m, I H), 2.23 (s,
3 H), 2.18 (s, 3 H), 0.69 (m, 2 H), 0.58 (m, 10 2 H) ppm; 13C NMR (DMSO-d6,
125MHz) S 189.3, 165.9, 152.8, 148.0, 140.4, 139.3,  135.4, 132.9, 131.2,
130.6, 128.4, 128.1,127.2, 126.6, 102.0, 23.0, 17.3, 13.4, 5.6  ppm. EXAMPLE
37 Preparation of 3-(5-amino-4-benzoyl-3-methanesulfonyl-pyrazol-1-yl)-N- 15
cyclopropyl-4-methyl-benzamide HN  NH2 O  NN McO2S Me HN~  NHp HN O 0 H2 



N  N W025 ~N  MeS Me  Me 10 17  20 To a suspension of
3-(S-amino-4-benzoyl-3-methylsulfanyl-pyrazol-l-yl)-N-
cyclopropyl-4-methyl-benzamide 10 (40 mg, 0.098 mmol) in dichloromethane (1
ml)  was added 3-chloroperoxybenzoic acid (70-75%, 53 mg, 0.22 mmol). The
resulting  solution was stirred at room temperature for 2 h, and then stored
at 4 C overnight.  Upon warming to room temperature, the product began to
precipitate. The white solid WO 2005/009973 PCTIUS2004/020384  -96 was
collected on a fritted funnel and was washed with dichloromethane and ether
to  give the desired 3-(5-amino-4-benzoyl-3-methanesulfonyl-pyrazol-I-yl)-N-
cyclopropyl-4-methyl-benzamide 11 (27 mg, 63%). HPLC (4 minute 10-90
gradient)  tR 1.98 min; MS m/z 439.08 [M+H]+;'H NMR (DMSO-d6, 300 MHz) 8
8.53 (d, J= 5 3.7, 1 H), 7.97 (d, J = 8.1, 1 H), 7.92 (s, I H), 7.76 (d, J =
7.2, 1 H), 7.48-7.64 (m, 5  H), 6.30 (bs, 2 H), 3.29 (s, 3 H), 2.88 (m, I
H), 2.17 (s, 3 H), 0.69 (m, 2 H), 0.58 (m, 2  H) ppm. EXAMPLE 38 10
Preparation of 5-amino-l-(5-cyclopropylcarbamoyl-2-metbyl-phenyl)-3- ( )
methylsulfanyl-IH-pyrazole-4-carboxylic acid amide HN  O NH2 0  H2N c
JJJJII~~\\ N  MeS N Me  O Me HN  O CN N-NH HN NH3TFA O NH2 O  H2N H2N DIEA,
EtOH N  MeS SMe 65 C, 18 h MeS Me  15 12 13 



To a solution of 2-cyano-3,3-bis-methylsulfanyl-acrylamide 12 (100 mg,
0.574 mmol) in ethanol (5 ml) was added N-cyclopropyl-3-hydrazino-4-methyl-
benzamide trifluoroacetic acid salt (0.183 g, 0.574 mmol) and
diisopropylethylamine  (0.100 ml, 0.574 mmol). The mixture was heated to 65
C for 18 h. The mixture was 20 cooled to room temperature. Solvents were
removed in vacuo. EtOAc was added to  the residue and a solid precipitated.
The solid was collected on a fitted funnel and  was washed with EtOAc and
ether to give the desired 5-amino-l-(5-
cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfanyl-I
H-pyrazole-4-carboxylic  acid amide 13. HPLC (4 minute 10-90 gradient) tR
1.98 min; MS m/z 439.08 WO 20051009973 PCTIUS20041020384  -97 [M+H]+;'H NMR
(DMSO-d6, 500 MHz) S 8.47 (d, J= 3.7, 1 H), 7.90 (d, J= 7.9, 1  H), 7.78 (s,
1 H), 7A9 (d, J= 8.0, 1 H), 6.81 (bs, 2 H), 6.30 (s, 2 H), 2-86 (m, I H),
2.45 (s, 3 H), 2.11 (s, 3 H), 0.68 (m, 2 H), 0.57 (m, 2 H) ppm. 5 EXAMPLE 39
Preparation of 5-amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-
metbanesulfonyl-1H-pyrazole-4-carboxylic acid amide P  HN 0 NHZ 0  H2N ~
JJ~~ N McO2S N Me  10 HN MCPBA, HN p  0 NHZ 0 CHZCI2 0 NHZ O  HZN N HZNN-~
MeS McOpSllh''N  Me Me  13 14 To a suspension of
5-amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3- methylsulfanyl-1
H-pyrazole-4-carboxylic acid amide 13 (100 mg, 0.289 mmol) in
dichloromethanc (3 ml) was added 3-chloroperoxybenzoic acid (70-75%, 157 mg,
15 0.637 mmol). The resulting clear solution was stirred at room temperature
for 16 h.  Saturated NaHCO3 solution was added and the mixture was
vigorously stirred for f  



min. The resulting suspension was filtered on a fritted funnel, and the
collected solid  was washed three times with H2O, and three times with ether
to give the desired 5- amino- l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methanesulfonyl-1 H 20
pyrazole-4-carboxylic acid amide 14 as a white solid (87 mg, 80%). HPLC (4
minute  10-90 gradient) to 1.66 min; MS m/z 378.1 [M+H]';'H NMR (DMSO-d6,
500 MHz)  6 8.49 (s, I H), 7.95 (d, J= 7.6, 1 H), 7.83 (s, I H), 7.53 (d, J=
7.8, 1 H), 7.46 (bs, 2  H), 6.74 (bs, 2 H), 3.40 (s, 3 H), 2.84 (m, I H),
2.09 (s, 3 H), 0.68 (m, 2 H), 0.55 (m, 2  H)ppm. WO 2005/009973
PCTIUS20041020384  -98 EXAMPLE 40 Preparation of
5-amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-
methylsulfanyl-lH-pyrazole-4-carboxylic acid ethyl ester k  HN 0 H2 O  EtO N
Me5 Me 0 / \ Me HN O NH HN NH3TFA O NH2 O (c)f ""  Et0 ! CN OIEA, EIOH Eto N
MeS We 65 C,2 h MeS N Me  15 16 To a solution of
2-cyano-3,3-bis-methylsulfanyl-acrylic acid ethyl ester 15  (78.0 mg, 0.359
mmol) in ethanol (3 ml) was added N-cyclopropyl-3-hydrazino-4-
methyl-benzamide trifluoroacetic acid salt (0.100 g, 0.313 mmol) and 10
diisopropylethylamine (0.0626 ml, 0.359 mmol). The mixture was heated to 65
C for  2 h. The mixture was cooled to room temperature. Solvents were
removed in vacuo.  EtOAc and ether was added to the residue and a solid
precipitated. The solid was  collected on a flitted funnel and was washed
with EtOAc and ether to give the desired  5-amino- I
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfanyl-1 H 15
pyrazole-4-carboxylic acid ethyl ester 16 as a white solid (80 mg, 59%).
HPLC (4  minute 10-90 gradient) tR 2.18 min; MS m/z 375.1 [M+H]`;'H NMR
(DMSO-d6, 300  MHz) 6 8.47 (d, J= 3.7, 1 H), 7.90 (d, J = 7.9, 1 H), 7.78
(s, I H), 7.49 (d, J = 8.0, 1  



H), 6.81 (bs, 2 H), 6.30 (s, 2 H), 2.86 (m, 1 H), 2.45 (s, 3 H), 2.11 (s, 3
H), 0.68 (m, 2  H), 0.57 (m, 2 H) ppm.HPLC (4 minute 10-90 gradient) tR 1.66
min; MS m/z 378.1 20 [M+H]`;'H NMR (DMSO-d6, 300 MHz) 5 8.50 (d, J= 2.6, 1
H), 7.92 (d, J= 7.9, 1  H), 7.81 (s, l H), 7.51 (d, J= 7.9, 1 H), 6.24 (bs,
2 H), 4.22 (q, J = 6.6, 2 H), 2,88 (m,  I H), 2.35 (s, 3 H), 2.14 (s, 3 H),
1.29 (t, J= 6.7, 3 H), 0.72 (m, 2 H), 0.58 (m, 2 H)  ppm; i3C NMR (DMSO-d6,
125MHz) 8 166.0, 163.1, 151.8, 148.5, 139A,135.8,  132.9, 131.1, 128.2,
126.7, 91.3, 58.9, 23.0, 17.2, 14.4, 12.3, 5.6 ppm.. WO 20051009973
PCT/U520041020384  -99 EXAMPLE 41 Preparation of
3-15-Amino-4-(3-chlorobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methyl-benzamide Ci 0 op 'NHz NH  1 NN  5 A.
2-(3-Chlorobenzoyl)-3-pbenylaminoacrylonitrile A solution of
3-chlorobenzoylacetonitrile (476 mg, 2.66 mmol, 1.0 eq) and
diphenylformamidine (522 mg, 2.66 mmol, 1.0 eq) in 25 mL of toluene was
stirred at  room temperature for 2h then heated to 100 C overnight. The
solution was cooled  and diluted with hexanes. The resulting solid was
filtered and dried to provide the 10 desired product (566 mg, 75%). HPLC (4
minute 10-95 gradient) tR 2.97 min; MS  m/z 283.2 [M+H]{; 'H NMR (CDCI3), 8
8.06 (d, J ~ 13.2 Hz, I H), 7.85 (m, 2 H),  7.46 (m, 4 H), 7.27 (m, 4 H)
ppm. B. 3-[5-Amino-4-(3-chlorobenzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-
15 benzamide A solution of 2-(3-chlorobenzoyl)-3-phenylaminoacrylonitrile
(63 mg, 0.22  mmol, 1.0 eq), N-cyclopropyl-3-hydrazino-4-methylbenzamide
trifluoroacetate (72  mg, 0.22 mmol, I eq), and triethylamine (31 L, 0.22
mmol, 1.0 eq) in 10 ml- of  ethanol was heated to 65 C for 20h. After
cooling, the mixture was concentrated and 20 the residue purified by flash
chromatography on silica gel packed and eluted with 7/3  hexanes/ethyl
acetate to remove byproducts followed by 3/2 ethyl acetate/hexanes to  elute
the title compound (33 mg, 38%) as a brown solid. HPLC (4 minute 10-95
gradient) tR 2.35 min; MS m/z 395.1 [M+H]`; 'H NMR (CD3OD), 8 7.92 (d, J=
7.2  Hz, I H), 7.77 (m, 4 H), 7.55 (m, 3 H), 2.85 (m, I H), 2.23 (s, 3 H),
0.80 (d, J = 5.5 25 Hz, 2 H), 0.63 (d, J = 2.0 Hz, 2 H) ppm; 33C NMR
(CD3OD), S 187.1, 168.1, 151.9,  



141.0,140.9,140.0,134.9,133-8, 132.8, 130.9, 130.5, 129.4128.1, 127.0,
126.1,  125.6, 102.6, 22.1, 15.7, 4.6 ppm. EXAMPLE 42  30 WO 2005/009973
PCTJUS2004/020384 -100- Preparation of
3-[5-Amino-4-(3-methyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-
methylbenzamide k  HN O NHZ O  N N  5 Similar procedure as Example 41 except
that 3-methylbenzoylacetonitrile was  used in place of
3-chlorobenzoylacetonitrile. HPLC (4 minute 10-95 gradient) tR2.27  min; MS
m/z 375.16 [M+H]4;'H NMR (CD3OD), 8 7.92 (d, J= 7.0 Hz, I H), 7.83 (s, I H),
7.80 (s, I H), 7.57 (m, 3 H), 7.42 (m, 2 H), 2.85 (heptet, J = 3.6 Hz, I H),
2.45 0c)  (s, 3 H), 2.23 (s, 3 H), 0.80 (d, J = 5.4 Hz, 2 H), 0.64 (s, 2 H)
ppm. 10 EXAMPLE 43 Preparation of
3-[5-Amino-4-(2-methylbenzoyl)-pyrazol-1-ylj-N-cyctopropyl-4-
methyl-benzamide HZN N )O YO  / \ N HN`  15 - D Similar procedure as Example
41 except that 2-methylbenzoylacetonitrile was  used in place of
3-chlorobenzoylacetonitrile. HPLC (4 minute 10-90 gradient) tR 2.21 min; MS
m/z 375.15 [M+H]+. 3 ' 1  EXAMPLE 44 20 Preparation of
3-15-Amino-4-(2-methoxy-benzoyl)-pyrazol-l-ylj-N-cyclopropyl-
4-methyl-benzamide H2N  / N 0  -N HN 



25 Similar procedure as Example 41 except that 2-methoxybenzoylacetonitrile
was used in place of 3-chlorobenzoylacetonitrile. HPLC (4 minute 10-90
gradient) tR  2.03 min; MS mlz 391.16 [M+H]+. WO 20051009973
PCT/US2004/020384  -101 EXAMPLE 45 Preparation of
3-[5-Amino-4-(4-chlorobenzoyl)-pyrazol-1-yi)-N-cyclopropyl-4- 5
methyl-benzamide 0  A~Hkl  ~` CI 2HN- a 0  Similar procedure as Example 41
except that 3-methylbenzoylacetonitrile was  used in place of
3-chlorobenzoylacetonitrile. HPLC (4 minute 10-90 gradient) tR 1.65  min; MS
m/z 394.2 [M+H;'. 10 EXAMPLE 46 Preparation of
3-[5-Amino-4-(2-chlorobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methyl-benzamide CI O NH2 NH  N ~N - 15 A.
2-(2-Chlorobenzoyl)-3-pbenylaminoacrylonltrile A solution of
2-chlorobenzoylacetonitrile (1.0 g, 5.6 mmol, 1.0 eq) and
diphenylformamidine (1.10g, 5.6 mmol, 1.0 eq) in 50 mL of toluene was heated
to 85  C overnight. The heat source was removed and desired product slowly
began to 20 precipitate from solution. The resulting solid was filtered and
dried to provide the  desired product (826 mg, 52%). HPLC (4 minute 10-90
gradient) tR 3.13 min; MS  m/z 283.2 [M+H]'. B. 3-[5-A
mino-4-(2-chlorobenzoyl)-pyrazol-l-y[]-N-cyclopropyl-4-methyl- 25 benzamide
A solution of 2-(2-chlorobenzoyl)-3-phenylaminoacrylonitrile (93 mg, 0.33
mmol, 1.0 eq), N-cyclopropyl-3-hydrazino-4-methylbenzamide trifluoroacetate
(104  mg, 0.33 mmol, I eq), and triethylamine (31 L, 0.22 mmol, 1.0 eq) in
20 mL of  



ethanol was heated to 60 C for 48h. After cooling, the mixture was
concentrated and WO 20051009973 PCT/US2004/020384  -102 the residue was
dissolved in minimal ethyl acetate. 100 ml diethyl ether was added  and the
precipitate was filtered and dried to provide desired product (50 mg, 39%).
HPLC (4 minute 10-90 gradient) tR 2.51 min; MS m/z 395.1 [M+H]`; 'H NMR
(DMSO), S 8.50 (d, J = 3.8 Hz, I H), 7.93 (d, J = 8.0 Hz, I H), 7.84 (s, I
H), 7.57 (m, 5 5 H) 7.32 (s, 1 H), 7.01 (s, 2 H) 3.37 (m, 2 H), 2.86 (m, I
H), 2.14 (s, 3 H), 1.09 (t, 2  H), 0.68 (m, 2 H), 0.58 (m, 2 H) ppm EXAMPLE
47 Preparation of
3-(5-Amino-4-(3-methozy-benzoyl)-pyrazol-1-yl]-4,N-dimethyl 10 benzamide ^
Meo NHp NH y N N  0 O 0 HOOC.~/~~NHNHyHCI  MO LDA, (:i{yCN MO / l7V Otphuyi
1rmamidina Mao \ CFl \ OE( THE ToUane PhHN EtOR. TEA  N MNH2. EDCf. HOBt N,
1 \  ONO DtEA.OMF O T HN' 11 0 OH HN- 2N 0  A. 3-methxoybenzoylaceton itrile
15 To a stirred solution of ethyl 3-methoxybenozoate (3.05 mL, 18.6 mmol, 1.
eq) and acetonitrile (1.19 mL, 22.9 mmol, 1.23 eq) in 5 mL of THE at - 50'C
under  N2 was added via cannula a freshly prepared solution of LDA
(diisopropylamine, 5.3  mL, 38.0 mmol, 2.04 eq and 2.5 M n-butyllithium in
hexanes, 15.25 mL, 38.0 mmol,  2.04 eq). The reaction was stirred at this
temperature for 3h then warmed to 0 C for 20 1 h. The reaction was quenched
with 10 mL of sat. NH4CI and allowed to warm to  room temperature. The
mixture was extracted with EtOAc and the organic layer  washed with water
and brine, dried (Na2SO4), and concentrated. The residue was  purified by
flash chromatography on silica gel to provide the product as an off-white
solid. 25 B. 2-(3-Methoxybenzoyl)-3-phenylamino-acrylonitrile A solution of
3-methoxybenzoylacetonitrile (1.20 g, 68.5 mmol, 1.0 eq) and 



WO 200-,-,1009973 PCT/US20041020384  -103 diphenylformamidine (1.34 g, 68.5
mmol, 1.0 eq) in 25 mL of toluene was stirred at  room temperature for 2h
then heated to 100 C overnight. The solution was cooled  and diluted with
hexanes. The resulting solid was filtered and dried to provide the  desired
product. HPLC (4 minute 10-90 gradient) tR 3.05 min; MS m/z 279.2 5 [M+H]`.
C. 3-[5-Amino-4-(3-metboxybenzoyl)-pyrazol-1-y1I-4-methyl-benzoic acid  A
solution of 2-(3-chlorobenzoyl)-3-phenylaminoacrylonitrile (63 mg, 0.22
mmol, L0 eq), 3-hydrazino-4-methylbenzoic acid hydrochloride (72 mg, 0.22
mmol, 10 1 eq), and triethylamine (31 L, 0.22 mmol, 1.0 eq) in 10 mL of
ethanol was heated to  65 C for 20h. After cooling, the mixture was
concentrated and the residue purified  by flash chromatography on silica gel
packed and eluted with 7/3 hexanes/ethyl  acetate to remove byproducts
followed by 3/2 ethyl acetate/hexanes to elute the title  compound (15 mg,
32%) as a brown solid. HPLC (4 minute 10-90 gradient) tR 15 2.13.min; MS m/z
352.2 [M+H]'. D. 3-15-Amino-4-(3-methoxybenzoyl)-pyrazol-1-yll-4,N-dimethyl-
benzamide To a stirred solution
of3-[5-Amino-4-(3-methoxybenzoyi)-pyrazol-I-yl}-4- 20 methylbenzoic acid C
(50 mg, 0.14 mmol, 1.0 eq) in 10 mL of DMF was added EDCI  (41 mg 0.21 mmol,
1.5 eq), HOBt (29 mg,1.5 mmol, 2.0 eq), and  diisopropytethylamine (55 mg,
0.43 mmol, 3.0 eq) and the solution was stirred for 15  minutes at room
temperature when methylamine hydrochloride (13 mg, 0.19 mmol,  1.5 eq) was
added and the reation stirred for 1 hour. The mixture was diluted with 25
EtOAc (300 mL) and washed with water (2 x 25 mL) and brine (25 mL), dried
(Na2SO4) and concentrated. The product was purified by flash chromatography
on  silica gel to provide the product to provide the product (15 mg, 32%) as
a brown  solid: HPLC (4 minute 10-90 gradient) tR 1.97 min; MS m/z 365.2
[M+H]'. 30 EXAMPLE 48 Preparation of
5-Amino-1-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1 H-
pyrazole-4-carboxylic acid ethyl ester WO 2005/009973 PCT/US2004/020384
-104 O H2N H N \ N~  /--O N O 



HOOC NHNHrHCE EtOZC CN E,OH O HZN CYd;PYe H'N H OH 0 EIO~ TEA y N \ OIEA.
HOBt I 'Y 'V  ~-D N O EDGE. OMF ~-O N O A. 5-Amino-l
-(5-carboxy-2-methyl-phenyl)-1 H-pyrazole-4-carboxylic  5 acid ethyl ester
To a stirred solution of 3-hydrazino-4-methylbenzoic acid hydrochloride
(Example 3A, 478 mg, 2.36 mmol, 1.0 eq) in 20 mL of ethanol were added
ethyl(ethoxymethylene)cyanoacrylate (399 mg, 2.36 mmol, 1.0 eq) and
triethylamine  (329 pL, 2.36 mmol, 1.0 eq) and the mixture was heated at 65
C for 5 hrs. After 10 standing at room temperature overnight, additional
3-hydrazino-4-methylbenzoic acid  hydrochloride (159 mg, 0.78 mmol, 0.3 eq)
and triethylamine (110 ML, 0.78 mmol,  0.3 eq) and heated for 2.5. The
mixture was cooled to room temperature and  concentrated. The crude residue
was purified by flash chromatography on silica gel  (gradient elution from
7/3 hexanes/EtOAc to 1/1 to elute byproducts followed by 15 EtOAc and 9/1
EtOAc/MeOH to elute product) to provide the product as a brown  solid (464
mg, 68%). HPLC (4 minute 10-95 gradient) tR 1.87 min; MS m/z 290.1  [M+H]';
'H NMR (CD3OD), 6 8.08 (d, J= 7.0 Hz, I H), 7,93 (s, 1 H), 7.76 (s, 1 H),
7.54 (d, J= 8.0 Hz, 1 H), 4.29 (q, J= 7.1 Hz, 2 H), 2.19 (s, 3 H), 1.35 (d,
J= 7.1 Hz,  3 H), ppm; 13C NMR (CD30D), 6 166.5, 163.8, 150.4,
141.7,139.9,135.3, 130.8, 20 129.5, 128.6, 93.8, 58.8, 15.8, 12.9 ppm. B.
5-Amin o-I-(5-cyclop ropylcarba moyl-2-methyl-p ltesyl)-1 H-pyrazole-4-
carboxylic acid ethyl ester 25 To a solution of
5-amino-l-(5-carboxy-2-methyl-phenyl)-1 H-pyrazole-4- carboxylic acid ethyl
ester (47 mg, 0.16 mmol, 1.0 eq), EDCI (62 mg, 0.32 mmol, 2.0  eq), HOBt (44
mg, 0.32 mmol, 2.0 eq), and diisopropylethyl amine (119 pL, 0.32  mmol, 2.0
eq) in DMF (5 mL) which had been stirred at RT for 15 min was added
cyclopropylamine (23 pL, 0.32 mmcl, 2.0 eq). After stirring overnight, the
solution 30 was diluted with EtOAc and water and the organic layer was
washed with water and  brine, dried (Na2SO4) and concentrated. The crude
residue was purified by flash WO 2005/009973 PCTIUS20041020384  -105
chromatography on silica gel eluted with 8/2 EtOAc/hexanes to provide the
product as  a colorless oil (42 mg, 79%). HPLC (4 minute 10-95 gradient) tR
1.84 min; MS m/z  329.09 [M+H]+;'H NMR (CD3OD), S 7.96 (s, 1 H, NH), 7.88
(d, J= 7.9 Hz, 1 H),  7.78 (s, I H), 7.75 (s, 1 H), 7.50 (d, J = 8.0 Hz, I
H), 4.28 (q, J = 7.1 Hz, 2 H), 2.83 



5 (m, I H), 2.16 (s, 3 H), 1.35 (d, J= 7.0 Hz, 3 H), 0.78 (dd, J= 12.3, 7.0
Hz, 2 H), 0.63  (dd, J= 7.0, 4.5 Hz, 2 H) ppm; 13C NMR (CD3OD), 5 170.1,
165.8, 152.3, 142.1,  141.8, 137.2, 134.6, 132.8, 130.0, 128.2, 128.1, 95.8,
60.8, 24.1, 17.6, 14.9, 6.6 ppm. EXAMPLE 49  10 Preparation of
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-
methyl-IH-pyrazote-4-carboxylic acid ethyl ester H2N 7  O _YH  N_V `O -N O
15 A. 5-Amino-l-(5-carboxy-2-methyl-phenyl)-3-methyl-1 H-pyrazole-4-
carboxylic acid ethyl ester To a stirred solution of
3-hydrazino-4-methylbenzoic acid hydrochloride 20 (Example 3A, 353 mg, 1.74
mmol, 1.0 eq) in 15 mL of ethanol were added 2-cyano- 3-ethoxy-but-2-enoic
acid ethyl ester (prepared as described by Xia et at., J. Med.  Chem., 1997,
40, 4372) (319 mg, 1.746 mmol, 1.0 eq) and triethylamine (242 L,  1.74 mmol,
1.0 eq) and the mixture was heated at 65 C overnight. The mixture was
cooled to room temperature and concentrated. The crude residue was purified
by 25 flash chromatography on silica gel (loaded with CH2CI2, and packed and
eluted with  gradient from 6/4 hexanes/EtOAc to elute byproducts followed by
8/2 EtOAc/hexanes  and 8/2 EtOAc/MeOH to elute product) to provide the
product as a brown solid (464  mg, 68%). HPLC (4 minute 10-95 gradient) tR
1.97 min; MS m/z 304.1 [M+H]+ 30 B.
5-Amino-I-(S-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methyl-IH-
pyrazole-4-carboxylic acid ethyl ester To a solution of
5-amino-1-(5-carboxy-2-methyl-phenyl)-3-methyl-11-1- pyrazole-4-carboxylic
acid ethyl ester (150 mg, 0.49 mmol, 1.0 eq), EDCI (190 mg, WO 2005/009973
PCTIUS2004/020384  -106 0.98 mmol, 2.0 eq), HOBt (134 mg, 0.98 mmol, 2.0
eq), and diisopropylethyl amine  (362 iL, 0.98 mmol, 2.0 eq) in DMF (5 mL)
which had been stirred at RT for 15 min  was added cyclopropylamine (68 L,
0.98 mmol, 2.0 eq). After stirring overnight, the  solution was diluted with
EtOAc and water and the organic layer was washed with 5 water (2x) and
brine, dried (Na2SO4) and concentrated. The crude residue was  



purified by flash chromatography on silica gel (gradient elution, 3/2
EtOAc/hexanes  then 100% EtOAc) to provide the product as a white solid (29
mg, 17%). HPLC (4  minute 10-95 gradient) tR 1.97 min; MS m/z 343 [M+H]';1H
NMR (CD3OD), 8 7.87  (d, J = 7.1 Hz, I H), 7.76 (s, 1 H), 7.50 (d, J = 8.0
Hz, 1 H), 4.29 (q, J = 7.0 Hz, 2 H), 10 2,84 (m, I H), 2.34 (s, 3 H), 2.18
(s, 3 H), 1.36 (t, J= 7.0 Hz, 3 H), 0.79 (d, J = 5.5 ac)  Hz, 2 H), 0.62 (s,
2 H) ppm; 13C NMR (CA3OD), S 168.1, 164.4, 151.3, 149.8, 140.1, 135.2,
132.6, 130.7, 127.9, 126.3, 92.0, 58.6, 22.1, 15.7, 12.9, 12.6, 4.6 ppm.
EXAMPLE 50 15 Preparation of
5-Amino-3-[(3-chloro-benzylcarbamoyl)-methoxy]-1-(5-
cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic acid ethyl
ester OEt  O CI -Q 'H NH2 O  N N' Ne \ H  0 '41  NHNHyTFA N).C02Et EIOH O~
OEt NH 0 O TEA HOB 4, N N I \ H  i  OR OR TEMPO aDCI NH O NH NaOCI 2 O G I/
NH2 CI \/ H - 2 O  NaCl03 HO N-N H O N-N 20 CH3CNM2O / H EDCI, HOBI, CMF I H
A. 5-Amino-I -(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-(2-hydroxy-
ethoxy)-1H-pyrazole-4-carboxylic acid ethyl ester 25 A stirred solution of
cyano-[1,3]dioxolan-2-ylidene-acetic acid ethyl ester  (prepared as
described by Neidlein and Kikelj, Synthesis, 1988, 981, 266 mg, 1.45 WO
20051009973 PCTIUS2004/020384  -107 mmol, 1.0 eq),
N-cyclopropyl-3-hydrazino-4-methyl-benzamide trifluoroacetate  (Example 6C,
463 mg, 1.45 mmol, 1.0 eq), and triethylamine (405 iL, 2.9 mmol, 2.0  eq) in
20 mL of ethanol was heated to 65 C overnight. After cooling to room  



temperature, the mixture was concentrated and the residue purified by flash
5 chromatography on silica gel (eluted with 1/1 hexanes/EtOAc followed by
100%  EtOAc) to provide the desired compound as a tan solid (350 mg, 62%).
HPLC (4  minute 10-95 gradient) tR 1.59 min; MS m/z 389.06 [M+H]+; 'H NMR
(CD3OD), S 7.87 (d, J = 7.9 Hz, I H), 7.78 (s, 1 H), 7.49 (d, J = 7.8 Hz, I
H), 4.29 (dd, J = 14.9,  6.9 Hz, 2 H), 4.19 (d, J = 4.3 Hz, 2 H), 3.84 (d, J
= 4.4 Hz, 2 H), 2.84 (m, I H), 2.22  10 (s, 3 H), 1.35 (t, Jr 7.3 Hz, 3 H),
0.81 (d, J= 5.3 Hz, 2 H), 0.63 (s, 2 H) ppm. B. 5-A min
o-3-carboxymethoxy-l-(5-cyclopropylca rbamoyl-2-methyl-
phenyl)-1H-pyrazole-4-carboxylic acid ethyl ester 15 To a stirred solution
of alcohol 50A (48 mg, 0.12 mmol, 1.0 eq) in 5 mL of  acetonitrile was added
2,2',6,6'-tetramethylpiperidinyloxyl (TEMPO) (catalytic) and  the solution
heated to 35 C. Then a solution of sodium chlorite (17 mg, 0.24 mmol,  2.0
eq) in 2 mL of water (2mL) and an aqueous solution of sodium hypochlorite
diluted to 2% (1 mL) were added simultaneously dropwise and the heating was
20 continued for 24 hours. A bright orange color developed. The reaction was
cooled to  RT and diluted with water then quenched with 1M Na2SO3 and
stirred for 30 minutes.  The mixture was washed with EtOAc, then the pH of
the aqueous layer was adjusted  from pH = 8 to pH = 2 with 3 Al HCI, and
extracted with CH2CI2. The CH2CI2  extracts were dried and concentrated to
provide the product as a yellow solid. HPLC 25 (4 minute 10-95 gradient) tR
1.70 min; MS m/z 403.02 (M+H]+;'H NMR (CD3OD), 8 7.83 (d, J= 7.9 Hz, I H),
7.52 (s, I H), 7.46 (d, J= 7.9 Hz, I H), 4.73, (s, 2 H), 4.19  (q, J = 7.1
Hz, 2 H), 2.84 (m, I H), 2.18 (s, 3 H), 1.31 (t, J= 7.0 Hz, 3 H), 0.78 (d,
J=  6.1 Hz, 2 H), 0.62 (s, 2 H) ppm; 13C NMR (CD3OD), 8 171.1, 170.2, 168.4,
163.6,  159.7, 151.3, 140.5, 135.2, 132.5, 130.7, 127.6, 126.2, 80.9, 59.6,
58.7, 22.1, 15.8, 30 12.5,4-6 ppm. C.
5-Amino-3-(3-cbloro-benzylcarbamoyl)-methoxy)-1-(5 WO 20051009973
PCTIUS20041020384  -108
cyclopropylcarbamoyl-2-methyl-phenyl)-lH-pyrazole-4-carboxylic acid ethyl
ester To a stirred solution of acid SOB (28 mg, 0.7 mmol, 1.0 eq), EDCI (32
mg,  0.17 mmol, 2.4 eq), HOBt (22 mg, 0.16 mmol, 2.4 mmol) in 3.0 mL of DMF
at room  5 temperature was added 3-chlorobenzylamine (I8 pL, 0.07 mmol, I.0
eq) and the mixture was stirred overnight. The mixture was diluted with
EtOAc, washed with  water (x2) and brine, dried (Na2SO4), and concentrated.
The residue was purified by  flash chromatography on silica gel eluted with
9/1 EtOAc/hexanes to provide the  



product as a clear oil (16 mg, 44%). HPLC (4 minute 10-95 gradient) to 2,34
min; 10 MS m/z 525.99 [M+H]+;'H NMR (CD3OD), 6 7.85 (d, J= 7.9 Hz, 1 H),
7.56 (s, I H),  7.47 (d, J= 8.0 Hz, I H), 7.25 (m, 3 H), 4.73, (s, 2 H),
4.45 (s, 2 H), 4.25 (q, J= 7.0  Hz, 2 H), 2.84 (m, I H), 2.17 (s, 3 H), 1.27
(t, J= 7.0 Hz, 3 H), 0.80 (dd, J= 12.3, 6.7  Hz, 2 H), 0.62 (d, J= 2.2 Hz, 2
H) ppm; 73C NMR (CD3OD), 8 168.9, 168.3, 163.4,  159.6, 151.1, 140.3, 140.1,
135.2, 133.6, 132.6, 130.8, 129.1, 127.7, 126.6, 126.4, 15 125.0, 66.3,
58.8, 41.1, 22.1, 15.9, 12.9, 4.6 ppm.  EXAMPLE 51 Preparation of
3-(5-amino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl- henzamide HN  NH2
O  \ _NN /-\ 20 Me  cX ry O OX I / 3 E XNPh ~a /l j` COOX EOQ XXxXN  OH
NaNO,. Src.y EtOX .TEA feT\ Xfi I HCV XiL / N X v  Nh XH,Xd X,c  1 2 4 s  A.
3-Hydrazino-4-methylbenzoic acid hydrochloride 25 A solution of
3-amino-4-methyl benzoic acid 1 (100 g, 0.66 mol, 1.0 equiv) in  water (1.78
L) was cooled to 0- 5 C using ice-water. Cone. HCl (1.78 L) and WO
2005/009973 PCTIUS2004/020384  -109 sodium nitrite (68.5 g, 0.99 mot, 1.5
equiv) were added in sequence at 0 - 5 C. The  reaction mixture was stirred
at the 0 - 5 C for 1 hour. Stannous chloride dihydrate  (336 g, 1.488 mot,
2.25 equiv) in cone. HCI ( 540 ml) was added at 0 - 5 C. The  mixture was
stirred at the same temperature for 2 hours. Solid formed during the 5
course of the reaction was filtered and washed with water (3 x 500 ml).
Dried under  vacuum at 25 - 30 C for 15 hours to provide then the crude
material was(110 g)  dissolved in ethanol (I L) and stirred at 70 C for I
hour. The material is filtered at  hot and washed with ethanol (50 ml) and
air dried to get the pure hydrazine 2 (60 g,  45 %) as an off white solid. r
10 



B. 3-(5-Amino-4-benzoyl-pyrazol-1-yl)-4-methylbenzoic acid To a stirred
solution of hydrazine 2 (59 g, 0.29 mot, 1.0 equiv) in ethanol (4.5  L) was
added 3 (65g, 0.262 mot, 0.9 equiv, preparation: Grothasu, Davis, J. Am.
Chem. Soc., 58 1334 (1936)) and triethylamine (29 g, 0.29 mot, 1.0 equiv).
The 15 mixture was heated to 65 C. At 65 C the reaction mixture became
homogenous and  was stirred at 65 C for 4 hours. Product was precipitated
out during the reaction. The  solids were filtered in hot condition and
dried to provide acid 4 (45 g, 53 %) as an off- white crystalline solid.
HPLC (Waters X-Terra 5 micron 08 column 4.6mm x 250  mm, 1.0 mlJmin, mobile
phase: 0.1 % TEA in H20/acetonitrile 40/60, 30 min elution) 20 tR 2. l2 min,
96.6% purity; 'H NMR (DMSO-d6, 400 MHz) is consistent with Example  3, C.
3-(5-a mino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4-methylbenzamide To a
stirred solution of acid 4 (46 g, 0.143 mot, 1.0 equiv) in DMF (1.9 L) was
25 added EDCI (57.5 g, 0.299 mot, 2.09 equiv), HOBt (41.4 g, 0.306, 2.14
equiv) and  diisopropylethylamine (76.6 g, 0.59 mot, 4.15 equiv) and the
solution was stirred for  20 minutes at room temperature. Then it was cooled
to 15-20 C and cyclopropylamine (20.6 g, 0.36 mot, 2.51 equiv) was added and
stirred at room  temperature. The reaction was monitored by TLC. After 14
hours, since the reaction  30 was not complete and additional
cyclopropylamine (9.36 g, 0.16 mot, 1.14 equiv) was added and stirring was
continued for two hours. DMF was removed under reduced  pressure at 50 - 55
C. To the residue EtOAc (1 L) and water (500 ml) were added WO 20051009973
PCTIUS2004/020384  -110 and the mixture was stirred for 10 minutes. The
mixture was extracted and the organic  layer was collected. The aqueous
layer was extracted with EtOAc (2 x 250 ml). The  combined organic layer was
washed with sodium bicarbonate (2 x 500 ml) and brine  (2 x 500 ml), dried
over anhydrous sodium sulfate and concentrated. To the residue 5
EtOAc/dichloromethane /hexane (50 ml/50 mU50 ml) was added, the mixtue was
stirred for 10 minutes, and filtered to provide the product (34,1 g, 65.7 %)
as an off  while crystalline solid. HPLC (Waters X-Terra 5 micron Cl 8
column 4.6mm x 250  mm, 1.0 mLJmin, mobile phase: 0.1% TEA in
H2O/acetonitrile 50150, 30 min elution)  tR 5.53 min, 99,3% purity; MS m/z
360 [M]~;'H NMR (DMSO-d6, 400 MHz) is 10 consistent with Example 4. !'1 t
EXAMPLE 52 Preparation of
3-[5-Amino-4-(3-cyanobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4- methylbenzamide



O NHZ  ANN  NC O HN  15 b  O NHZ NHZ NN / CuCN, [Pdl NN O  0 DMF, 100C NC 0
HN HN  To a solution of
3-[5-amino-4-(3-iodobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4- 20
methylbenzamide (110mg, 0.23 mmol) in DMF (5mL) was added CuCN (40mg, 0.45
mmol) and tetrakis(triphenylphosphine)palladium (catalytic) and the mixture
was  heated at 100 C over night under N2. The solvent was removed and the
residue was  suspended in EtOAc, and solids were filtered off. The filtrate
was washed by water,  brine, dried over Na2SO4 and concentrated. The crude
product was purified by column 25 chromatography on silica gel (EtOAc).
Product was obtained as a beige solid (30mg,  34%). HPLC (4 minute 10-90
gradient) tR 2.02 min; MS m/z 386,13 [M+H]'. WO 2005/009973
PCTIUS2004/020384  -111 EXAMPLE 53 Preparation of
3-[5-Amino-4-(3-[1,3,4}oxadiazol-2-yl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methylbenzamide O  //-0 N, N / ~ N  N  HyN O 0-, HN--< N N I N
I, H  NaH2PO4, "202 BoNHNHi HMN N. "C*2 p. N. EDCI H,N N I. (CH3hCN, MOVI HN
N N  J N HOnI n. HCYd'gxane ` !  O CHaCK Hi 0 O OMF 5 CNO / COON LONHNH2 N
-N 



A. 3-[5-Amino-1-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1 H- 10
pyrazole-4-carbonyl[-benzoic acid To a stirred solution
o3-[5-amino-4-(3-formylbenzoyl)-pyrazol-l-yl]-N-
cyelopropyl-4-methylbenzamide (900mg) in CH3CN (25mL) were added NaH2PO4
(55mg in 2 mL water) and H202 (1.3g, 30% solution in water) followed by the
15 dropwise addition of an aqueous solution of NaCIO2 (365mg) at 10 C. The
mixture  was stirred at this temperature for 4h before Na2SO3 was added.
Solvent was removed  and residue was dissolved in E(OAC, the organic layer
was washed with water and  brine and concentrated. The crude product was
purified by column chromatography  on silica gel eluted with EtOAc followed
by EtOAC : AcOH = 100 :1), to provide the 20 desired intermediate as a beige
foam (345 mg, 37%). B. 3-[5-Amino-4-(3-hyd razin oca rbonyl ben
zoyl)-pyrazol-1-yl]-N- eyelopropyl-4-methylbenzamide Compound 53A (50 mg,
0.12 mmol), r-butyl carbazate (33 mg, 0.24 mmol),  25 EDCI (46mg, 0.24mmol)
and HOSt (37mg, 0.24mmo1) were dissolved in DMF (5  mL, dry) and stirred at
room temperature over night. Solvent was removed, the  residue was dissolved
in EtOAc and the organics were washed by water, K2CO3  aqueous solution,
brine, and dried over Na2SO4. Then TFA/DCE (5 mL, I : 1) was WO 20051009973
PCTIUS200-0020384  -112 added and stirred at room temperature for 30 min.
Solvent was removed, the residue  was dissolved in EtOAc, washed with K2CO3
aqueous solution and dried over  Na2SO4. Solvent was removed to provide
compound B as a beige solid (45 mg, 88%). 5 C. 3-[5-Amino-4-(3-[ 1,3,4]
oxadiazol-2-yl-benzoyl)-pyrazol-1-ylj-N- cyclopropyl-4-metbylbenzamide
Trimethyl orthoformate (2mL) was added to the solution of compound 53B in
McOH (2 mL) and stirred at room temperature over night. Solvent was removed,
solid  10 residue was dissolved in 1,4-dioxane, and five drops of a 4M
solution of HCI in dioxane was added and the mixture was heated in the
microwave at 120 C for 30 (..j  min. The solvent was removed, the residue
was dissolved in EtOAc, and the organics were washed with water, brine and
the crude product was purified by preparative TLC  (EtOAc : MeOH = 95 : 5)
to provide product as a beige solid (25 mg, 63%). HPLC (4  15 minute 10-90
gradient) tR 1.81 min; MS m/z 429.13 [M+HJ+. EXAMPLE 54 Preparation of
3-{5-Amino-4-[3-(5-methyl-[1,3,4]oxadiazol-2-y4-benzoylj- 20
pyrazol-1-yl)1V-cyclopropyl-4-methyl-benzamide 



O 4N O  H2N H  N-N Similar procedure as in Example 53 except
trimethylorthoacetate was used in  25 place of trimethyl orthoformate. HPLC
(4 minute 10-90 gradient) tR 1.84 min; MS  m/z 443.15 [M+H)t. EXAMPLE 55
Preparation of 3-{5-Amino-4-[3-(pyrrolidine-l-carbonyl)-benzoyl]-imidazol-l-
yl}-N-cyclopropyl-4-methyl-benzamide H2N N  O 'V  r, NJ O  V 30 WO
2005/009973 PCT(US20041020384  113 Similar procedure as in Example 21 except
pyrrolidine was used in place of  isopropylamine. HPLC (4 minute 10-90
gradient) la 1.93 min; MS m/z 458.2  [M+Hj EXAMPLE 56 5 Preparation
of3-15-Amino-4-(3-cyclopropylcarbamoyI-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide H2N H  N \ N  O NJ O  ~-N H  C. Similar
procedure as in Example 21 except cyclopropylamine was used in  place of
isopropylamine. HPLC (4 minute 10-90 gradient) to 1.74 min; MS m/z  10
444.14 [M+H]+. EXAMPLE 57 Preparation of
3-[5-Amino-4-(3-carbamoyl-benzoyl)-imidazol-1-yl)-N-
cyclopropyl-4-methyl-benzamide O N~ O  



O N  H2N I H  H2N 15 Similar procedure as in Example 21 except ammonia was
used in place of  isopropylamine. HPLC (4 minute 10-90 gradient) to 1.51
min; MS m!z 404.2  [M+H]+. EXAMPLE 58 20 Preparation of
3-[5-Amino-4-(3-isopropylcarbamoylbenzoyl)-pyrazol-1-yl)-
N-cyclopropyl-4-methylbenza mide O -N O  N / N  O \ H2N H  \}-NH 25 Similar
procedure as in Example 21B except 3-[5-amino-]-(5-
cyclopropylcarbamoyl-2-methylphenyl)-IH-pyrazole-4-carbonyl]-benzoic acid
was WO 20051009973 PCT/US2004/02038-1  -114 used in place of
3-[5-amino-I-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-IH-
imidazole-4-carbonyl]-benzoic acid. HPLC (4 minute 10-90 gradient) tR 1.89
min; MS  m/z 446.2 [M+H]+. EXAMPLES 59 - 69 5 The following examples were
prepared with a procedure similar to Example  58 except the appropriate
amine was used in place of isoprpylamine. Table 1. Ex Structure Name HPLC
1145 m(z  tp min +H `  0 O /P NH2 NH 3-(5-Amino-4-(4- }  methylcarbamoyl- N
benzoyl)-pyrazol-l ~tJ yq-N-cyclopropyl-4 59 HNC meth -benzamide 1.03 418.2
N H NH2 NH 3-[5-Amino-4-(4 O f N cyclopropylcarbamoyl  N
-benzoyf)-pyrazol-l- 



~NH yi)-N-cyclopropyl-4- 60 -benzamide 1.77 444.26 N O 3-[5-Amino-4-(3- o 0
carbamoyl-benzoyl)- O / \H2N H pyrazol-l-yl)-N- cyclopropyl-4-methyl 61 H N
benzamide 1.64 404.16  N O 3-[5-Amino-4-[3 O N (piiperazine-l- / H2N H
carbonyl)-benzoyl]- \ N pyrazol-1-yt)-N \/ cyclopropyl-4-methyl- 62 J
benzamide 2.27 473.21  0 -N 0 //\\  N 3-[5-Amino-4-(3- dimethylcarbamoyl O
H2N \ H benzoyl)-pyrazol-l- ytj-N-cyclopropyl-4- 63 ~N meth -benzamide 1.71
432.21 N p 3-[5-Amino-4-[3- O N (cyclopropylmethyl- / H2N , H
carbamoyl)-benzoyl] NH - pyrazol-1-yl}-N- cyclopro pyl-4-methyl 64 benzamide
1.9 458.25 WO 20051009473 PCTIUS2004/020384  -115- 0 N 0 N  0 N  H2N H
3-15-Amino4-(3 ethylcarbamoyl- NH benzoyl)-pyrazol-1- 



yl]-N-cyclopropyl-4- 65 methyl-benzamide 1.77 432.18 ~N O N 3-[5-Amino-4-(3-
N methylcarbamoy[- O H H2N benzoyl)-pyrazol-l yl]-N-cyclopropyl-4- 66 HN
meth -benzamide 1.69 418.17  N 3 -[5-Amno-4-(3 cyclopenlylcarbamoyl
-benzoyl)-pyrazol-l- SH2Z3 H yi]-N-cyclopropyl-4 67 o-NH meth -benzamide 2.0
47223  0 N 0 N 3-[5-Amino-4-(3- I H2N \ H isopropylcarbamoyl-
benzoyl)-pyrazol-l- NH yl]-N-cyclopropyt-4- 68 meth -benzamide 1.89 446.2 N
3-[5-Amino-4-(3- N 0 cyclopropylcarbamoyl  f-~ -benzoyl)-pyrazol-l 0 H2N k H
y9-N-cyclopropyl-4 69 [>-NH meth I-benzamide 1.82 444.15  EXAMPLES 70 - 75
The following examples were prepared with a procedure similar to Example  5
11 except the appropriate amine was used in place of 1-methylpiperazine.
Table 2. Ex Structure Name HPLC MS m/z  tRmin M+H+  " 3-(5-Amino-4-{3-[(3 Cl
N N Zchloro-b}- enzo t}- N N methN]-b-yIYN 



o pyrazol-11yl)-N- cycl opropyl-4-methyl 70 benzamide 1.74 514.17  0 N 3
[5-Amino-4-(3-{[2-C1 0 NHZ (3-chloro-phenyl)- ethylamino]-methyl}- HN -N
benzoyl)-pyrazol-1 N y[]-N-cyclopropyl-4 71 meth I-benzamide 1.74 528.2 WO
20051009973 PCT113S20041020384  -116 0 NH 3-(5-Amino-{3-i4-(3- NH2
chloro-pheny)- N N / \ piperazin-1-ylmethyt} a N J benzoyl}-pyrazol-l- yl}N
cyclopropyl 4 72 methyl-benzamide 1.82 569.23  3-[5-Amino-4-(3-{(2-
(2-benzyloxy-5 0 o chloro-phenyl)- / \ \ / NH2 HN~ ethylamino]-methyl}-
benzoyl)-pyrazol-l N } o yI}-N-cyclopropYl-4 73 meth -benzamide 2.11 634.2
O NHy NH 3 (5 Amino 4 {3-[(2 HN morpholin-4-yl- ~NJ l N ethylamino)-methyl]-
c I  benzoyl)-pyrazol-l- N yI)-N-cyclopropyl-4- 74 meth -benzamide 1.03
503.22  O 3-(5-Amino-{3-[(3 f N'\n NH NH morpholin-4-yl- oJ H 2
propylamino)-methyl]- ,N benzoyl}-pyrazol-1- N yl)-N-cyclopropyl-4 



75 meth -benzamide 1.02 517.25  EXAMPLES 76 - 93 The following examples were
prepared with a procedure similar to Example  17 except the appropriate
grignard reagent was used in place of phenylmagnesium  5 bromide. Table 3.
Ex Structure Name HPLC MS rdz  ta(nnin) M+H  H2N N 3-[5-Amino-4-
(Pyridine-2-carbonyl}  N O imidazol-1-yl]-N- i \ N' cyclopropyl-4-methyl 76
benzamide 1.56 362.23  H N 3-[5-Amino-4-(2- 0 NH2 methyl-benzoyl)- N
imidazol-1-yl]-N N cyclopropyl-4-methyl- 77 benzamide 1.95 375.1 WO
20651009973 PCT/US2 00 410 20 38 4  -117- F NH2 3-[5-Amino-4-(3,4- F o
difluoro-benzoyl)- NN NJ-' midazol-1-ylJ-N cyclvpropyl-4-methyl- 78 ! / H
benzamide 2.53 397.17  O NH2 3-E5-Amino-4-(3- F 0 fluoro-benzoyl)- N~N N~
cyctoprop l-4-m H cyGopropy-ethyl 79 / benzamide 2.23 379.2  cl 1 / O NH2
3-[5-Amino-4-(3,4- 



cl O dichloro-benzoyl)- t NON Nf ' imldazol-1-yll-N H cyclopropyl-4-methyl
80 benzamide 2.95 429.11  O 0 NH2 NH 3-(5-Amino-4-(3- \ methoxy-benzoyl)-
imidazol-1-yI)-N NN cyclopropyl-4-methyl- 81 benzamide 2.22 391.19  F O NH2
3-(5-Amino-4-(4- 0 fluoro-benzoyl)- NN NJ imidazol-t-)iJ-N H
cyclopropyt-4-methyl 82 benzamide 2.29 379.1  O cl O NH2 NH
3-15-Amino-4-(3,5- dichloro-benzoyl)- N imidazol-1-ylJ-N Na/
cyclopropyl-4-methyl- 83 benzamide 3.07 429.13  O NH2 NH 3-[5-Amino-4-(4 \t~
methoxy-benzoyl)- ~O N V II imidazol-l-yIJ-N- cyclopropyl-4-methyl 84
benzamide 2.12 391.11  H N / 3-15-Amino-l-(5 p 2 H cyciopropylcarbamoyl  p
-2-methyl-phenyl)1H- N- O imidazole-4-carbonyll benzoic acid tert-butyl 85
ester 2.53 461.05 WO 2005!009973 PCTIUS20041020384  -118- 0 



F NH2 NH 3-[5-Amino-4-(3,5- difluoro-benzoyl)- N imidazol-1-yl]-N N-zz/
cyclopropyl-4-methyl- 86 benzamide 2.58 397.18  O O 0 NH2 NH 3-[5-Amino-4- _
\I~ (benzo[1,3]dioxole-5- O N JN carbonyl)-imidazol-1 yl]-N-cyclopropyl-- 87
meth -benzamide 2.12 405.11  cl 0 NH2 HN 3-[5-Amino-4-(4- chloro-benzoyl}
NVN eo imidazol-l-yl]-N cyclopropyl-4-methyl- 88 benzamide 2.54 395.15 O NH2
NH 3-[5-Amino-4-(3,4- dimethoxy-benzoyt)- \O \ j NON imidazol-l-yl]-N
cyclopropyl-4-methyl- 89 ~O benzamide 1.95 420.1  HN 3-[5-Amino-4-(3- i HpN
p benzyloxy-benzoyl)- O N imidazol-l-yl]-N \N) N) cyclopropy4-4-methyl 90
benzamide 2.51 467  1 0 N / N 3-[5 Amino 4-(4- H2N fluoro-3-methyl-
benzoyl)-imidazol-l - yl]-N-cyclopropyl-4 91 meth benzamide 2.25 39
{3-[5-Amino-l-(5- N N O cyclopropytcarbamoyl O~L H 2N N
-2-methyl-phenyl)-lH- 



\ ] H imidazole-4-carbonyi]- phenoxy)-acetic acid 92 O tert-butyl ester 2.23
491  NH2 3-[5-Amino-4-(3 cl HN chloro-benzoyly  NON O imidazol-1-yl]-N-
cyclopropyl-4-me thyl 93 f / benzamide 2.54 395.17  EXAMPLE 94 Preparatation
of 3-(5-Amino-4-benzoyl-2-methyl-imidazol-1-yl)-N-cyclopropyt-4-
methyl-benzamide WO 2005/009973 PCT/US2004/020384  -119 0 N-( 0  N  I \ H2N
I H Similar procedure as in except 17 except triethylorthoacetate was used
in place  of triethylorthoformate. HPLC (4 minute 10-90 gradient) tR 1.56
min; MS m/z 375  [M+H] 5 EXAMPLE 95 Preparatation of
3-(5-Amino-4-benzoyl-2-propyl-imidazol-l-yl)-N-cyclopropyl-4-
methyl-benzamide O O N A H2N H 10 Similar procedure as in except 17 except
triethylorthbutyrate was used in place  of triethylorthoformate. HPLC (4
minute 10-90 gradient) tR 2.14 min; MS mlz 403  [M+H]'. EXAMPLE 96 15
Preparation of 3-[5-Amino-4-(3-carbamoylmetboxy-benzzoyl)-pyrazol-I-yll-N-
cyclopropyl-4-methylbenzamide fl N O N  O O I \ H2N H  H2N 



o o o A I ~ rNr oo I ~ x h ~ "+ NA  H7N N CI 'COL H N WA H N N i. 50Cit Ti1F
N. H2N K2CO= = N C"202 Z I iJ ii. NHWIOManB !N DMF  O / ON / O  O, " D O O D
20 A. {3-[5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazoIe-4-
carbonyl]-phenoxy)-acetic acid To a stirred solution of
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-l-yl]-N- 25
cyclopropyl-4-methylbenzamide (400mg, 1.06mtnol) and t-butyl chloroacetate
WO 2005/009973 PC IUS2 004/0 20 38-t  -120 (319mg, 2.12mmol) in DMF (20 mL)
was added K2CO3 (292mg, 2.12 mmol) and the  mixture was heated at 100 C
overnight. The solvent was removed, and the residue  was suspended in EtOAc,
washed by water, brine, dried over Na2SO4, and  concentrated. The crude
product was purified by column chromatography on silica gel 5 (EtOAc :
Hexane - 3 :1) to provide the product as a light yellow oil (140 mg, 27%).
B. {3-[5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-
pyrazole-4-carbonyl]-phenoxy]-acetic acid The oil (180mg, 0.37 mmol) from
last step was dissolved in DCM (5 mL),  10 TFA (5 mL) was added and stirred
at room temperature over night. Volatile organics were removed, toluene was
added then removed in vacua to provide the product as a O (~  white solid
(140 mg, 88%). C. 3-[5-Amin o-4-(3-carbamoytmeth oxy-benzoyl)-py
razol-1-yl]-N- cyclopropyl-4-methy lben zamide 15 To a solution of the
intermediate obtained in the previous step in THE (5 mL)  was added SOCI2
(1mL) and the mixture was stirred at room temperature for 2 h. The
volatiles were removed, then NH1(0.5 Mdioxane solution) was added and the
mixture was stirred at room temperature for 30 min. The solvent was removed,
and  the residue was purified by preparative TLC (EtOAc : MeOH : Et3N = 100:
10: 1) and 20 then by preparatory HPLC to provide the product as a beige
solid (4.2mg, 10%).  HPLC (4 minute 10-90gradient) tR 1.78 min; MS m/z
434.14 [M+H] EXAMPLES 97 - 105 0 i 1  The following examples were prepared
with a procedure similar to Example 



96 except the appropriate amine was used in place of ammonia.  25 Table 4 Ex
Structure Name HPLC MS mlz  t(min) M+H'  N 0 3-(5-Amino-4-{3-[2 N  o O NzN
(4-melhyl H piperazin-l-yl)-2- oxo-ethoxy]- benzoyl}-pyrazol-l-
yl]-N-cyclopropyl-4 97 meth -benzamide 1.56 517.22 WO 20051109973
PCT(US2004/020384  -121 O 3-(5-Amino-4-[3-(2- ~N N oxo-2-piperazin-l- HNJ [
HzN N yl-ethoxy}benzoyl) cyyl-4ycloprlopropyl-4-  98 meth -benzamide 1.48
503.21  -N o 3-(5-Amino-4-{3-(2 \ (3-amino-pyrrolidin- 0\\ ` HzN H~-~
1-y1}2-oxo-ethoxy]- Y benzoyt)-pyrazol-1 yl)-N-cyclopropyl-4- 99 H ,N meth
-benzamide 1.63 503.2  -N 0 NN~ 3-(5-Amino-4-{3-[2- HyN (3-methylamino- i
o\\ pyrrolidin-l -yt)-2 oxo-ethoxy]- ~N benzoyl)-pyrazol-l- HW ~'
yl}N-cydopropyl-4 100 methyl-benzamide 1.51 517.22  N o 3-(5-Amino-4-{3-12 0
0 C3HzN ,~ II ri piperazin-l-yl}2- oxo-ethoxy]- 



r N benzoyl)-pyrazol-1 yl}N-cyclopropyl-4- 101 H meth -benzamide 1.62 531.26
0 3-(5-Amino-4-[3-(2- 0 HqN N morphotin-4-yl-2- H oxo-ethoxy} ~N
benzoyl]-pyrazol-l- ) )l}N-cy-lopropyl-4- 102 - / meth -benzamide 1.92 504.2
~e N ~o ylrN 3 -[5-Amino-4-(3- {[(1 H / \ " benzoimidazol-2- \ carbamoyl]
HN-. methoxy}-benzoyl} pyrazol-1-yl]-N- cyclopropyl-4- 103 meth -benzamide
1.54 564.21 N 3-[5-Amino-4-(3- / oro-phe - 5- \ / oo HzN 1 H ch
chlro-phenyl)l} NH ethylcarbamoyl]- methoxy)-benzoyl}  G pyrazol-1-yl]-N
cyctopropyl-4- 104 meth -benzamide 3.2 678.26 WO 2005/009973
PCTIUS2004/020384  -122- o 3-(5-Amino-4-(3 1[2-(5-chloro-2- 0 0 HiN ` ' 3 1
r"i hydroxy-phenyl)-o" - ethylcarbamoyl]- NH methoxy)-benzoyl)
pyrazol-1-yl]-N- a cyclopropyl-4- 105 meth -benzamide 2.49 588-19 EXAMPLE
106 



Preparation of 3-[5-Amina-4-(3-pyrazin-2-yl-benzoyl)-pyrazol-1-yl]-N- 5
cyclopropyl-4-methylbenzamide o c4H2NoAN  To a stirred solution of
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-N 10
cyclopropyl-4-methylbenzamide (130mg, 0.27 mmol) and
2-tributylstannylpyrazine  (119 mg, 0.32 mmol) in DMF (2 ml-) was added
tetrakis(triphenylphosphine)  palladium (catalytic) and the mixture was
heated in microwave at 160 C for t5 min.  The solvent was removed and the
residue was dissolved in EtOAc. The organics were  washed by water, brine
and concentrated. The crude material was purified by 15 preparatory HPLC to
provide the desired product as beige solid (6.2 mg, 5%). HPLC  (4 minute]
0-90 gradient) tR 2.12 min; MS ink 439.19 [M+H]+. EXAMPLE 107 Preparation of
3-(5-Amino-4-(3-pyridin-2-yl-benzoyl)-pyrazol-1-yl]-lV- 20
cyclopropyl-4-methylbenzamide O O  _ N /  H2N H Similar procedure as in
Example 106 except 2-tributylstannylpyridine was  25 used in place of
2-tributylstannylpyrazine. HPLC (4 minute 10-90 gradient) tR 1.94  min; MS
m/z 438.26 [M+H]' WO 2005/009973 PCT/US2004/020384  -123 EXAMPLE 108
Preparation of 3-[5-Amino-4-(pyridine-2-carbonyl)-pyrazol-1-yll-N-
cyclopropyl-4-methyl-benzamide O N O N  N \ HzN \ Fl  NC CN FIOH H Hz  A H'N
H,14 NON  H + ~OEt NHNN2TFA NC~ N I VN O N 



A. 3-(5-Amino-4-cyano-pyrazol-1-yl)-N-cyclopropyl-4-methylbenzamide  DIPEA
(3.4g, 26.5 mmol) was added to the solution ofN-cyclopropyl-3-
hydrazino-4-methyl-benzamide trifluoroacetate (8.45g, 26.5 mmol) and 2 10
ethoxymethylene malononitrile (3.2g, 26.5 mmol) in EtOH (IOOmL) and stirred
at 65  C for 3h. The solvent was removed the residue was suspended in EtOAc
(-100 mL),  and water was added to this suspension. The solid product was
filtered. The filtrate  was washed by water, brine, dried over Na2SO4,
concentrated, and purified by column  chromatography on silica gel eluted
with EtOAc. The product, combined from 15 filtration and chromatography, was
obtained as a beige solid (7.1 g, 96%). B.
3-[5-Amino-4-(pyridine-2-carbonyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methyl-benzamide 20 Cyclohexylmagnesium chloride (5 mL, 2.0 M in Et20) was
added dropwise to  the solution of 2-iodopyridine (1.03g, 5 mmol) in THE
(I5mL) at -20 C. The mixture  was stirred at this temperature for 20 min
before 3-(5-Amino-4-cyano-pyrazol-l -yl)- N-cyclopropyl-4-methyl-benzamide
(140 mg, 0.5 mmol) was added, then stirred at  room temperature over night.
The reaction was quenched by the addition of K2C03 25 aqueous solution, then
the mixture was extracted with EtOAc and the organic layers  washed with
water and brine. Purification by column chromatography on silica gel  eluted
with EtOAc provided the product as a white solid (60mg, 33%). HPLC (4
minute 10-90 gradient) tR 2.09 min; MS m/z 362.20 [M+H]+. WO 20051009973
PCTIUS2004/020384  -124 EXAMPLE 108 Preparation of
3-(5-Amino-4-cyclopentanecarbonyl-pyrazol-1-yl)-N-
cyclopropyl-4-methylbenzamide O N O  N / N  HZN : I N  5 Similar procedure
as in Example 17B except 3-[5-amino-4-(3-cyan-benzoyl)-
pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide was used in place of
3-(5-amino-4- cyano-imidazol-I-yl)-N-cyclopropyl-4-methyl-benzamide and
cyclopentylmagnesium O } 10 bromide was used in place of phenyl magnesium
bromide. HPLC (4 minute 10-90  gradient) tR 2.54 min; MS m/z 353.19 [M+H]+
EXAMPLES 110 - 126 



The following examples were prepared with a procedure similar to Example  15
109 except the appropriate grignard reagent was used in place of
cyclopentylmagnesium bromide. Table 5. Ex Snucmre Name HPLC MS m!z  ip min
+H'  O H2N A N 3-15-Amino-4 / N , J:::y (benzo[1,3)dioxole-5- 0
carbonyl)-pyrazol-l- yl]-N-cyclopropyl-4- 110 methylbenzamide 2.67 405.16
HZN  O N 3-[5-Amino-4-(2- / iluoro-benzoyl)- ~N pyrazol-1-yl]-N \
cyclopropyl-4-methyl- 111 F benzamide 2.05 379.13  0 N O NN,o
3-[5-Amino-4-(3- HZN \ H ethoxy-benzoyl}  O pyrazol-1-yl]-N
cyclopropyl-4-meth4- 112 benzamide 2.58 405.17 WO 20051009973
PCT/US20041020384  -125 -N O 3-[5-Amino-4-3- N N methoxy-benzoyl)-
pyrazol-l-yl)-N H cyclopropyl-4-methyl- H2N rzz,  113 Q benzamide 2.37
391.17  ,N 0 N / N H N H 3-[5-Amino-4-(3- 



02N k, cyclopropoxy- benzoyi)-pyrazol-l- yl]-N-cyclopropyl-4 114 meth
-benzamide 2.68 4172  O N 0 N N methoxy  ~ H ethoxybenzoy -beczoyl} H2N
pyrazol-1-yl)-N- cyclopropyl-4-methyl- 115 benzamide 224 391.19 0 N HN
3-[5-Amino4-(3,4- N dimethoxy-benzoyl)- O H2N O pyrazol-1-yll-N cyclop
ropyl-4-methyl 116 benzamide 2.11 421.17  0 N 0 N/-J 3-[5-Amino 4-(4 H2N H
methylsultanyl- benzoyl)-pyrazol-l- yl]-N-cyclopropyl-4- 117 meth
l-benzamide 2.59 407.14 O N 0 3-[5-Amino-4-(3- N rt  bzo)1)enzoylJ-pyraz
pyrazol-l- 3 8 H2N H )41-N-cycopropyl-4  118 / methyl-benzamide 2.61 407.15
0 N 0 ! N 3-I5-Amino-4-(4- H2N H fluoro-benzoyl)- pyrazol-l-yll-N- cyciopro
pyl-4-m eth yl 119 benzamide 2.18 379.23  Q -N 0 3-[5-Amino-4-(3 N
fluoro-benzoyf)- N pyrazol-1-yl)-N- 



F H2N H cyclopropyl-4-methyl 120 - benzamide 2.18 379.15  O N N N
3-[5-Amino-4-(3,4- H2N H difluoro-benzoyl)- F pyrazol-1-yll-N cyclop rop
yl-4 -m eth yl 121 benzamide 2.25 3.97.16 WO 2005/009973 PCTIUS2004/020384
-126- 0 0 3-[5-Amino-4-(3.5- difluoro-benzoyl)- F H2N H pyrazol-1-yI)-N
cyclopropyl-4-methyi- 122 F benzamide 2.28 397.17  0 ~N 0 NN'L
3-[5-Amino-4-(4- H2N E fluoro-3-methyl- benzoyl)-pyrazol-l -
yl]-N-cycIopropyl-4 123 meth -benzamide 2.32 393.23  O -N 0 N
3-(5-Amino-4-(4- HN H fluoro-benzoyl)- 2 pyrazol-1-yl)-N
cyclopropyl-4-methyl- 124 benzamide 2.15 379.17  0 -N 0 3-(5-Amino-4 N pyc
onyl- yrezolzol-1 -ylyN ylJ-N  H2N H cyclopropyl-4-methyl 125 benzamide 2.75
367.22  O -N O N / NA 3 [5 Amino 4 (3- 



H vinyloxy-benzoyl)- O HzN ~ pyrazol-1-yl]-N cyctopropyl4-methyl- 12fi
benzamide 2.64 403.15  EXAMPLE 127 Preparation of
3-15-Amino-4-13-(11,3,4]oxadiazol-2-yimetbozy)-benzoyl]- O  5
pyrazol-1-yl)-N-cyclopropyl-4-methylbenzamide N O H2N / H  N \ I N  O _N O
10H~ 0H~ O  B_EDCI Ff2 i. (CH3)3CH, MeOH N. N N. H N N,  H2N N V i  HOBI I
n. HCVdk)xane 2 O DMF O OH NHNH2 A. 3-[5-Amino-4-(3-hyd razinocarbonyl meth
oxy-benzoyl)-pyrazol-1-yl]-N WO 211051009973 PCTIUS20041020384   -I27
cyclopropyl-4-metbylbenza m ide Compound 97A (300 mg, 0.69 mmol), t-butyl
carbazate (182 mg, 1.38 mmol),  EDCI (263 mg, 1.38 mmol) and HOBt (211mg,
1.38 mmol) were dissolved in DMF  5 (10 ml-, dry) and stirred at room
temperature for 2h. Solvent was removed, residue was dissolved in EtOAc,
washed by water, K2C03 aqueous solution, brine, and dried  over Na2SO4. Then
TFA/DCE (5 mL, 1 : 1) was added and stirred at room  temperature for 30 min.
Solvent was removed, residue was dissolved in EtOAc,  washed with K2CO3
aqueous solution and dried over Na2SO4. The crude resiude was 10 purified by
column chromatography on silica gel (EtOAc : MeOH = 10 : 1), and the
desired compound was obtained as a white solid (88 mg, 28%). B. 3- { 5-A m
in o-4-13-(11,3,41 o x ad is zol-2-yim ethox y)-b enzoy i J-pyrazol-l -
yl)-N-cyclopropyl-4-metbylbenzamide  1$ Trimethyl orthoformate (3mL) was
added to the solution of compound 52B  



(48mg, 0.11 mmol) in McOH (3 mL) and stirred at room temperature over night.
Solvent was removed, solid residue was dissolved in 1,4-dioxane, five drops
of HCI in  dioxane (4M) was added, and the mixture heated in microwave at
120 C for 30 min. 20 Solvent was removed, residue was dissolved in EtOAc,
washed with water and brine.  The crude product was purified by preparatory
HPLC, and the product was obtained  as a white solid (3.3 mg, 6.7%). HPLC (4
minute 10-90 gradient) tR 2.07 min; MS  m/z 459.13 [M+HJ`. 25 EXAMPLE 128
Preparation of 5-Amino-I-(5-cyclopropylearbamoyl-2-methyl-phenyl)-1H-
pyrazole-4-carboxylic acid (2-methyl-cyclohexyl)-amide NH2  O Ny~V  qNH N 0
WO 200/009973 PCT/US2004/020384  -128 O 0  UGH \ / HN~ NH2 N-N w-N NHz  r /
NHZ HZOIEtOH I / NHZ EOCI, HOW OMF O NH  C OEt p OH (}~~/`/  A.
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1 H-pyrazole-4- 5
carboxylic acid A solution of
5-amino-I-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-IH- pyrazole-4-carboxylic
acid ethyl ester (1.0g, see Example 44), LiOH (1.2 g) in 3  water/ethanol
(15 ml /20 ml) was heated at 50 C overnight. The solution was 10 neutralized
with dilute HCI (2M), and extracted with ethyl acetate (200 ml x 2), dried
over Na2SO4. The solvent was evaporated under reduced pressure and ethyl
acetate  and diethyl ether was added. The resulting solid was filtered to
give the desired 5-
amino-I-(5-cyclopropylcarbamoyl-2-methylphenyl)-IH-pyrazole-4-carboxylic
acid.  (0.8g; yield: 88%). 15 B.
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4- carboxylic
acid (2-methyl-cyclobexyl)-amide A solution of
5-amino-I-(5-cyclopropylcarbamoyl-2-methylphenyl)-1H- pyrazole-4-carboxylic
acid (21 mg), 2-methylcyclohexylamine (10 mg), EDCI (28 



20 mg) and HOBt (12 mg) in DMF (0.75 ml) was reacted at room temperature for
24 h. O '. I  Water (4 ml) was added and the solution was extracted with
ethyl acetate (3 mL x 2). The organic phase was then washed with water (3
mL), dried over Na2SO4 and  evaporated. The residue was purified by
preparative TLC plate to give the desired  product
5-amino-l-(5-cyclopropylcarbamoyl-2-methylphenyl)-IH-pyrazole-4 25
carboxylic acid (2-methylcyclohexyl)-amide (19 mg, 70%). HPLC (4 minute
gradient) tR 2.34 min; MS m/z 396.31 [M+H]+. EXAMPLES 129 -156 The following
examples were prepared with a procedure similar to Example  30 128 except
the appropriate amine was used in place of 2-methylcyclohexylamine.  Table
6. WO 20051009973 PCTFUS2004/020384  -129 Ex Structure Name HPLC MS mh  tR
mm +H 4  H2N 5-Amino-l-(5 0 cyclopropylcarbam  O oyl-2-methyl- \ N N HN"V
phenyl)-1H H pyrazole-4- carboxylic acid 129 hen amide 2.4 376.2  /~
5-Amino-!-(5 0 N HN -~ cyclopropytcarbam  oyl-2-methyl- NH O phenyl -1 H HZN
pyrazole-4- carboxy)ic acid (1 130 eth - ro I amide 2.16 370.3  5-Amino-145-
0 HzN \ O cyclopropyicarbam met  hen H- NH N HN penyl)-1 b pyrazole-4-
carboxylic acid  



bicyclo[2.2.1]hept 131 2-amide 2.41 394.3  5-Amino-l-(5- //j0 yhicarbam C/`.
J~X NHy NH oyl2-m ethyl- N phenyl)-1H- H N pyrazole-4 N carboxylic acid (1
132 32 ethy 2.57 406.2  3-[5-Amino-4-(2,5- O O dimethyl NH2 NH
pyrrolidine-l- N carbonyl}pyrozol- N 1-yl]-N-cyclopropyl- r N 4-methyl 133
benzamide 2.17 383.29  5-Amino-1-(5- cyclopropylcarbam H oyl-2-methyl- N
phenyl)-1  phenyl)-1H-0 tizN HN---a pyrazoie-4 \ carboxylic acid 4- p
methoxy 134 ben lamide 2.15 420.3  5-Amino-l-(5- 0 N HN cyclopropylcarbam N
oyl-2-methyl- NH I O phenyl)-lH- HZN pyrazole-4 carboxylic acid 135 \
indan-l-amide 2.35 416.75 WO 2005/009973 PCTI11S20041020384  -130
5-Amino-l-(5- N - cyclopropylcarbamoy  N \ / 1-2-methyl-phenyl) 



0 IH-pyrazole-4- / NH NH2 NH carboxylic acid  O benzylamide 136 2.04 390.23
H2N 3-[5-Amino-4- 0 N (piperidine l N carbonyl)-pyrazoI- I- N -N 0
yl]-N-cyclopropyl-4- methyl-benzamide  137 2.05 368.16 H2N / 5-Amino-l-(5- 0
H cyclopropylcarbamoy  ry 1.2-methyl-phenyl) O'-N -N O 1H-pyrazole-4- H
carboxylic acid 138 c clohex lamide 2.19 382.25  H2N 5-Amino-I-(5- 0 N
cyclopropylcarbamoy I  N 1.H-methyl l)- \-N N H-pyrazotele-4 H carboxylic
acid 139 c clo propylamide 1.72 340.23  H2N H 5-Amino-l-(5
cyclopropylcarbamoy  N 1-2-methyl-phenyl)- N N 0 1H-pyrawle-4 CI carboxylic
acid 3 140 chlorobenzylamide 2.31 424.31  5-Amino-l-(5- 0 H2N H
cyclopropylcarbamoy ry 1-2-methyl-phenyl)- N N Q SH-pyrazole-0- H carboxylic
acid 141 c clo en lamide 2.03 368.29  H2N 5-Amino-I-(5 



0 cyclopropylcarbamoy  Cl ,V 1-2-methyl-phenyl)- N O IH-pyrazole-4- H
carboxylic acid ami diehloro-benzylamide  142 2.54 458.24  H2N 5-Amino-I-(5
0 N cyclopropylcarbamoy  ry ~-r 1-2-methyl-phenyl)- IH-pyrazole-4 ~H ~-N 0
carboxylic acid  cyelohexylmethyl- 143 amide 2.38 396.4 WO 20051009973
PCTIUS20041020354  -13I H2N H 5-Amino-1-(5- cyclopropylcarbamoy  N
1-2-methyl-phenyl) N N O 1H-pyrazole4- Cl / 1 H carboxylic acid 3,4-
dichloro-benzylamide  144 2.5 456.23 H2N 5-Amino-l-(5- H cyclopropylcarbamoy
I-2-methyl-phenyl)- I H-pyrazole-4 N N O H carboxylic acid (4-
methyl-cyclohtxyl}  145 amide 2.45 396.32 H N 5-Amino-I-(5 Z N
cyclopropylcarbamoy  ~-(\ N 1 2-methyl-phenyl)-_F N N O IH-pyrazole-4- F H
carboxylic acid 3- trifluorotnethyl- 



146 be lamide 2.44 458.25 / I5--2-Amino-1{5- O HZ N cycmeethylthyl-p hennyY
N l) - /1L/~/~ ~-7 N O IH-pyrazole-4- H carboxylic acid (4- tert-buty] 147 c
clohex 1 -amide 2.86 438.4  H2N 5-Amino-1{5- 0 N cyclopropykarbamoy N IH
yrazolphenyl)  N O H c cararbox boxyllicc acid (2,2- dimethyl-propyl)- 148
amide 2.19 370.28 H2N H 5-Amino-l-(5- cyclopropylcarbamoy  N N
1-2-methyl-phen)rl) N N O IH-pyrazole4- H carboxylic acid 3- /O / ` methoxy
149 benzylamide 2.13 420.29  N _ 5-Amino-I-(5 cyclopropylcarbamoy  \
I-2-methyl-phenyl)- F O 1H-pyrazolc4 NH NH2 NH carboxylic acid 4- / O
Fluoro-benzylamide ISO 2.19 408.26  5-Amino-1-(5- rN. qNH
cyclopropylcarbamoy N 1-2-metbyl-phenyl)- O IH-pyrazole-4- NH NH2 carboxylic
acid (I 0 \> ethyl-pyrrolidin-2 



151 ylmethyl)-amide 1.41 411.28 WO 20051009973 PCT1US20041020394  -132 N -
5-Amino-I-(5- cyclopropylcarbamoy  N 1-2-methyl-pbenyl) 0 A lH-pyrazole-4- /
, NH NH2 NH carboxylic acid 2- 0 methyl-benzylamide 152 2.26 404.33
5-Amino-1-(5- N - cyclopropylcarbamoy N\ / 1-2-methyl-phenyI).  N O
IH-pyrazole-4- NH NH2 NH carboxylic acid 0 (pyridin-2-ylmethyl) 153 amide
1.39 39114  O 5-Amino-l-(5 N cyclopropyacarbamoy  rNH NM f NM
I-2-methyl-phenyt)- 2 1H-pyrazole-4 `J carboxylic acid (2- rnorpholinA-yl-
154 ethyl)-amide 1.12 413.25 O N O 5-Amino-l-(5- cyclopropylcarbamoy  NH H
1-2-methyl-phenyl) M2N IH-pyrazole-4- carboxylic acid (I- cyclohexyl-ethyi)-
155 amide 2.53 410.45 N 0 5-Amino-1 (5 N cyclopropylcarbamoy  J-N XI H
1-2-methyl-phenyl)- 



H2N 1H-pyrazole-4- carboxylic acid (I )6 phenyl-ethyl)-amide 2.22 40428
EXAMPLE 157 Preparation of
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-lH- pyrazole-4-carboxylic
acid (2,2-dimethyl-propyl)-amide OHyN  \ N ~N 0  5 n Similar procedure as in
Example 128 except neopentylamine was used in  place of isopropylamine. HPLC
(4 minute 10-90 gradient) tR 2.19 min; MS m/z  370.32 [M+H] 10 EXAMPLE 158
Preparation of 5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-lH WO
2005!009973 PCTIUS2004102038-1  -133 pyrazole-4-carboxylic acid
(1-ethyl-pyrrolidin-2-ylmethyl)-amide  NH NH2 NH O  N J 5 Similar procedure
as in Example 128 except 2-(aminomethyl)-1- ethylpyrrolidine was used in
place of isopropylamine. HPLC (4 minute 10-90  gradient) tR 1.41 min; MS m/z
411.25 [M+H]' is EXAMPLE 159 10 Preparation of
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H- pyrazole-4-carboxylic
acid (2-pyrrolidin-1-yl-ethyl)-amide O 0  N ^ ~Q  I N---NH H2N // \ f H 15
Similar procedure as in Example 128 except 1-(2-aminoethyl)pyrrolidine was
used in place of isopropylamine. HPLC (4 minute 10-90 gradient) tR 1.34 min;
MS  



m/z 397.22 [M+H]". 20 EXAMPLE 160 Preparation of
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-I H-
pyrazole-4-carboxylic acid cyclobexyl-methyl-amide OK- N HN N O  O-\ H2N 25
Similar procedure as in Example 57 except N-methylcyclohexylamine was  used
in place of isopropylamine. HPLC (4 minute 10-90 gradient) tR 2.37 min; MS
m/z 396.3 [M+H]4. EXAMPLE 161 Preparation of
3-15-Amino-4-(3-cyanobenzoyl)-pyrazol-1-yl[-N-cyclopropyl.4- 30
methylbenzamide WO 20051009973 PCTIUS2004/020384  -134 NH2  N  ~N NC O  HN
0 QCN O O  }NI.N3 ` NH, ON NNx \ NH, ~PJ~PF,yJ,.NHNH  NN N  -EC TE0. ETON Y
ANN -NN / CYCN N  3 dEM1 3 NC 1 ` 3 t 5 3t)  5 A.
3-[5-amino-4-(3-iodobenzoy!)-pyrazol-l-yl]-4-methyibenzoic acid To a stirred
solution of hydrazine 2 (32.5 g, 0.160 mol, 1.0 equiv) in ethanol  (3.6 L)
was added I (60g, 0.160 mot, 1.0 equiv, preparation: International Patent
Application Publication No. WO 02/57101 Al, pg. 84)) and ttiethylamine
(16.56 g,  0.16 mot, 1.0 equiv) and the mixture was heated to 65 C. All
solids dissolved when 10 temperature reached 65C. After cooling, the solids
were filtered to provide acid 3 (22  g,30%) as a light brown solid. HPLC
(Waters X-Terra 5 micron C18 column 4.6n-Lm  



x 250 mm, 1.0 mL/min, mobile phase: 0.1% TEA in H20/acetonitrile 40/60, 30
min  elution) 1R 6.74 min, 95.2% purity; 15 B.
3-[5-amino-4-(3-iodobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl- O
beazamide To a stirred solution of acid 3 (21 g, 0.0469 mot, 1.0 equiv) in
DMF (30 ml)  was added EDCI (17 g, 0.0886 mol, 2.0 equiv), HOBt (12.6 g,
0.0939, 2.0 equiv) and  diisopropylethylamine (24.2 g, 0.18 mot, 4.0 equiv)
and the solution was stirred for 15 20 minutes at room temperature when
cyclopropylamine (10.7 g, 0.0939, 2.0 equiv) was  added and the reaction
stirred for I hour. The mixture was added to water and  extracted with EtOAc
(I L) and washed with water (2 x 200 ml) and brine (200 ml),  dried over
anhydrous sodium sulfate and concentrated. The product was purified by
flash chromatography on silica gel eluted with 8/2 EtOAc/hexanes to provide
the 25 product as brown oil. The product was further purified by trituration
with Isopropyl  ether (1 L) and dried under vacuum to provide the amide 4
(12 g, 50 %) as an off WO 20051009973 PCTIUS20041020384  -135- white solid.
C. 3-15-Amin o-4-(3-cyanobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4- 5
methylbenzamide To a stirred solution of iodide 4 (7.4 g, 0.015 mol, 1.0
equiv) in N,N-dimethyl  formamide (25 ml) under N2 was added copper cyanide.
The resultant suspension was  refluxed for 1 hour. The reaction was
monitored by TLC and checked for the 10 completion. Heating was discontinued
and the reaction mixture was cooled down to  80C. Ice water (15 ml), 25 %
aqueous ammonia (15 ml), and ethyl acetate (50 ml)  were added to quench the
reaction. The mixture was filtered to remove the solids.  From the filtrate
organic layer was separated. The organic layer was washed with  water,
saturated brine and dried over anhydrous sodium sulfate. Solvent was removed
15 under reduced pressure and the crude material dried at 60C under high
vacuum then  purified by column with ethyl acetate as eluent to provide the
product (3 g, 51 % ) as  an off white solid. HPLC (Waters X-Terra 5 micron
C18 column 4.6mm x 250 mm,  1.0 mUmin, mobile phase: 0.1% TEA in
HZO/acetonitrile 70/30,30 min elution) tR  23.70 min, 99.4% purity; H NMR
(400 MHz, CDCh) 68.10 (t, J= 2.9 Hz, I H), 8.06 20 (t, J= 2.7 Hz, I H), 8.04
(m, 1 H), 7.85 (t, Jr 2.5 Hz, I H), 7.83 (m, 1 H), 7.81 (d, J  = 1.8 Hz, 1
H), 7.95 (d, J = 1.6 Hz, I H), 7.37 (s, I H), 7.65 (t, J= 7.8 Hz, I H), 7.45
(d, Jr 8.0 Hz, I H), 6.41 (s, 1 H), 5.94 (s, 2 H), 2.88 (m, I H), 2.24 (s, 3
H), 0.86  (dd, J= 6.9, 6.1 Hz, 2 H) 0.61 (m, 2 H) ppm;13C NMR (400 MHz,
CDCh) 8186.6,  



167.2, 151.5, 141.3, 140.7, 140.3, 135.1, 134.5, 134.0, 132.2, 13t.8,129-5,
128.7, 25 126.2, 118.1, 113,0, 103.7, 30.9, 23.2, 17.7, 6.8 ppm.  EXAMPLE
162 30 Preparation of
3-[5-Amino-4-(3-pyrazin-2-yl-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methylbenza mide H2N 'Ckj  p N`  NJ 0  NN 1 WO 2005/009973
PCTIUS2004/020384  -136 M9C1 -N" O O f-~  H 1 N H  6Br NH, ~N H ~NSnBu3 fl-N
NH, 2 _ 3 II / NHZ II ! `Y N C !! O  ii) HCBH2O!!HF (P113P)4Pd N  / 1)  Be 7
4 5  5 A. Preparation of 3-[5-Amino-4-(3-bromobenzoyi)-imidazol-1-yl]-N- O
'' )  cyclop ropyl-4-methylbenzamide 10 To a solution of
3-bromo-l-iodobenzene (2.82g) in THE (20 mL) at -40 C  under N2 was added
cyclohexylmagnesium chloride (2M in THF, 6 mL), The solution  was kept at
-40 C to 0 C for 20 min. then 3-(5-amino-4-cyano-imidazol-1-yl)-N-
cyclopropyl-4-methyl-benzamide (0.18g) was added and the reaction was kept
at rt  for lh. Then HCI (4 M, 20 mL) was added and the mixture was kept at
rt for two 15 days. The mixture was neutralized with K2CO3 solution and
extracted with EtOAc (2  X 100 mL) and the combined organics dried over
Na2SO4, and concentrated.  Purification of the crude product by column
chromatography (EtOAc) gave the  



desired product (0.15g, 54%). 1-IPLC (4 minute 10-90 gradient) tR 1.85 min;
MS m/z  438.10, 441.07 [M+H]+ 20 B. Preparation of
3-[5-Amino-4-(3-pyrazin-2-yl-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methylbenzamide A solution of
3-[5-amino-4-(3-bromobenzoyl)-imidazol-1-yl]-N-cyclopropyl-
4-methylbenzamide (60 mg), 2-tributyltinpyrazine (120 uL) and
tetrakis(triphenylphosphine)palladium(0) (30 mg) in 1,4-dioxane (0.8 mL) was
heated 25 under microwave radiation at 160 C for 25 min, Water (3 ml) was
added and the  mixture was extracted with ethyl acetate (4 mL x 2).
Evaporation of the solvent and  purification by preparatory TLC (EtOAc: McOH
= 10:1) gave the desired product (38  mg, 63%). HPLC (4 minute 10-90
gradient) tR2.18 min; MS m/z 439.27 [M+H]+. WO 2005/009973 PCT/US2004/020384
-137 EXAMPLE 163 Preparation of
3-[5-Amino-4-(3-pyrimidin-5-yl-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide HZN H  N  N' NJ O N X 5 Similar procedure as
in Example 162 except 4-tributylstannylpyrimidine was  used in place of
2-tributylstannylpyrazine. HPLC (4 minute 10-90 gradient) tR 1.93  min; MS
m/z 439.19 (M+H]'. rC  i EXAMPLE 164 10 Preparation of
3-[5-Amino-4-(3-pyrimidin-5-yl-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide O HZN H Nb  ~N NJ O Similar procedure as in
Example 162 except 2-tributylstannylpyridine was  used in place of
2-tributyistannylpyrazine. HPLC (4 minute 10-90 gradient) tR 2.04  15 min;
MS m/z 438.25 [M+H]'. EXAMPLE 165 



Preparation of 3-[5-Amino-4-(3-pyrimidin-2-yl-benzoyl)-imidazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide O HZN H  N CNN NJ 0  20 Similar procedure as
in Example 162 except 2-tributylstannylpyrimidine was  used in place of
2-tributylstannylpyrazine. HPLC (4 minute 10-90 gradient) tR 2.49  min; MS
m/z 439.24 [M+H]`. 25 WO 20051009973 PCT/US200-tl02039-1  -138 EXAMPLE 166
Preparation of 5-Amino-1-(5-cyclopropylcarbamoyl-2-methylpbenyl)-4-
methylsulfonylbenzoyl-1 H-imidazole O N=} HNA  NO  H2N 5 Me O O O  WW I
HN--< HN- a ]  rN :r r,-N N NH2 N NH2  SMe O 4 / 5-O  O "'Me A solution of
5-amino-l-(5-cycloprropylcarbamoyl-2-methylphenyl)-4- 10
methylsulfonylbenzoyi-IH-imidazole (64 mg) and Oxone(r) (242 mg) in
waterlmethanol (2m1/2ml) was reacted at room temperature for 2 hours.. The
solution  was evaporated and THF/MeOH (2m1/2m1) was added. The mixture was
heated to  dissolve the organic materials and filtered. The filtrate was
concentrated under  reduced pressure and the residue was purified by
preparative HPLC to provide the 15 product (1.6 mg). HPLC (4 minute 10-90
gradient) to 1.90 min; MS m/z 439.15  [M+H]*, EXAMPLE 167 Preparation of
5-Amino-!-(5-cyclopropylcarbamoyl-2-methylphenyl)-4-13-(S- 20
methyl)oxadiazol-3-ylbenzoly]-1H-imidazole 



WO 20051009973 PCT/US20041020384  -139 11MgBr  i i 0) \ HN--<l  Fru O 6y,
ONry NHz  i NHOH ~ N (ii) HN--J O NH N~< N Me N~LNH2 CN o  Me  A mixture of
N-hydroxy-3-iodobenzimidine (1.31 g), acetic anhydride (1 mL) 5 and
catalytic amount ofp-toluenesulfonic acid was heated in acetic acid (10 mL)
at 90  C for 6 hour. The solvent was evaporated and water and methanol (1:1;
100 mL))  was added. The resulting precipitate was filtered to give the
desired product (1.1 g). To a solution 3-(3-iodophenyl)-5-methyloxadiazole
(0.286g) in THE (15 ml)  under N2 was added cyclopentylmagnesiumbromide (2
M, 1.1 mL) at -20 C. The 10 temperature was gradually raised to 5-10 C. It
took about 20 minutes. Then 5-amino-
1-(5-cyclopropylcarbamoyl-2-methylphenyl)-4-cyanoimidazole (96 mg) was added
and the reaction was kept at room temperature for 0.5 hour. Then diluted HCI
(4M, 12  mL) was added and the reaction was heated at 60 C for 3 hour. After
petition in water  and ethyl acetate, the final product was purified by
column chromatography (Ethyl 15 acetate/Hexane = 1:1). HPLC (4 minute 10-90
gradient) tR 2.03 min; MS m/z 443.20  [M+H)+. EXAMPLE 168 Preparation of
3-(S-Amino-4-(3-12-(4-methyl-piperazin-1-yl)-ethoxy(- 20
benzoyl)-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide 1 N~iO O NH2 N q k
NH 0 WO 2005/009973 I'CT1US20041020394  -140 I O H~ O HJ O Hf-~  HN  



N Sr N, y N. HzN N FlpN N - HyN N PPh3, DEAD I ! EIOH L CO  D THE O O Br  \
OH O ` O  A. 3-{5-Amino-4-[3-(2-bromo-ethoxy)-benzoylj-pyrazot-1-yl)-N 5
cyclopropyl-4-methylbenzamide To a solution of
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-l-yl]-N-
cyclopropyl-4-methyl-benzamide (472 mg, 1.26 mmol) in THE (dry, 20 mL) at 0C
(c) f f  was added of 2-bromoethanol (785 mg, 6.3 mmal), PPh3 (1.3g, 5.04
mmol) and 10 diethyl azodicarboxylate (877mg, 5.04 mmol) and the mixture was
stirred at room  temperature for 72 h. An aqueous solution of NH4CI was
added then the THE layer  was isolated. The aqueous layer was extracted by
EtOAc. The combined organic  phase was washed by brine, purified by
preparatory HPLC, to provide the product as a  white solid (360 mg, 59%).
HPLC (4 minute 10-90 gradient) tR 2.72 min; MS m/z 15 483.14/485.09 [M+H] B.
3-(5-Amino-4-f 3-12-(4-methyl-piperazin-1-yl)-etboxyj-benzoyl}-
pyrazol-l-yl)-N-cyclopropyl-4-methylbenzamide  To the suspension of
3-{5-amino-4-[3-(2-bromoethoxy)-benzoyl]-pyrazot-l 20
yl}-N-cyclopropyl-4-methyl-benzamide (24 mg, 0.05mmol) in EtOH (lml) was
added  1-methylpiperazine (100mg, i mmol) and the mixture was stirred at 80
C overnight,  The solvent was removed, residue was dissolved in EtOAc,
washed by water, dried  over Na2SO4. Solvent was removed, desired product
was obtained as a colorless oil  (18 mg, 72%). HPLC (4 minute gradient) to
1.33 min; MS m/z 503.29 [M+H)'. 25 EXAMPLE 169 Preparation of
3-[5-Amino-4-(3-(2-[bis-(2-hydroxy-ethyl)-amino]-ethoxy)-
benzoyl)-pyrazot-l-yl]-N-cyclopropyl-4-methyl-benzamide WO 2005/009973
PCT/t1S20041020384  -141- 0 N O  N /~  / \ HzN \ ` M  HO--/--N 



)  HOJ Similar procedure as in Example 168 except
2-[bis-(2-hydroxyethyl)-amino]- ethanol was used in place of
1-methylpiperazine. HPLC (4 minute 10-90 gradient) tR  1.39 min; MS trdz
50814 [M+H]'. 5 EXAMPLE 170 Preparation of
3-{5-Amino-4-13-(2-dimethylamino-ethoxy)-henzoyll-pyrazol- l
-yl}-N-eyclopropyl-4-methyl-ben zamide O -N N O N  I H2N H  O l-j  -N 10
Similar procedure as in Example 168 except 2-dimethylaminoethanol was  used
in place of 1-methylpiperazine. HPLC (4 minute 10-90 gradient) tR 1.59 min;
MS m/z 448,22 [M+H]'. EXAMPLE 171 r- 15 Preparation of
3-15-Amino-4-[3-(2,3-dihydroxy-propoxy)-benzoyl)-pyrazol-l- `
yI}-N-eyclopropyl-4-methylbenzamide OH  HO~~O O NHZ NH   HZCi ~~AA H x0 H H
HZN N-N HZN N HOAc N.  K2CO3. DMF y ~N HZO HZN N   / ` 0" 0 0 0 WO
2005/009973 PCT/US2004/020384  -142 A. 3-(5-Amino-4-[3-(2,2-dimethyl-[1,3 ]
dioxolan-4-ylmeth oxy)-benzoyll- pyrazol-1-yl}-N-cyclopropyl-4-meth
yl-benzamide To a stirred solution of
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-l-yl]-N 5
cyclopropyl-4-methylbenzamide (75mg, 0.2 mmol) and
4-chloromethyl-2,2-dimethyl- [1,3]dioxolane (36 mg, 0.24mmol) were dissolved
in DMF (4m1) was added K2CO3  



and the mixture stirred at 150 C for 2 h in microwave oven. The solvent was
removed, residue was dissolved in EtOAc, washed by water, brine, dried over
Na2SO4, and concentrated. The residue was purified by column chromatography
10 (EtOAc : Hex = 3 :1) and the product was obtained as a colorless oil
(18mg, l8%). HPLC (4 minute gradient) 1R 2.57 min; MS m/z 491.11 [M+H]+. 00
)  B. 3-{5-Amino-4-[3-(2,3-dihydroxy-propoxy)-b enzoyl]-pyrazol-1-yl}-N-
cyclopropyl-4-meth ylbenzamid e Compound 171A (10 mg) was dissolved in HOAc
(lml), 0.5 ml water was  15 added, and the mixture was stirred at 50 C
overnight. The solvent was removed and  the residue was purified by
preparative TLC (EtOAc), to provide the product as a  light yellow oil (4.1
mg, 45%). HPLC (4 minute 10-90 gradient) tR 1.73 min; MS m/z  451.21 [M+H]".
20 EXAMPLE 172 Preparation of
3-(5-Amino-4-(3-[2-(4-chloro-phenoxy)-etboxy[-benzoyl}-pyrazol-
1-yl)-N-cyclopropyl-4-methyl-benzamide CI 3. f O~~O O NH2 NH  NN O A O H  H
HO & CI H2N NN H2N NON  / K2C03, DMF O O  Br O / CI  o 25 To a stirred
solution of 3-{5-amino-4-[3-(2-bromoethoxy)-benzoyl]-pyrazol-l WO
200,5009973 PCT/US2004/020381  -143 yl}-N-cyclopropyl-4-methyl-benzamide (24
mg, 0.05 mmol) and 4-chlorophenol  (128mg, mmmol) in DMF (lmL), was added
K2CO3 (138 mg, Immol) and the mixture  was stirred at 100 C for 2h. The
mixture was cooled and the solids were filtered off.  The filtrated was
concentrated and purified by preparatory HPLC, to provide the 5 product as a
beige solid (10mg, 38%). HPLC (4 minute 10-90 gradient) tR 2.77 min;  



MS m/z 531.21 [M+H]`. EXAMPLE 173 Preparation of
3-{5-Amino-4-[3-(4H-[1,2,4]triazol-3-yl)-benzoylj-pyrazol-l- 10
yi)-N-cyclopropyl-4-methyl-benzamide N. N H  I NH  O NH2 0 NH2  i N N \/ 1.
DMFDMA, DMF f i N N O 2. NH2NH2H20, AcOH 0  H2N 0 HN 3. HCI N NH HN  N-J 15
To a stirred solution of 3-[5-amino-4-(3-carbamoyl-benzoyl)-pyrazol-l-yl]-N-
cyclopropyl-4-methylbenzamide (120 mg) in DMF (2 mL), was added N,N-
dimethylformamide dimethyl acetal (5 m]) and the solution was stirred at 80
C  overnight. The solvent was removed, residue was dissolved in AcOH (Sml),
hydrazine  monohydrate (3ml) was added and the mixture stirred at 90 C
overnight. The solution 20 was acidified with hydrochloric acid to pH - 1
and stirred at 80 C overnight. The  solvent was removed and the residue was
resuspended in EtOAc, then washed by  aqueous K2C03 solution, water, and
brine, and concentrated. The crude product was  purified by column
chromatography on silica gel eluted with EtOAc to provide  product as a
white solid (65 mg, 51%). HPLC (4 minute 10-90 gradient) tR 1.58 min;  25 MS
m/z 428.18 [M+H]'. EXAMPLE 174 WO 20051009973 PCT/US2004/02038.1  -144
Preparation of
3-{5-Atnioo-4-13-(4H-[1,2,4]triazol-3-yl)-benzoyl]-pyrazol-1-y1}-
N-cyclopropyl-4-methyl-benzamide O Nz) HN  H NO  it N~ HZN N- 5 Similar
procedure as in Example 173 except 3-[5-amino-4-(3-carbamoyl-
benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-methyl-benzamide was used in place
of 3- [5-amino-4-(3-carbamoyl-benzoyl)-pyrazol- I
-y1]-N-cyclopropyl-4-methylbenzamide.  HPLC (4 minute 10-90 gradient) tR
1.58 min; MS m/z 428.24 [M+H]+. 



10 EXAMPLE 175 The ability of the compounds provided herein to inhibit the
synthesis or the  activity of cytokines can be demonstrated using the
following in vitro assays.  Generation of p38 kinases cDNAs of human p38a
and P were cloned by PCR. The a and R cDNAs were  15 subcloned into DEST2
plasmid (Gateway, InVitrogen). His6-p38 fusion protein was  expressed in E.
coli and purified from bacteria] lysates by affinity chromatography  using
Ni+2-NTA-agarose. His6-p38 protein was activated by incubating with
constitutively active MKK6. Active p38 was separated from MKK6 by affinity
chromatography. Constitutively active MKK6 was generated in a manner similar
to 20 Raingeaud et al. [Mol. Cell. Biol., 1247-1255 (1996)].  TNF-a
Production by LPS-Stimulated PBMCs Heparinized human whole blood was
obtained from healthy volunteers.  Peripheral blood mononuclear cells
(PBMCs) were purified from human whole blood  by Accu-paque density gradient
centrifugation and resuspended at a concentration of 25 5 x 106/ml in assay
medium (RPMI medium containing 10% fetal bovine serum). 175  pL of cell
suspension was incubated with 10 L of test compound (in 4% DMSO) in  96-well
tissue culture plates for 30 minutes at RT. 15 L of LPS (13.33 ug/mi stock)
was then added to the cell suspension and the plate was incubated for 18
hours at  37C in a humidified atmosphere containing 5% CO2. Following
incubation, the  30 culture medium was collected and stored at -20C. WO
20051009973 PCTIUS2004/020384  -145 THP-I cells (TIB-202, ATCC) were washed
and resuspended at a  concentration of I x 105Im1 in assay medium (RPMI
medium containing 3% fetal  bovine serum). t75 L of cell suspension was
incubated with 10 L of test  compound (in 4% DMSO) in 96-well tissue culture
plates for 30 minutes at RT. 15 5 pL of LPS (13.33 ug/ml stock) was then
added to the cell suspension and the plate  was incubated for 18 hours at
37C in a humidified atmosphere containing 5% C02- Following incubation, the
culture medium was collected and stored at -20C. TNF-a concentration in the
medium was quantified using a standard ELISA  kit (BioSource International,
Camarillo, CA). Concentrations of TNF-a and 1C50  10 values for test
compounds (concentration of compound that inhibited LPS-stimulated TNF-a
production by 50%) were calculated by four parameter logistic curve
(SigmaPlot, SPSS, lnc.). p38a Assay 



The p38a assay employed is based on measurement of ADP released in the  15
reaction of interest through NADH oxidation obtained by coupling with
pyruvate  kinase and lactate dehydrogenase reactions. The assays were
performed in 384-well  UV-plates. The final volume was 25 L prepared from
the addition of 2.5 L  compound dissolved in 10% DMSO, 17.5 L of assay
buffer and 5 L of ATP. Assay  buffer contains the following reagents to give
final concentration in the assay: 25 mM 20 HEPES, 20 mM 2-glycerophosphate,
pH 7.6, 10 mM MgCl2, 0.1 mM sodium  orthovanadate, 0.5 mM
phosphoenolpyruvate, 0.12 mM NADH, 3.1 mg/ml LDH,  6.67 mg/ml pyruvate
kinase, 0.25 mM peptide substrate, 2 raM DTT, 0.005% Tween  80 and 20 nM
p38a kinase from Upstate. Test compounds are preincubated with  p38a kinase
for 60 min and the reaction started by addition of ATP to 0.15 mM final 25
concentration. Reaction rates were measured at 340 nm using SpectraMax
plate- reading spectrophotometer for 10 min at 37C. Inhibition data were
analyzed by non- linear least-squares regression using SigmaPlot. TNF-a
Production by LPS-Stimulated Mice Mice (Kalb/c female, 6-8 weeks of age,
Taconic Labs; n=8/treatment group)  30 were injected intraperitoneally with
lipopolysaccharide (LPS) (50 ug/kg of E. coli  strain 0111:134, Sigma)
suspended in sterile saline. Ninety minutes later, mice were WO 2005!009973
PCTIUS20041020384  -146 sedated by C02:02 inhalation and a blood sample was
obtained. Serum was separated  and analyzed for TNF-a concentrations by
commercial ELISA assay per the  manufacturer's instructions (BioSource
International). Test compounds were  administered orally at various times
before LPS injection. The compounds were 5 dosed either as suspensions or as
solutions in various vehicles or solubilizing agents.  Results The compounds
exemplified herein all showed activity in the above assays as  inhibitors of
p38 kinase. The p38 inhibitory activity of certain compounds provided
herein art shown in the Table below. For p38 kinase IC5o values, "+++"
represents < 10 1 M, "++" represents between 1.0 and 10 M and "+" represents
> 10 AM. V  Example p38a IC50 1 ++  2 ++  3 ++  4 +++  5 ++  



6 +++  7 +++  8 ++  9 ++  10 +++  18 +++  29 i++  30 +++  33 +++  34 +++  48
+++  49 +++  50 +++  52 +++ WO 2005/009973 PCT/US24104/020384  -147 Example
p38a ICSo  53 +++  76 +++  87 +++  128 +++  129 +++  135 +++  148 +++  171
+++  Since modifications will be apparent to those of skill in the art, the
claimed subject matter is intended to be limited only by the scope of the
appended claims.  5 148  CLAIMS  1. A compound of the formula: 0 RZ  G R1NH
D  B  



I  R6 R5 or a pharmaceutically acceptable derivative thereof, wherein:  R'
is hydrogen, acyl or -P(O)(OH)2; R2 is hydrogen, halo, optionally
substituted alkyl, alkylthio, alkylsulfinyl,  alkylsulfonyl, optionally
substituted alkoxy, optionally substituted heterocyclyloxy, or  `4.
alkylamino; G is an aryl, aralkyl, cycloalkyl, heteroaryl, heteroaralkyl or
a heterocyclyl ring  optionally fused to a phenyl ring, and is substituted
with R3 and R4, provided that the  heterocyclyl ring is attached to the
carbonyl group via a carbon ring atom, or G is OR83 or  NR"R81; B is an aryl
or heteroaryl ring;  C is pyrazole or imidazole; D is heteroaryl, optionally
substituted heteroaryl or -C(O)NR8OR81; each R80 and R81 is independently
hydrogen, alkyl, optionally substituted cycloalkyl,  alkoxy, hydroxy,
heteroaryl or optionally substituted heteroaryl, or together from optionally
substituted alkylene or heteroalkylene; R83 is hydrogen, alkyl, cycloalkyl,
heteroaryl or optionally substituted heteroaryl;  R3 is selected from the
group consisting of: (a) amino, alkylamino or dialkylamino;  (b) acylamino;
(c) optionally substituted heterocyclyl; (d) optionally substituted aryl or
heteroaryl;  (e) heteroalkyl; (f) heteroalkenyl;  (g) heteroalkynyl;  (h)
heteroalkoxy;  (i) heteroalkylamino; (j) optionally substituted
heterocyclylalkyl; 149  (k) optionally substituted heterocyclylalkenyl;  (1)
optionally substituted heterocyclylalkynyl; (m) optionally substituted
heterocyclylalkoxy or heterocyclyloxy;  (n) optionally substituted
heterocyclylalkylamino; (o) optionally substituted
heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; 



(q) -NHS02R6 where R6 is alkyl, heteroalkyl or optionally substituted
heterocyclylalkyl; (r) -NHS02NR7R8 where R7 and R8 are, independently of
each other, hydrogen,  alkyl or heteroalkyl; (s) -Y-(alkylene)-R9 where: Y
is a single bond, -0-, -NH- or -S(O)11- (where n is  an integer from 0 to
2); and R9 is halo, cyano, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted heterocyclyl, -000H, -COR10,
-COOR", -CONR'2R'3, -S02R'4, -S02NR'5R'6, -NHS02R'7  or -NHS02NR18R19, where
R10 is alkyl or optionally substituted heterocycle, R" is alkyl, and  R12,
R13 . R'4, R'5, R16, R17, R18 and R'9 are, independently of each other,
hydrogen, alkyl or  heteroalkyl; (t) -C(=NR20)(NR21R22) where R20, R21 and
R22 independently represent  hydrogen, alkyl or hydroxy, or R20 and R21
together are -(CH2)"-where n is 2 or 3 and R22 is  hydrogen or alkyl; (u)
-NHC(X)NR23R24 where X is -0- or -S-, and R23 and R24 are,  independently of
each other, hydrogen, alkyl or heteroalkyl; (v) -CONR25R26 where R25 and R26
independently represent hydrogen, alkyl,  heteroalkyl or optionally
substituted heterocyclylalkyl, or R25 and R26 together with the  nitrogen to
which they are attached form an optionally substituted heterocyclyl ring;
(w) -S(O)"R27 where n is an integer from 0 to 2, and R27 is alkyl,
heteroalkyl,  optionally substituted heterocyclylalkyl or -NR28R29 where R28
and R29 are, independently of  each other, hydrogen, alkyl or heteroalkyl;
(x) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl, all optionally
substituted with alkyl, halo, hydroxy or amino; (y) arylaminoalkylene or
heteroarylaminoalkylene; (z) Z-alkylene-NR 30R31 or Z-alkylene-OR32 where Z
is-NH-, -N(lower alkyl)- or - 0-, and R3D, R31and R32 are independently of
each other, hydrogen, alkyl or heteroalkyl; 150 (aa) -OC(O)-alkylene-CO2H or
-OC(O)-NR'R" where R' and R" are  independently hydrogen or alkyl; (bb)
heteroarylalkenylene or heteroarylalkynylene;  (cc) hydrogen; (dd) halo;
(ee) pseudohalo;  (ff) hydroxy; (gg) optionally substituted alkoxy; 



(hh) C(L)R40, where L is 0, S or NR55; R40 is hydrogen, optionally
substituted  alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted  aryl, optionally substituted heteroaryl,
optionally substituted heteroarylium, optionally C substituted cycloalkyl,
optionally substituted heterocyclyl, C(L)R56, halo pseudohalo, OR55  SR55
NR57R58 or SiR52R53R54; where R52, R53 and R54 are selected as in (i) or
(ii) as follows  (i) R52, R53 and R54 are each independently hydrogen,
alkyl, alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium, cycloalkyl,
heterocyclyl, OR55 or NRfi2R63; or (ii) any two of R52,  R53 and R54
together form alkylene, alkenylene, alkynylene, heteroalkylene; and the
other is  selected as in (i); R55 is hydrogen, alkyl, alkenyl, alkynyl,
aryl, heteroaryl, heteroarylium,  cycloalkyl or heterocyclyl; R56 is
hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium,
cycloalkyl, heterocyclyl, OR55 or NR64R6s; where R64 and R65 are each
independently hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, cycloalkyl,  heterocyclyl, OR66 or NR62R63, or R64 and R65
together form alkylene, alkenylene,  alkynylene, heteroalkylene, where R66
is hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium,
cycloalkyl or heterocyclyl; R57 and R58 are selected as in (i) or (ii) as
follows  (i) R57 and R58 are each independently hydrogen, optionally
substituted alkyl, alkenyl,  alkynyl, aryl, heteroaryl, heteroarylium,
cycloalkyl, heterocyclyl, OR 55, NR67R68 or  C(L)R69, where R67 and R68 are
each independently hydrogen, alkyl, alkenyl, alkynyl, aryl,  heteroaryl,
heteroarylium, cycloalkyl or heterocyclyl, or together form alkylene,
alkenylene,  alkynylene, heteroalkylene; and R69 is hydrogen, alkyl,
alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium, cycloalkyl,
heterocyclyl, OR70 or NR62R63, where R70 is alkyl, alkenyl,  alkynyl, aryl,
heteroaryl, heteroarylium, cycloalkyl, heterocyclyl; or (ii) R57 and R58
together form alkylene, alkenylene, alkynylene, heteroalkylene, or
alkylenoxyalkylene; R62  and R63 are each independently hydrogen, alkyl,
alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium, cycloalkyl,
heterocyclyl, or R62 and R63 together form alkylene, alkenylene,
alkynylene, heteroalkylene; 151  (ii) optionally substituted alkyl; and (jj)
cyano; R4 is selected from the group consisting of:  (a) hydrogen; (b) halo;
(c) alkyl;  (d) alkoxy; and  (e) hydroxy; or R3 and R4, which substitute
adjacent atoms on a ring, together form alkylenedioxy,  



thioalkylenoxy or alkylenedithioxy; R5 is selected from the group consisting
of  (a) hydrogen; (b) halo;  (c) alkyl;  (d) haloalkyl;  (e) thioalkyl;  (f)
hydroxy;  (g) amino;  (h) alkylamino;  (i) dialkylamino;  (j) heteroalkyl;
(k) optionally substituted heterocycle; (1) optionally substituted
heterocyclylalkyl;  (m) optionally substituted heterocyclylalkoxy;  (n)
alkylsulfonyl; (o) aminosulfonyl, mono-alkylaminosulfonyl or di-
alkylaminosulfonyl;  (p) heteroalkoxy; and (q) carboxy; R6 is selected from
the group consisting of:  (a) hydrogen; (b) halo;  (c) alkyl; and  (d)
alkoxy. 2. The compound of claim 1, wherein G is OR83 or NR80R81. 152  3.
The compound of claim 1 or claim 2, wherein, R83 is alkyl or cycloalkyl.  4.
The compound of any of claims 1-3, wherein R83 is alkyl. 5. The compound of
any of claims 1-4, wherein R83 is ethyl. 6. The compound of claim 1 or claim
2, wherein R80 and R81 are each independently  hydrogen, optionally
substituted alkyl or optionally substituted cycloalkyl, or together from
optionally substituted alkylene or optionally substituted heteroalkylene. 7.
The compound of any of claims 1, 2 and 6, wherein R80 and R81 are each
independently hydrogen or optionally substituted cycloalkyl. 8. The compound
of any of claims 1, 2, 6 and 7, wherein R80 and R81 are each  independently
hydrogen, cyclohexyl, 2-methylcyclohexyl, 3-pentyl, bicyclo[2.2.1]heptyl, 1-



ethynylcyclohexyl, methoxybenzy], benzyl, indanyl, cyclopropyl,
3-chlorobenzyl, cyclopentyl, 2,4- dichlorobenzyl, cyclohexylmethyl,
3,4-dichlorobenzyl, 4-methylcyclohexyl, 3- trifluoromethylbenzyl,
4-tert-butylcyclohexyl, neopentyl, fluorobenzyl, N-ethyl-2-
pyrrolydinylmethyl, methylbenzyl, pyridylmethyl, morpholinylethyl,
1-cyclohexylethyl, 1- phenylethyl or 2-pyrrolidinylethyl, or R80 and R81
together form pentylene or 2,5-hexylene. 9. The compound of any of claims 1,
2 and 6-8, wherein G is NI-12 or  NH(cyclohexyl). 10. The compound of claim
1, wherein G is aryl, heteroaryl, cycloalkyl, heterocyclyl or  heterocyclyl
optionally fused to phenyl, and is substituted with R3 and R4, provided that
the  heterocyclyl ring is attached to the carbonyl group via a carbon ring
atom. 11. The compound of claim 1 or claim 10, wherein G is phenyl, pyridyl,
cyclohexyl,  cyclopentyl or benzyl, and is substituted with R3 and R4. 12.
The compound of any of claims 1, 10 or 11, wherein G is phenyl and is
substituted  with R3 and R4. 13. The compound of any of claims 1 or 10-12
that has formula (I):  R3 0 R2  R4 R1NH D  B  R6 R5  I wherein: 153  A is an
aryl, heteroaryl, cycloalkyl or a heterocyclyl ring optionally fused to a
phenyl ring, provided that the heterocyclyl ring is attached to the carbonyl
group via a carbon ring  atom. 14. The compound of any one of claims 1-13,
wherein C is an imidazole ring.  15. The compound of any one of claims 1-13,
wherein C is a pyrazole ring. 16. The compound of any one of claims 1-13 and
15, wherein compound has formula  II: R'NH  R3 O 2  A ~I-AR R4 N D  



H / B  ~. R6 R5  II or a pharmaceutically acceptable derivative thereof,
wherein the ring NH group may be replaced  by one of the -C(O)-A(R3)(R4),
-R2, or -B(D)(R6)(R6) substituents. 17. The compound of any one of claims
1-13, 15 and 16, wherein the compound has  formula III: R3 O R2  R4 N RINH N
D  B  R6 R5  III or a pharmaceutically acceptable derivative thereof. 18.
The compound of any one of claims 1-13, 15 and 16, wherein the compound has
formula IV: N  :42  N R'NH D  B  R6 R5  IV 154  or a pharmaceutically
acceptable derivative thereof. 19. The compound of any one of claims 1-13,
15 and 16, wherein the compound has  formula V: R3 0  R4'N-N R2  RlNH D B
R6 R5  V 



or a pharmaceutically acceptable derivative thereof. 20. The compound of any
one of claims 1-13, 15 and 16, wherein the compound  has formula Va: R3 0  A
R4 \N H2N N, R6  Va or a pharmaceutically acceptable derivative thereof. 21.
The compound of any one of claims 1-14, wherein the compound has formula
VI: R1NH  R3 O N Rz  R4 H D  B  R6 R5  VI or a pharmaceutically acceptable
derivative thereof, wherein the ring NH group may be replaced  by one of the
-C(O)-A(R3)(R4), -R2, or -B(D)(R6)(R5) substituents. 22. The compound of any
one of claims 1-14 and 21, wherein the compound has  formula VII: 155 R3 0
A  R4 N RZ R'NH N D  R6 R5  VII or a pharmaceutically acceptable derivative
thereof. 23. The compound of any one of claims 1-14 and 21, wherein the
compound has  formula VIII: R3 0  R4~ N /R2  



R1 NH D R6 R5  VIII or a pharmaceutically acceptable derivative thereof. 24.
The compound of any one of claims 1-23, wherein R' is hydrogen. 25. The
compound of any one of claims 1-24, wherein RZ is hydrogen or lower alkyl.
26. The compound of any one of claims 1-25, wherein R2 is hydrogen, methyl,
n- propyl or 3-chlorobenzylaminocarbonylmethoxy. 27. The compound of any one
of claims 1-26, wherein A is an aryl ring.  28. The compound of any one of
claims 1-27, wherein A is a phenyl ring.  29. The compound of any one of
claims 1-28, wherein B is an aryl ring.  30. The compound of any one of
claims 1-29, wherein B is a phenyl ring.  31. The compound of any one of
claims 1-30, wherein D is -C(O)NR80R81.  32. The compound of any one of
claims 1-3 1, wherein R80 and R81 are each  independently hydrogen,
cycloalkyl or alkoxy. 33. The compound of any one of claims 1-32, wherein
R80 is hydrogen. 34. The compound of any one of claims 1-33, wherein R81 is
cycloalkyl or alkoxy.  35. The compound of any one of claims 1-34, wherein
R81 is C3 bcycloalkyl or C]_  6alkoxy. 36. The compound of any one of claims
1-35, wherein R81 is cyclopropyl or methoxy. 156  37. The compound of any
one of claims 1-30, wherein D is optionally substituted  heteroaryl. 38. The
compound of any one of claims 1-30 and 37, wherein D is optionally
substituted triazolyl. 39. The compound of any one of claims 1-30, 37 and
38, wherein D is 1,2,4-triazol-3- y1. 40. The compound of any one of claims
1-39, wherein R3 is hydrogen, optionally  substituted heterocyclyl,
optionally substituted alkyl, C(L)R40, halo, pseudohalo or OR 41;  where L
is 0, S or NR55; R40 is hydrogen, optionally substituted alkyl, optionally
substituted alkenyl, optionally substituted alkynyl, optionally substituted
aryl, optionally  substituted heteroaryl, optionally substituted
heteroarylium, optionally substituted C cycloalkyl, optionally substituted
heterocyclyl, C(L)R56, halo pseudohalo, OR55 SR 55  NR57R58 or SiR52R53R54;
R41 is hydrogen, optionally substituted alkyl, optionally  substituted
alkenyl, optionally substituted alkynyl, optionally substituted aryl,
optionally  substituted heteroaryl, optionally substituted heteroarylium,
optionally substituted  



cycloalkyl, optionally substituted heterocyclyl, C(L)R59, NR60R61 or
SiR52R53R54. where  R52, R53 and R54 are selected as in (i) or (ii) as
follows (i) R52, R53 and R54 are each  independently hydrogen, alkyl,
alkenyl, alkynyl, aryl, heteroaryl, heteroarylium,  cycloalkyl,
heterocyclyl, OR55 or NR62R63; or (ii) any two of R52, R53 and R54 together
form alkylene, alkenylene, alkynylene, heteroalkylene; and the other is
selected as in (i);  R55 is hydrogen, alkyl, alkenyl, alkynyl, aryl,
heteroaryl, heteroarylium, cycloalkyl or  heterocyclyl; R56 is hydrogen,
alkyl, alkenyl, alkynyl, aryl, heteroaryl, heteroarylium, C cycloalkyl,
heterocyclyl, OR55 or NR64R65; where R64 and R65 are each independently
hydrogen, alkyl, alkenyl, alkynyl, aryl, heteroaryl, heteroarylium,
cycloalkyl,  heterocyclyl, OR66 or NR62R63, or R64 and R65 together form
alkylene, alkenylene,  alkynylene, heteroalkylene, where R66 is hydrogen,
alkyl, alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium, cycloalkyl or
heterocyclyl; R57 and R58 are selected as in (i) or  (ii) as follows (i) R57
and R58 are each independently hydrogen, alkyl, alkenyl, alkynyl,  aryl,
heteroaryl, heteroarylium, cycloalkyl, heterocyclyl, OR55, NR67R68 or
C(L)R69  where R67 and R68 are each independently hydrogen, alkyl, alkenyl,
alkynyl, aryl,  heteroaryl, heteroarylium, cycloalkyl or heterocyclyl, or
together form alkylene,  alkenylene, alkynylene, heteroalkylene; and R69 is
hydrogen, alkyl, alkenyl, alkynyl, aryl,  heteroaryl, heteroarylium,
cycloalkyl, heterocyclyl, OR70 or NR62R63, where R70 is alkyl,  alkenyl,
alkynyl, aryl, heteroaryl, heteroarylium, cycloalkyl, heterocyclyl; or (ii)
R57 and 157  R58 together form alkylene, alkenylene, alkynylene,
heteroalkylene; R59 is hydrogen,  alkyl, alkenyl, alkynyl, aryl, heteroaryl,
heteroarylium, cycloalkyl, heterocyclyl, OR70 or  NR62R63; R60 and R61 are
each independently hydrogen, alkyl, alkenyl, alkynyl, aryl,  heteroaryl,
heteroarylium, cycloalkyl, heterocyclyl or C(L)R71, where R71 is alkyl,
alkenyl, alkynyl, aryl, heteroaryl, heteroarylium, cycloalkyl, heterocyclyl,
OR55 or  NR62R63; or R60 and RG1 together form alkylene, alkenylene,
alkynylene, heteroalkylene;  R62 and R63 are each independently hydrogen,
alkyl, alkenyl, alkynyl, aryl, heteroaryl,  heteroarylium, cycloalkyl,
heterocyclyl, or R62 and R63 together form alkylene,  alkenylene,
alkynylene, heteroalkylene. 41. The compound of any one of claims 1-40,
wherein R3 is hydrogen,  optionally substituted heterocyclyl, optionally
substituted alkyl, C(L)R40, halo, cyano,  optionally substituted heteroaryl,
S(O)"R27 or OR41. 42. The compound of any one of claims 1-41, wherein R3 is
hydrogen, optionally  substituted heterocyclyl, cyano, optionally
substituted heteroaryl, optionally substituted  alkyl, C(L)R40, iodo,
chloro, fluoro, S(O)"R27 or OR41. 43. The compound of any one of claims
1-42, wherein R3 is hydrogen, optionally  



substituted dioxolanyl, pyrimidinyl, pyridyl, pyrazinyl, cyano, oxadiazolyl,
triazolyl, methylthio,  methanesulfonyl, optionally substituted methyl,
C(L)R40, iodo, chloro or OR41. 44. The compound of any one of claims 1-43,
wherein R3 is hydrogen, 2-dioxolanyl,  pyrimidinyl, pyridyl, pyrazinyl,
cyano, oxadiazolyl, triazolyl, methylthio, methanesulfonyl,  optionally
substituted methyl, C(O)R40, iodo, chloro or optionally substituted methoxy.
45. The compound of any one of claims 1-44, wherein R3 is hydrogen,
2-dioxolanyl,  t" pyrimidinyl, pyridyl, pyrazinyl, cyano, oxadiazolyl,
triazolyl, methylthio, methanesulfonyl, 5- methyloxadiazolyl, methyl, CHO,
iodo, chloro, methoxy, benzyloxy, ethoxy, cyclopropoxy,
t-butoxycarbonylbutoxy or carbamoylmethoxy. 46. The compound of any one of
claims 1-45, wherein R3 is optionally substituted  methyl. 47. The compound
of any one of claims 1-46, wherein R3 is methyl which is optionally
substituted with heterocyclyl, hydroxy, aralkylamino or
heterocyclylalkylamino. 48. The compound of any one of claims 1-47, wherein
R3 is N-morpholinylmethyl,  hydroxymethyl,
N-(2-(3-chlorophenyl)-1-ethyl)aminomethyl, N-(2-morpholinyl-l-
ethyl)aminomethyl, (3-chloro-benzylamino)-methyl,
4-(3-chloro-phenyl)-piperazin-1-ylmethyl, [2-
(2-benzyloxy-5-chloro-phenyl)-ethylamino]-methyl,
(3-morpholin-4-yl-propylamino)-methyl,  carbamoylmethoxy,
2-(4-methyl-piperazin-1-yl)-2-oxo-ethoxy, 2-oxo-2-piperazin-1-yl-ethoxy, 2
158  (3-amino-pyrrolidin-1-yl)-2-oxo-ethoxy,
2-(3-methylamino-pyrrolidin-1-yl)-2-oxo-ethoxy, 2-(3,5-
dimethyl-piperazin-1-yl)-2-oxo-ethoxy, 2-morpholin-4-yl-2-oxo-ethoxy,
[(1H-benzoimidazol-2- ylmethyl)-carbamoyl]-methoxy,
[2-(2-benzyloxy-5-chloro-phenyl)-ethylcarbamoyl]-methoxy, [2-
(5-chloro-2-hydroxy-phenyl)-ethylcarbamoyl]-methoxy or 4-piperizinylmethyl.
49. The compound of any one of claims 1-48, wherein L is O. 50. The compound
of any one of claims 1-49, wherein R40 is hydrogen,  optionally substituted
alkyl, optionally substituted alkoxy, NR57R58 or cycloalkyl. 51. The
compound of any one of claims 1-50, wherein R40 is hydrogen, alkyl,  alkoxy
or NR57R58. 52. The compound of any one of claims 1-51, wherein R40 is
hydrogen,  cyclopropylamino, NH2, isopropylamino, methylamino, piperazinyl,
dimethylamino,  cyclopropylmethylamino, ethylamino, cyclopentylamino or
tert-butoxy. 53. The compound of any one of claims 1-52, wherein R41 is
hydrogen,  optionally substituted alkenyl, or optionally substituted alkyl.
54. The compound of any one of claims 1-53, wherein R41 is hydrogen, or
alkyl  or alkenyl each optionally substituted with heterocyclyl, aryl,
heteroaryl, dialkylamino,  halo or hydroxy. 



55. The compound of any one of claims 1-54, wherein RQ1 is hydrogen, or C1_
3alkyl or C1.3a]kenyl each optionally substituted with heterocyclyl, phenyl,
heteroaryl,  dialkylamino, halo or hydroxy. 56. The compound of any one of
claims 1-55, wherein R41 is hydrogen, 2-(N- morpholinyl)eth-l-yl, benzyl,
2-(N,N-di-(2-hydroxy-l-ethyl)amino)-1-ethyl, 2-bromo-l- ethyl,
2,2-dioxolan-4-ylmethyl, 2-(4-methylpiperazin-1-yl)-1-ethyl,
oxadiazolylmethyl,  ethenyl, 2-dimethylaminoethyl, 4-chlorophenoxyethyl, or
2,3-dihydroxy-l-propyl. 57. The compound of any one of claims 1-56, wherein
R41 is (S)-2,3- dihydroxy-1-propyl. 58. The compound of any one of claims
1-57, wherein R4 is hydrogen.  59. The compound of any one of claims 1-58,
wherein R5 is alkyl. 60. The compound of any one of claims 1-59, wherein R5
is methyl.  61. The compound of any one of claims 1-60, wherein R6 is
hydrogen.  62. The compound of any one of claims 1-23, wherein: R' is
hydrogen, acyl or -P(O)(OH)2; R2 is hydrogen, halo, alkyl or alkylthio; 159
A is an aryl, heteroaryl or a heterocyclyl ring optionally fused to a phenyl
ring provided that the heterocyclyl ring is attached to the carbonyl group
via a carbon ring atom; B is an aryl or heteroaryl ring; D is heteroaryl,
optionally substituted heteroaryl or-C(O)NR8R81 (where  R80 and R81 are
independently hydrogen, alkyl, cycloalkyl, alkoxy,  hydroxy, heteroaryl or
optionally substituted heteroaryl); R3 is selected from the group consisting
of: (a) amino, alkylamino or dialkylamino;  (b) acylamino; (c) optionally
substituted heterocyclyl; (d) optionally substituted aryl or heteroaryl;
(e) heteroalkyl; (f) heteroalkenyl;  (g) heteroalkynyl;  (h) heteroalkoxy;
(i) heteroalkylamino; (j) optionally substituted heterocyclylalkyl;  (k)
optionally substituted heterocyclylalkenyl;  



(1) optionally substituted heterocyclylalkynyl; (m) optionally substituted
heterocyclylalkoxy or  heterocyclyloxy; (n) optionally substituted
heterocyclylalkylamino;  (o) optionally substituted
heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; (q) -NHSO2R6 where R6
is alkyl, heteroalkyl or optionally  substituted heterocyclylalkyl; (r)
-NHSO2NR7R8 where R7 and R8 are, independently of each  other, hydrogen,
alkyl or heteroalkyl; (s) -Y-(alkylene)-R9 where: Y is a single bond, -0-,
-NH- or - S(O), (where n is an integer from 0 to 2); and R9 is cyano,
optionally substituted heteroaryl, -COOH, -COR10, - COOR", -CONR12R13,
-SO2R'4, - S02NR15R16, -NHS02R17  or -NHSO2NR18Rt9, where R10 is alkyl or
optionally 160  substituted heterocycle, R1' is alkyl, and R12, R13 , R14,
R15,  R16. R171 R18 and R19 are, independently of each other,  hydrogen,
alkyl or heteroalkyl; (u) -C(=NR20)(NR21R22) where R20, R21 and R22
independently represent hydrogen, alkyl or hydroxy, or  R20 and R21 together
are -(CH2)"-where n is 2 or 3 and  R22 is hydrogen or alkyl; (u)
-NHC(X)NR23R24 where X is -O- or -S-, and R23 and  R24 are, independently of
each other, hydrogen, alkyl or  heteroalkyl; (v) -CONR25R26 where R25 and
R26 independently  represent hydrogen, alkyl, heteroalkyl or optionally
substituted heterocyclylalkyl, or R25 and R26 together  with the nitrogen to
which they are attached form an  optionally substituted heterocyclyl ring;
(w) -S(O)"R27 where n is an integer from 0 to 2, and R27 is  alkyl,
heteroalkyl, optionally substituted heterocyclylalkyl  or -NR28R29 where R28
and R29 are, independently of each  other, hydrogen, alkyl or heteroalkyl;
(x) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl,  



all optionally substituted with alkyl, halo, hydroxy or  amino; (y)
arylaminoalkylene or heteroarylaminoalkylene; (z) Z-alkylene-NR 30R31 or
Z-alkylene-OR32 where Z is-NH-, - N(lower alkyl)- or -0-, and R30, R31and
R32 are  independently of each other, hydrogen, alkyl or  heteroalkyl; (aa)
-OC(O)-alkylene-CO2H or -OC(O)-NR'R" (where R'  and R" are independently
hydrogen or alkyl); and (bb) heteroarylalkenylene or heteroarylalkynylene;
R4 is selected from the group consisting of: (a) hydrogen;  (b) halo;  (c)
alkyl; 161  (d) alkoxy; and (e) hydroxy; R5 is selected from the group
consisting of  (a) hydrogen; (b) halo;  (c) alkyl;  (d) haloalkyl;  (e)
thioalkyl;  (f) hydroxy;  (g) amino;  (h) alkylamino;  (i) dialkylamino;
(j) heteroalkyl; (k) optionally substituted heterocycle; (1) optionally
substituted heterocyclylalkyl;  (m) optionally substituted
heterocyclylalkoxy;  (n) alkylsulfonyl; (o) aminosulfonyl,
mono-alkylaminosulfonyl or di- alkylaminosulfonyl; (p) heteroalkoxy; and
(q) carboxy; 



R6 is selected from the group consisting of:  (a) hydrogen; (b) halo;  (c)
alkyl; and  (d) alkoxy; prodrugs, individual isomers, mixtures of isomers
and  pharmaceutically acceptable salts thereof. 63. The compound of any one
of claims 1-23, wherein:  R1 is hydrogen or acyl; R2 is hydrogen or alkyl;
and  A is an aryl or heteroaryl ring. 64. The compound of any one of claims
1-23, wherein:  R1 is hydrogen, acyl or -P(O)(OH)2; 162  R2 is hydrogen,
halo, alkyl or alkylthio; A is an aryl, heteroaryl or a heterocyclyl ring
optionally fused to a phenyl ring  provided that the heterocyclyl ring is
attached to the carbonyl group via a carbon  ring atom; B is an aryl or
heteroaryl ring; R3 is selected from the group consisting of:  (a) amino;
(b) acylamino; (c) optionally substituted heterocycle; (d) heteroaryl
optionally substituted with a substituent selected from  halo, alkyl or
alkoxy; (e) heteroalkyl;  (f) heteroalkenyl;  (g) heteroalkynyl;  (h)
heteroalkoxy  (i) heteroalkylamino; (j) optionally substituted
heterocyclylalkyl;  (k) optionally substituted heterocyclylalkenyl;  (1)
optionally substituted heterocyclylalkynyl;  (m) optionally substituted
heterocyclylalkoxy; (n) optionally substituted heterocyclylalkylamino;  (o)
optionally substituted heterocyclylalkylcarbonyl;  



(p) heteroalkylcarbonyl; (q) -NHSOZR6 where R6 is alkyl, heteroalkyl or
optionally  substituted heterocyclylalkyl; (r) -NHSO2NR7R8 where R7 and R8
are, independently of each  other, hydrogen, alkyl or heteroalkyl; (s)
-Y-(alkylene)-R9 where: Y is a single bond, -0-, -NH- or - S(O),- (where n
is an integer from 0 to 2); and R9 is cyano,  heteroaryl, -000H, -COR10,
-000R" -CONR'2R'3, - SO2R14,-SOZNR15R16, -NHSOZR'7 or -NHSOZNR'8R19  where
R'0 is alkyl or optionally substituted heterocycle, R11 is alkyl, and R'2, R
13, R14, R15, R16, R17, R18 and R19 are, 163  independently of each other,
hydrogen, alkyl or  heteroalkyl; (t) -C(=NR20)(NR21R22) where R20, R21 and
R22 independently  represent hydrogen, alkyl or hydroxy, or R20 and R21
together are - (CH2)n- where n is 2 or 3 and R22 is hydrogen or alkyl; (u)
-NHC(X)NR23R24 where X is -0- or -S-, and R23 and R24 are,  independently of
each other, hydrogen, alkyl or heteroalkyl;  (v) -CONR25R26, where R25 and
R25 independently represent hydrogen, alkyl, heteroalkyl or optionally
substituted  heterocyclylalkyl, or R25 and R26 together with the nitrogen to
which they are attached form an optionally substituted heterocyclyl  ring;
(w) -S(O)11R27 where n is an integer from 0 to 2, and R27 is alkyl,
heteroalkyl, optionally substituted heterocyclylalkyl or -NR 2'R21  where
R28 and R29 are, independently of each other, hydrogen,  alkyl or
heteroalkyl; R4 is selected from the group consisting of:  (a) hydrogen; (b)
halo;  (c) alkyl; and  (d) alkoxy; R5 is selected from the group consisting
of:  (a)hydrogen; ~.a 



(b) halo;  (c) alkyl;  (d) haloalkyl;  (e) thioalkyl;  (f) hydroxy;  (g)
amino;  (h) alkylamino;  (i) dialkylamino;  (j) heteroalkyl; (k) optionally
substituted heterocycle; (1) optionally substituted heterocyclylalkyl; and
164  (m) optionally substituted heterocyclylalkoxy; R6 is selected from a
group consisting of:  (a) hydrogen; (b) halo; (c) alkyl; and  (d) alkoxy.
65. The compound of any one of claims 1-23, wherein R3 is:  (a) optionally
substituted heterocyclyl; (b) aryl or heteroaryl both optionally substituted
with a substituent selected  from halo, alkyl, amino, alkoxy, carboxy, lower
alkoxy carbonyl,  SO2R' (where R' is alkyl) or -OZNHR'R" (where R' and R"
are  independently hydrogen or alkyl); (c) heteroalkyl;  (d) heteroalkenyl;
(e) heteroalkylamino;  (f) heteraloxy (g) optionally substituted
heterocyclylalkyl or heterocyclyloxy;  (h) optionally substituted
heterocyclylalkenyl; (i) optionally substituted heterocyclylalkynyl;  (j)
optionally substituted heterocyclylalkoxy; (k) optionally substituted
heterocyclylalkylamino;  (1) optionally substituted
heterocyclylalkylcarbonyl: (s) -Y-(alkylene)-R9 where Y is a single bond, -O
or -NH- and R9 is  optionally substituted heteroaryl, -CONR'ZR13, SOZR14,
-S02NR15R16 - 



NHSO2R17 or -NHSOZNR18R19 where R12, R13, R14, R15, R16 R'7, R18 and  R19
are independently of each other heteroalkyl; hydrogen, alkyl or
heteroalkyl; (x) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl,
all  optionally substituted with alkyl, halo, hydroxy or amino;  (m)
arylaminoalkylene or heteroarylaminoalkylene; or  (n) Z-alkylene-NR3R3'
where Z is -NH-, -N(alkyl)- or -0-, and R30 and R3'  are independently of
each other, hydrogen, alkyl or heteroalkyl. 165  66. The compound of any one
of claims 1-23, wherein R1 and R2 are hydrogen and  B is phenyl. 67. The
compound of any one of claims 1-23, wherein R4 is hydrogen and R5 is  halo
or alkyl. 68. The compound of any one of claims 1-23, wherein R5 is chloro,
fluoro or  methyl and R6 is hydrogen, chloro, fluoro, methyl or methoxy. 69.
The compound of any one of claims 1-23, wherein R3 is optionally substituted
heteroaryl. 70. The compound of any one of claims 1-23, wherein R3 is
pyridin-2-yl, pyridin- 3-yl, pyridin-4-yl, N-oxidopyridin-2-yl,
N-oxidopyridin-3-yl, Noxidopyridin-4-yl or pyridon- 2-yl, all optionally
substituted. 71. The compound of any one of claims 1-70, wherein R3 is at
the 3-position. 72. The compound of any one of claims 1-7 1, wherein R5 is
4-F or 2-Me, and R6 is  hydrogen. 73. The compound of any one of claims
1-23, wherein R3 is optionally substituted  phenyl. 74. The compound of any
one of claims 1-23, wherein R3 is 3-sulfamoylphenyl, 3-
methylsulfonylphenyl, 3-carboxyphenyl or 3-ethoxycarbonylphenyl. 75. The
compound of any one of claims 1-23, wherein R5 is 4-F and R6 is  hydrogen.
76. The compound of any one of claims 1-23, wherein R3 is:  (a) heteroalkyl;
(b) heteroalkoxy;  (c) heteroalkylamino; (d) optionally substituted
heterocyclylalky];  (e) optionally substituted heterocyclylalkoxy; 



(f) optionally substituted heterocyclylalkylamino; (g) Y-(alkylene)-R9 where
Y is a single bond, -0- or -NH- and R9 is  optionally substituted
heteroaryl, -CONR12R13, -SO2R74, - SO2INR15R16-NHSO2R17 or -NHSO2NR18R19
where Rte, R'3, R]4,  R15, R16, Rte, R18 and R19are independently of each
other  hydrogen, alkyl or heteroalkyl; or 166  (h) Z-alkylene-NR 30R31 where
Z is -NH-, -N(alkyl)- or -0-, and Rao and R31 are independently of each
other, hydrogen, alkyl or  heteroalkyl. 77. The compound of any one of
claims 1-23, wherein R3 is heteroalkyl. 78. The compound of any one of
claims 1-23, wherein R3 is at the 3-position and is  selected from the group
consisting of 2-dimethylaminoethyl, 3dimethylaminopropyl, 4-
dimethylaminobutyl, 2-dimethylaminoethylamino, 3-dimethylaminopropylamino,
hydroxymethyl, 1,2-dihydroxyethyl, 3-hydroxy-3-methyl-l-butyl or
3-hydroxybutyl. 79. The compound of any one of claims 1-23, wherein R5 is
2-F and R6 is 4-F.  80. The compound of any one of claims 1-23, wherein R5
is 2-Me and R6 is  hydrogen. 81. The compound of any one of claims 1-23,
wherein R9 is heteroalkoxy or  heteroalkylamino. 82. The compound of any one
of claims 1-23, wherein R3 is at the 3-position  and is selected from the
group consisting of 3-dimethylaminopropoxy, 2- dimethylaminoethoxy,
2-hydroxyethoxy, 2,3-dihydroxypropoxy, 2- dimethylaminoethylamino and
3-dimethylaminopropylamino. 83. The compound of any one of claims 1-23,
wherein R3 is optionally  substituted heterocyclylalkyl, optionally
substituted heterocyclylalkoxy or optionally  substituted
heterocyclylalkylamino. 84. The compound of any one of claims 1-23, wherein
R3 is at the 3-position and  is selected from the group consisting of
3-(morpholin-4-yl)propoxy, 2-(morpholin-4- yl)ethoxy,
2-(2-oxo-pyrrolidin-1-yl)ethoxy, 3(morpholin-4-yl)propyl, 2-(morpholin-4-
yl)ethyl, 4-(morpholin-4y1)butyl, 3-(morpholin-4-yl)propylamino,
2-(morpholin-4- yl)ethylamino, 4-hydroxypiperidinylmethyl,
2-(S,S-dioxothiamorpholin-4-yl)ethyl, 3-(S,S-
dioxo-thiamorpholin-4-yl)propyl and N-methylpiperazinylmethyl. 85. The
compound of any one of claims 1-23, wherein R3 is -Y-(alkylene)-R9  where Y
is a single bond, -0- or -NH- and R9 is optionally substituted heteroaryl, -
CONR'2R13, -SO2R14, -SO2NR15R16, -NHSO2R" or -NHSO2NR18R19 where R12, R13,
R14,  



R15, R16, R'7, R18 and R'9 are independently of each other hydrogen, alkyl
or heteroalkyl. 86. The compound of any one of claims 1-23, wherein Y is a
single bond and R9  is -S02R14 or -S02NR'5R16. 87. The compound of any one
of claims 1-23, wherein R3 is 5-methylsulfonylethyl  or sulfamoylethyl. 167
88. The compound of any one of claims 1-87 selected from
3-[5-amino-4-(3-iodo benzoyl)-pyrazol-1-yl]-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-l- yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-4-methyl-benzoic  acid;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4- (3-iodo-benzoyl)-pyrazol-1-yl]-4-methyl-benzoic acid;
3-[5-amino-4-(3-iodo-benzoyl)- pyrazol-
1-yl]-N-cyclopropyl-4-methyl-benzamide; { 5-amino-l-[2-methyl-5-(4H-
[1,2,4]triazol-3-yl)-phenyl]-1H-pyrazol-4-yl }-phenyl-methanone;
3-[5-amino-4-(3-
[1,3]dioxolan-2-yl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-
(3-formyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-
hydroxymethyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide; 3-{
5-amino-4- [3-(4-methyl-piperazin-l-ylmethyl)-benzoyl]-pyrazol- l-yl
}-N-cyclopropyl-4-methyl- benzamide;
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methyl-benzamide;
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-benzyloxy-benzoyl)-pyrazol-l-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(4-methyl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide; and 3-(5-amino-4-benzoyl-imidazol- l
-yl)-N-cyclopropyl- 4-methyl-benzamide. 89. The compound of any one of
claims 1-88 selected from 3-[5-amino-4-(3-iodo-
benzoyl)-pyrazol-1-yl]-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-l- yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4- methyl-benzamide;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-
benzamide; {
5-amino-l-[2-methyl-5-(4H-[1,2,4]triazol-3-yl)-phenyl]-1H-pyrazol-4-yl }-
phenyl-methanone;
3-[5-amino-4-(3-[1,3]dioxolan-2-yl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-formyl-benzoyl)-pyrazol-l-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-hydroxymethyl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide; 3-{
5-amino-4-[3-(4-methyl-piperazin-1-ylmethyl)-
benzoyl]-pyrazol-1-yl}-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-morpholin-4-
ylmethyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-
morpholin-4-ylmethyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide
; 3-[5- 



amino-4-(3-benzyloxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide
; 3-[5-
amino-4-(3-hydroxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-
4-(4-methyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide; or
3-(5-amino-4- benzoyl-imidazol-1-yl)-N-cyclopropyl-4-methyl-benzamide. 168
90. The compound of any one of claims 1-89 that is 3-(5-amino-4-benzoyl
pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzami de. 91. The compound of any one
of claims 1-87 selected from 5-amino-I-(4-
fluorophenyl)-4-[3-(2-morpholin-4-ylethoxy)benzoyl]pyrazole, 5-amino-l-(2,4-
difluorophenyl)-4-[3-(3-morpholin-4ylpropyl)benzoyl]pyrazole, 5-amino-4-(3-
aminobenzoyl)- 1-(4-fluorophenyl)pyrazole, 5-amino-l-(4-fluorophenyl)-4-
[3-(3-morpholin-4 ylpropyl)benzoyl] pyrazole,
5-amino-4-[3-(2-aminosulfonylethenyl)benzoyl] -1-(4- fluorophenyl)pyrazole,
5-amino-4-(3-acetylaminobenzoyl)-1-phenylpyrazole, 5-amino-4-[3-
(2-aminoethyl)benzoyl]-I-(4-fluorophenyl)pyrazole,
5-amino-l-(4-fluorophenyl)-4- [3-(3- morpholin-4-ylpropyl amino) benzoyll
pyrazole, 5-amino-4-[3-(2-
aminosulfonylethyl)benzoyl]-1-(4-fluorophenyl)pyrazole and
5-amino-l-(4-fluorophenyl)-4- (3-pyridin-3-ylbenzoyl)pyrazole. 92. The
compound of any one of claims 1-87 selected from 5-amino-l-(2-
methylphenyl)-4-[3-pyridin-3-yl)benzoyl]pyrazole,
5-amino-l-(2-methylphenyl)-4-[3-(N- oxidopyridin-3-yl)benzoyl]pyrazole,
5-amino-4-[3-(2,3-dihydroxypropoxy)benzoyl]-1-(4- fluorophenyl) pyrazole,
5-amino-4-[3-(1,2-dihydroxyethy])benzoyl]-1-(4-fluorophenyl)  pyrazole,
5-amino-l-(4-fluorophenyl)-4-[3-(sulfamoylbenzoyl] pyrazole, 5-amino-l-(4-
fluorophenyl)-4-[3-(3-hydroxy-3-methylbutyl) benzoyl]pyrazole, 5-amino-l-(4-
fluorophenyl)-4-[3-(2-(1-hydroxycyclopentyl)ethyl) benzoyl]pyrazole,
5-amino-4-[3-(2- methylsulfonylethyl)benzoyl]-1-(4-fluorophenyl) pyrazole,
and 5-amino-l-(2,4- difluorophenyl)-4-[3-(2-hydroxyethylsulfonyl)
benzoyl]pyrazole. 93. The compound of any one of claims 1-87 selected from
3-[5-amino-4-(3-iodo- benzoyl)-pyrazol-1-yl]-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-l- yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-4-methyl-benzoic  acid;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4- (3-iodo-benzoyl)-pyrazol-1-yl]-4-methyl-benzoic acid;
3-[5-amino-4-(3-iodo-benzoyl)-
pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide; {5-amino-l-[2-methyl-5-(4H-
[1,2,4]triazol-3-yl)-phenyl]-1H-pyrazol-4-yl }-phenyl-methanone;
3-[5-amino-4-(3-
[1,3]dioxolan-2-yl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-
(3-formyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-
hydroxymethyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide;
3-{5-amino-4- 



[3-(4-methyl-piperazin- l -ylmethyl)-benzoyl]-pyrazol- l -yl }
-N-cyclopropyl-4-methyl- benzamide;
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methyl-benzamide;
3-[5-amino-4-(3-morpholin-4-ylmethyl-benzoyl)-pyrazol-1-yl]-N 169
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-benzyloxy-benzoyl)-pyrazol-1-ylJ-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(4-methyl-benzoyl)-pyrazol-1-yl]-N-
cyclopropyl-4-methyl-benzamide; and
3-(5-amino-4-benzoyl-imidazol-l-yl)-N-cyclopropyl- 4-methyl-benzamide. 94.
The compound of any one of claims 1-87 selected from: 3-{
5-Amino-4-[3-(2-dimethylamino-ethylcarbamoyl)-benzoyl]-imidazol-1-yl }-N-
cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(5-chloro-thiophene-2-carbonyl)-imidazol-1-yl]-N-cyclopropyl-4-
methyl- benzamide; 3- [5-Amino-4-(3-hydrazinocarbonyl-benzoyl)-imidazol-1-yl
]-N-cyclopropyl-4-methyl- benzamide;
3-(5-Amino-4-cyclohexanecarbonyl-imidazol-1-yl)-N-cyclopropyl-4-methyl-benza
mide;
3-(5-Amino-4-cyclopentanecarbonyl-imidazol-1-yl)-N-cyclopropyl-4-methyl-benz
amide;
3-(5-Amino-4-phenylacetyl-imidazol-1-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(tetrahydro-pyran-4-carbonyl)-imi dazol- l
-yl]-N-cyclopropyl-4-methyl- benzamide;
3-[5-Amino-4-(3-ethylcarbamoyl-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-methy
l- benzamide; and
3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4-m
ethyl- benzamide. 95. The compound of any one of claims 1-87 selected from:
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methyl-1H-pyrazole-4-ca
rboxylic  Now acid ethyl ester;
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid ethyl  ester;
3-(5-Amino-4-cyclopentanecarbonyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benza
mide;
3-[5-Amino-4-(3-hydrazinocarbonyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-met
hyl- benzamide;
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  benzylamide; 



3-(5-Amino-4-cyclohexanecarbonyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzam
ide; and
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  cyclohexylamide. 170  96. The compound of any one of claims 1-87
selected from: 5-Amino- l -(5-c yclopropylcarbamoyl-2-methyl-phen
yl)-3-methyl sulfanyl-1 H-pyrazole-4- carboxylic acid amide;
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methanesulfonyl-1H-pyra
zole-4- carboxylic acid amide; 5-Amino-
l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfanyl-IH-pyrazole-4-
carboxylic acid ethyl ester;
5-Amino-3-[(3-chloro-benzylcarbamoyl)-methoxy]-1-(5-cyclopropylcarbamoyl-2-m
ethyl- phenyl)-1H-pyrazole-4-carboxylic acid ethyl ester;
3-[5-Amino-4-benzoyl-3-(piperidin-4-yloxy)-pyrazol-l-yl]-N-cyclopropyl-4-met
hyl- benzamide; CL
3-(5-Amino-4-benzoyl-3-methanesulfonyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-
benzamide;
3-(5-Amino-4-benzoyl-3-methoxy-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamid
e;  5-Amino- l -(5-cycl
opropylcarbamoyl-2-methyl-phenyl)-3-(2-hydroxy-ethoxy)-1 H-pyrazole-
4-carboxylic acid ethyl ester; 4-[5-Amino-4-benzoyl-l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazol-3-yloxy]- piperi dine-
l-carboxylic acid tert-butyl ester;
3-(5-Amino-4-benzoyl-3-methylsulfanyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-b
enzamide;  and 3-[5-Amino-4-benzoyl-3-(2-methoxy-ethoxy)-pyrazol-
l-yl]-N-cyclopropyl-4-methyl- benzamide. 97. The compound of any one of
claims 1-87 selected from:
3-[5-Amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-N-methoxy-4-methyl-benzamide;
3-(5-Amino-4-benzoyl-pyrazol-1-yl)-N-methoxy-4-methyl-benzamide;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-4-methyl-benzoic acid;
3-(5-amino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-4-methyl-benzoic acid;
3-[5-amino-4-(3-iodo-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide
;
{5-amino-l-[2-methyl-5-(4H-[1,2,4]triazol-3-yl)-phenyl]-1H-pyrazol-4-yl}-phe
nyl- methanone;
3-[5-amino-4-(3-[1,3]dioxolan-2-yl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-me
thyl- benzamide; 



3-[5-amino-4-(3-formyl-benzoyl)-pyrazol-1-yl
]-N-cyclopropyl-4-methyl-benzamide;
3-[5-amino-4-(3-hydroxymethyl-benzoyl)-pyrazol-1-yl
]-N-cyclopropyl-4-methyl-benzamide; 171  3-15-amino-4- [3-(4-methyl
-piperazin- I -ylmethyl)-benzoyl]-pyrazol- I -yl }-N-cyclopropyl-4-
methyl-benzamide; 3 - [5-amino-4-(3 -morphol in-4-ylmethyl-benzoyl)-pyrazol-
l -yl ]-N-c yclopropyl-4-methyl- benzamide; 3-{5-Amin
o-4-[3-(2-morpholin-4-yl-ethoxy)-benzoyl]-pyrazol-1-yl}-N-cyclopropyl-4-
methyl-benzamide;
3-[5-amino-4-(3-benzyloxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benz
amide;  3-[5-amino-4-(3-hydroxy-benzoyl)-pyrazol- 1
-yl]-N-cyclopropyl-4-methyl-benzamide;  3-
[5-amino-4-(4-methyl-benzoyl)-pyrazol-1-yl
]-N-cyclopropyl-4-methyl-benzamide;  3-(5-amino-4-benzoyl-imidazol-
l-yl)-N-cyclopropyl-4-methyl-benzamide;
3-(5-Amino-4-cyclohexanecarbonyl-imidazol-l-yl)-N-cyclopropyl-4-methyl-benza
mide;
3-(5-Amino-4-cyclopentanecarbonyl-imidazol-I.-yl)-N-cyclopropyl-4-methyl-ben
zamide;  3-(5-Amino-4-phenylacetyl-imidazol-
l-yl)-N-cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4-m
ethyl- benzamide; 3-{
5-Amino-4-[3-(2-dimethylamino-ethylcarbamoyl)-benzoyl]-imidazol- l-yl }-N-
cyclopropyl-4-methyl-benzamide;
3-[5-Amino-4-(3-ethylcarbamoyl-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4-methy
l- benzamide; 3-[5-Amino-4-(3-methylcarbamoyl-benzoyl)-imidazol- l -yl ]
-N-cyclopropyl-4-methyl- benzamide;
3-[5-Amino-4-(3-cyclopropylcarbamoyl-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4
-methyl- benzamide;
3-[5-Amino-4-(3-cyclopentylcarbamoyl-benzoyl)-inidazol-1-yl
]-N-cyclopropyl-4-methyl- benzamide; 3-{
5-Amino-4-[3-(morpholine-4-carbonyl)-benzoyl]-inidazol- l-yl
}-N-cyclopropyl-4-methyl- benzamide; 3-{
5-Amino-4-[3-(cyclopropylmethyl-carbamoyl)-benzoyl]-imidazol-l-yl
}-N-cyclopropyl-4- methyl-benzamide;
3-[5-Amino-4-(tetrahydro-pyran-4-carbonyl)-imidazol-
l-yl]-N-cyclopropyl-4-methyl- benzamide;
3-(5-amino-4-benzoyl-3-methoxy-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamid
e;
3-(5-amino-4-benzoyl-3-ethoxy-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide
; 



172  3- [5-amin o-4-benzoyl-3 -(2-methoxy-ethox y)-pyrazol- l-yl ]
-N-cyclopropyl-4-methyl- benzamide;
3-[5-amino-4-benzoyl-3-(2-benzyloxy-ethoxy)-pyrazol-
1-yl]-N-cyclopropyl-4-methyl- benzamide;
4-[5-amino-4-benzoyl-1-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1
H-pyrazol-3-yloxy]- piperidine-1-carboxylic acid tert-butyl ester;
3-[5-amino-4-benzoyl-3-(piperidin-4-yloxy)-pyrazol-l-yl]-N-cyclopropyl-4-met
hyl- benzamide, trifluoroacetate salt;
3-(5-amino-4-benzoyl-3-methylsulfanyl-pyrazol-1-yl)-N-c
yclopropyl-4-methyl-benzamide;
3-(5-amino-4-benzoyl-3-methanesulfonyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-
benzamide;  5-amino- l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfan yl-1 H-pyrazole-4-
carboxylic acid amide;
5-amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methanesulfonyl-1
H-pyrazole-4- carboxylic acid amide; and 5-amino- l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-methylsulfanyl-1 H-pyrazol e-4-
carboxylic acid ethyl ester. 98. The compound of any one of claims 1-87
selected from:  3-[5-Amino-4-(3-ch lorobenzoyl)-pyrazol-1-yl]
-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-methyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methylbenzamid
e  3-[5-Amino-4-(2-meth ylbenzoyl)-pyrazol-1-yl]-N-c
yclopropyl-4-methyl-benzamide
3-[5-Amino-4-(2-methoxy-benzoyl)-pyrazol-1-yl]-N-c
yclopropyl-4-methyl-benzamide
3-[5-Amino-4-(4-chlorobenzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benzamid
e
3-[5-Amino-4-(2-chlorobenzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamid
e  3-[5-Amino-4-(3-methoxy-benzoyl)-pyrazol-1-yl]-4,N-dimethyl-benzamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  ethyl ester 5-Amino- l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-3-meth
yl-1 H-pyrazole-4- carboxylic acid ethyl ester
5-Amino-3-[(3-chloro-benzylcarbamoyl)-methoxy]-1-(5-cyclopropylcarbamoyl-2-
methyl-phenyl)-1H-pyrazole-4-carboxylic acid ethyl ester
3-(5-amino-4-benzoyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-cyanobenzoyl)-pyrazol-1-yl]-N-c yclopropyl-4-methylbenzamide
3-[5-Amino-4-(3-[
1,3,4]oxadiazol-2-yl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4- methylbenzamide
173  



3-{5-Amino-4-[3-(5-methyl-[1,3,4]oxadiazol-2-yl)-benzoyl]-pyrazol-1-yl}-N-cy
clopropyl-4- methyl-benzamide 3-{
5-Amino-4-[3-(pyrrolidine-1-carbonyl)-benzoyl]-imidazol- l -yl }
-N-cyclopropyl-4-methyl- benzamide
3-[5-Amino-4-(3-cyclopropylcarbamoyl-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4
-methyl-benzamide  3- [5-Amino-4-(3-carbamoyl-benzoyl)-imi dazol- I
-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-isopropylcarbamoy]benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-
methylbenzamide 3-[5-Amino-4-(4-methylcarbamoyl-benzoyl)-pyrazol- I
-yl]-N-cyclopropyl-4-methyl- benzamide
3-[5-Amino-4-(4-cyclopropylcarbamoyl-benzoyl)-pyrazol- 1
-yl]-N-cyclopropyl-4-methyl- benzamide 3- [5-Amino-4-(3-carbamoyl-benzo
yl)-pyrazol- l -yl ] -N-c yclopropyl-4-methyl-benzamide  3-15-Amino-4-
[3-(piperazine- I -carbonyl)-benzoyll-pyrazol- I -yl}
-N-cyclopropyl-4-methyl- benzamide
3-[5-Amino-4-(3-dimethylcarbamoyl-benzoyl)-pyrazol- l
-yl]-N-cyclopropyl-4-methyl- benzamide 3-{
5-Amino-4-[3-(cyclopropylmethyl-carbamoyl)-benzoyl]-pyrazol- t-yl }
-N-cyclopropyl-4- methyl-benzamide
3-[5-Amino-4-(3-ethylcarbamoyl-benzoyl)-pyrazol-1-yl]-N-c
yclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-methylcarbamoyl-benzoyl)-pyrazol- l
-yl]-N-cyclopropyl-4-methyl- benzamide
3-[5-Amino-4-(3-cyclopentylcarbamoyl-benzoyl)-pyrazo]-1-yl]-N-cyclopropyl-4-
methyl- benzamide
3-[5-Amino-4-(3-isopropylcarbamoyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-me
thyl- benzamide
3-[5-Amino-4-(3-cyclopropylcarbamoyl-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-
methyl- benzamide 3-(5-Amino-4-{3-[(3-chloro-benzylamino)-methyl]-benzoyl)
-pyrazol-1-yl)-N-cyclopropyl-4- methyl-benzamide
3-[5-Amino-4-(3-{[2-(3-chloro-phenyl)-ethylamino]-methyl}-benzoyl)-pyrazol-l
-yl]-N- cyclopropyl-4-methyl-benzamide
3-(5-Amino-4-{3-[4-(3-chloro-phenyl)-plperazin-1-ylmethyl]-benzoyl}-pyrazol-
l-yl)-N- cyclopropyl-4-methyl-benzamide 174  3-[5-Amino-4-(3- { [ 2-(2-ben
zylox y-5 -chloro-phenyl)-eth yl amino] -methyl } -benzoyl)-p yrazol- 



1-yl]-N-c yclopropyl-4-methyl-benzamide
3-(5-Amino-4-13-[(2-morpholin-4-yl-ethylamino)-methyl]-benzoyl
}-pyrazol-1-yl)-N- cyclopropyl-4-methyl-benzamide
3-(5-Amino-4-13-[(3-morpholin-4-yl-propylamino)-methyl]-benzoyl
}-pyrazol-1-yl)-N- cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(pyridine-2-carbonyl)-imidazol-
l-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(2-methyl-benzoyl)-imidazol- l -yl] -N-c
yclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3,4-difluoro-benzoyl)-imidazol-l
-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-fluoro-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-methyl-benzam
ide  3-[5-Amino-4-(3,4-dich] oro-benzoyl)-imidazol- l -yl ]-N-c
yclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-methoxy-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-methyl-benza
mide  3-[5-Amino-4-(4-fluoro-benzoyl)-imidazol- l -yl ] -N-c
yclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3,5-dichloro-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4-methyl-be
nzamide  3-[5-Amino-4-(4-methoxy-benzoyl)-imidazol-
l-yl]-N-cyclopropyl-4-methyl-benzamide  3-[5-Amino- l
-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1 H-imidazole-4-carbon yl]-benzoic
acid tert-butyl ester 3-[5-Amino-4-(3,5-difluoro-benzoyl )-imidazol-1-yl ]
-N-cyclopropyl-4-methyl-benzamide  3-[5-Amino-4-(benzo[
1,3]dioxole-5-carbonyl)-imidazol- l -yl]-N-cyclopropyl-4-methyl- benzamide
3-[5-Amino-4-(4-chloro-benzoyl)-imidazol-
1-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3,4-dimethoxy-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4-methyl-b
enzamide
3-[5-Amino-4-(3-benzyloxy-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-methyl-ben
zamide
3-[5-Amino-4-(4-fluoro-3-methyl-benzoyl)-imidazol-l-yl]-N-cyclopropyl-4-
methylbenzamide {
3-[5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-imidazole-4-carbony
l]- phenoxy}-acetic acid tert-butyl ester
3-[5-Amino-4-(3-chloro-benzoyl)-imidazol-
l-yl]-N-cyclopropyl-4-methyl-benzamide
3-(5-Amino-4-benzoyl-2-methyl-imidazol-1-yl)-N-cyclopropyl-4-methyl-benzami
de
3-(5-Amino-4-benzoyl-2-propyl-imidazol-1-yl)-N-cyclopropyl-4-methyl-benzamid
e  3-[5-Amino-4-(3-carbamoylmethoxy-benzoyl)-pyrazol- 1-yl]-N-cyclopropyl-4-
methylbenzamide
3-(5-Amino-4-{3-[2-(4-methyl-piperazin-1-yl)-2-oxo-ethoxy]-benzoyl}-pyrazol-
1-yl)-N- cyclopropyl-4-meth yl-benzamide 175
3-{5-Amino-4-[3-(2-oxo-2-piperazin-1-yl-ethoxy)-benzoyl]-pyrazol-1-yl}-N-cyc
lopropyl-4- methyl-benzamide 



3-(5-Amino-4-{3-[2-(3-amino-pyrrolidin-1-yl)-2-oxo-ethoxy]-benzoyl}-pyrazol-
l-yl)-N- cyclopropyl-4-methyl-benzamide
3-(5-Amino-4-{3-[2-(3-methylamino-pyrrolidin-l-yl)-2-oxo-ethoxy]-benzoyl}-py
razol-l-yl)- N-cyclopropyl-4-meth yl-benzamide
3-(5-Amino-4-{3-[2-(3,5-dimethyl-piperazin-1-yl)-2-oxo-ethoxy]-benzoyl}-pyra
zol-1-yl)-N- cyclopropyl-4-methyl-benzamide
3-{5-Amino-4-[3-(2-morpholin-4-yl-2-oxo-ethoxy)-benzoyl]-pyrazol-1-yl}-N-cyc
lopropyl-4- methyl-benzamide 3-[5-Amino-4-(3-j
[(1H-benzoimidazol-2-ylmethyl)-carbamoyl]-methoxy }-benzoyl)-pyrazol-
1-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-{[2-(2-benzyloxy-5-chloro-phenyl)-ethylcarbamoyl]-methoxy}-b
enzoyl)- pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide  3-[5-Amino-4-(3- f
[2-(5-chloro-2-hydroxy-phenyl)-eth ylcarbamoyl]-methoxy } -benzoyl )-
pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-pyrazin-2-yl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methylbe
nzamide
3-[5-Amino-4-(3-pyridin-2-yl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methylbe
nzamide
3-[5-Amino-4-(pyridine-2-carbonyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benz
amide
3-(5-Amino-4-cyclopentanecarbonyl-pyrazol-1-yl)-N-cyclopropyl-4-methylbenzam
ide
3-[5-Amino-4-(benzo[1,3]dioxole-5-carbonyl)-pyrazol-1-yl]-N-cyclopropyl-4-
methylbenzamide C
3-[5-Amino-4-(2-fluoro-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzami
de
3-[5-Amino-4-(3-ethoxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzami
de
3-[5-Amino-4-(3-methoxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzam
ide
3-[5-Amino-4-(3-cyclopropoxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-b
enzamide
3-[5-Amino-4-(4-methoxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzam
ide
3-[5-Amino-4-(3,4-dimethoxy-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-be
nzamide
3-[5-Amino-4-(4-methylsulfanyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl
-benzamide
3-[5-Amino-4-(3-methylsulfanyl-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl
-benzamide
3-[5-Amino-4-(4-fluoro-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-benzami
de  3-[5-Amino-4-(3-fluoro-benzoyl)-pyrazol- l
-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3,4-difluoro-benzoyl)-pyrazol-1-yl]-N-cyclopropyl-4-methyl-ben
zamide  3-[5-Amino-4-(3,5-difluoro-benzoyl )-pyrazol- l -yl
]-N-cyclopropyl-4-methyl-benzamide 176  3-
[5-Amino-4-(4-fluoro-3-methyl-benzoyl)-pyrazol- l
-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(4-fluoro-benzoyl)-pyrazol-
l-yl]-N-cyclopropyl-4-methyl-benzamide
3-(5-Amino-4-cyclohexanecarbonyl-pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzam
ide  



3-[5-Amino-4-(3-vinyloxy-benzoyl)-pyrazol-l-yl]-N-cyclopropyl-4-methyl-benza
mide  3- { 5-Amino-4-[3-([1 ,3,4]oxadi azol-2-ylmethoxy)-benzoyl]-pyrazol- l
-yl } -N-cyclopropyl- 4-methylbenzamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  (2-methyl-cyclohexyl)-amide
5-Amino-1-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  phenylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (1- ethyl-propyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  bicyclo[2.2.1]hept-2-ylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (1- ethy
3-[5-Amino-4-(2,5-dimethyl-pyrrolidine-l-carbonyl)-pyrazol-1-yl]-N-cycloprop
yl-4-methyl- benzamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 4- methoxy-benzylamide
5-Amino-1-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid indan- 1-ylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  benzylamide 3-[5-Amino-4-(piperidine- l -carbonyl)-pyrazol- l
-yl]-N-cyclopropyl-4-methyl-benzamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  cyclohexylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  cyclopropylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 3- chlorobenzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  cyclopentylamide 177
5-Amino-1-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-IH-pyrazole-4-carboxylic
acid 2,4- dichloro-benzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  cyclohexylmethyl-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 3,4- 



dichloro-benzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (4- methyl-cyclohexyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 3- trifluoromethyl-benzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (4- tert-butyl-cyclohexyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (2,2- dimethyl-propyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 3- methoxy-benzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 4- fluoro-benzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (1- ethyl-pyrrolidin-2-ylmethyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid 2- methyl-benzylamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  (pyridin-2-ylmethyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (2- morpholin-4-yl-ethyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (1- cyclohexyl-ethyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (1- phenyl-ethyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (2,2- dimethyl-propyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (1- ethyl-pyrrolidin-2-ylmethyl)-amide 178
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid (2- pyrrolidin-1-yl-ethyl)-amide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methyl-phenyl)-1H-pyrazole-4-carboxylic
acid  cyc lohexyl-methyl-amide 3-[5-Amino-4-(3-cyanobenzoyl)-pyrazol- l -yl
] -N-cyclopropyl-4-methylbenzamide
3-[5-Amino-4-(3-pyrazin-2-yl-benzoyl)-imidazol-1-yl]-N-cyclopropyl-4- 



methylbenzamide 3-[5-Amino-4-(3-pyrimi din-5-y]-benzoyl)-imidazol- l
-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-pyrimidin-5-yl-benzoyl)-imidazol- l
-yl]-N-cyclopropyl-4-methyl-benzamide
3-[5-Amino-4-(3-pyrimidin-2-yl-benzoyl)-imidazol-
l-yl]-N-cyclopropyl-4-methyl-benzamide
5-Amino-l-(5-cyclopropylcarbamoyl-2-methylphenyl)-4-methylsulfonylbenzoyl-
lH  imidazole 5-Amino- l
-(5-cyclopropylcarbamoyl-2-methylphenyl)-4-[3-(5-methyl)oxadi azol-3-
ylbenzoly]-1 H-imidazole 3-(5-Amino-4-{
3-[2-(4-methyl-piperazin-l-yl)-ethoxy]-benzoyl }-pyrazol-1-yl)-N-
cyclopropyl-4-methyl-benzamide 3-[5-Amino-4-(3-{
2-[bis-(2-hydroxy-ethyl)-amino]-ethoxy } -benzoyl)-pyrazol-l-yl]-N-
cyclopropyl-4-methyl-benzamide 3-{
5-Amino-4-[3-(2-dimethylamino-ethoxy)-benzoyl]-pyrazol-1-yl
}-N-cyclopropyl-4- methyl-benzamide
3-{5-Amino-4-[3-(2,3-dihydroxy-propoxy)-benzoyl]-pyrazol-l-yl}-N-cyclopropyl
-4- methylbenzamide
3-(5-Amino-4-{3-[2-(4-chloro-phenoxy)-ethoxyl-benzoyl}-pyrazol-l-yl)-N-cyclo
propyl-4- methyl-benzamide
3-{5-Amino-4-[3-(4H-[1,2,4]triazol-3-yl)-benzoyl]-pyrazol-l-yl}-N-cyclopropy
l-4- methyl-benzamide 3-{ 5-Amino-4-[3-(4H-[
1,2,4]triazol-3-yl)-benzoyl]-pyrazol-l-yl }-N-cyclopropyl-4-methyl-
benzamide. 99. The compound of any one of claims 1-23, wherein:  R' is
hydrogen or acyl; R2 is hydrogen or alkyl; A is an aryl or heteroaryl ring;
B is an aryl or heteroaryl ring; 179  D is heteroaryl, optionally
substituted heteroaryl or -C(O)NR80R81 (where  R80 and R81 are independently
hydrogen, alkyl, cycloalkyl, alkoxy,  hydroxy, heteroaryl or optionally
substituted heteroaryl); R3 is selected from the group consisting of: (a)
amino, alkylamino or dialkylamino;  (b) acylamino; (c) optionally
substituted heterocyclyl; (d) optionally substituted aryl or heteroaryl;  



(e) heteroalkyl; (f) heteroalkenyl;  (g) heteroalkynyl;  (h) heteroalkoxy;
(i) heteroalkylamino; (j) optionally substituted heterocyclylalkyl;  (k)
optionally substituted heterocyclylalkenyl;  (1) optionally substituted
heterocyclylalkynyl; (m) optionally substituted cycloalkoxy,
cycloalkylalkyloxy,  heterocyclylalkoxy or heterocyclyloxy; (n) optionally
substituted heterocyclylalkylamino;  (o) optionally substituted
heterocyclylalkylcarbonyl;  (p) heteroalkylcarbonyl; (q) -NHSO2R6 where R6
is alkyl, heteroalkyl or optionally  substituted heterocyclylalkyl; (r)
-NHSO2NR7R8 where R7 and R8 are, independently of each  other, hydrogen,
alkyl or heteroalkyl; (s) -Y-(alkylene)-R9 where: Y is a single bond, -0-,
-NH- or - S(0)" (where n is an integer from 0 to 2); and R9 is cyano,
optionally substituted heteroaryl, -COOH, -COR10, - COOR", -CONR12R13,
-SO2R14, - SO2NR'SR16, -NHSO2R17  or -NHSO2NR'8R19, where R10 is alkyl or
optionally  substituted heterocycle, R' 1 is alkyl, and R12, R13 , R14 R'6,
R16, R17, R18 and R'9 are, independently of each other,  hydrogen, alkyl or
heteroalkyl; 180  (v) -C(=NR20)(NR21R22) where R20, R21 and R22
independently represent hydrogen, alkyl or hydroxy, or  R20 and R21 together
are -(CH2)"-where n is 2 or 3 and  R22 is hydrogen or alkyl; (u)
-NHC(X)NR23R24 where X is -0- or -S-, and R23 and  R24 are, independently of
each other, hydrogen, alkyl or  heteroalkyl; (v) -CONR25R26 where R25 and
R26 independently  represent hydrogen, alkyl, heteroalkyl or optionally
substituted heterocyclylalkyl, or R25 and R26 together  



with the nitrogen to which they are attached form an  optionally substituted
heterocyclyl ring; (w) -S(O)1R27 where n is an integer from 0 to 2, and R27
is  alkyl, heteroalkyl, optionally substituted heterocyclylalkyl  or
-NR28R29 where R28 and R29 are, independently of each  other, hydrogen,
alkyl or heteroalkyl; (x) cycloalkylalkyl, cycloalkylalkynyl and
cycloalkylalkynyl,  all optionally substituted with alkyl, halo, hydroxy or
amino; (y) arylaminoalkylene or heteroarylaminoalkylene; (z)
Z-alkylene-NR30R31 or Z-alkylene-OR32 where Z is-NH-, - N(lower alkyl)- or
-0-, and R30, R31and R32 are  independently of each other, hydrogen, alkyl
or  heteroalkyl; (aa) -OC(O)-alkylene-CO2H or -OC(O)-NR'R" (where R' and  R"
are independently hydrogen or alkyl); and (bb) heteroarylalkenylene or
heteroarylalkynylene;  R4 is selected from the group consisting of: (a)
hydrogen;  (b) halo;  (c) alkyl;  (d) alkoxy; and  (e) hydroxy; R5 is
selected from the group consisting of 181  (a) hydrogen; (b) halo;  (c)
alkyl;  (d) haloalkyl;  (e) thioalkyl;  (f) hydroxy;  (g) amino;  (h)
alkylamino;  (i) dialkylamino;  (j) heteroalkyl; (k) optionally substituted
heterocycle; 



(1) optionally substituted heterocyclylalkyl;  (m) optionally substituted
heterocyclylalkoxy;  (n) alkylsulfonyl; (o) aminosulfonyl,
mono-alkylaminosulfonyl or di- alkylaminosulfonyl; (p) heteroalkoxy; and
(q) carboxy; R6 is selected from the group consisting of:  (a) hydrogen; (b)
halo;  (c) alkyl; and  (d) alkoxy; prodrugs, individual isomers, mixtures of
isomers and  pharmaceutically acceptable salts thereof. 100. The compound of
any one of claims 1-26, 29-61 and 65-87 wherein A or G is a  cycloalkyl
group. 101. The compound of any one of claims 1-26, 29-61, 65-87 and 100,
wherein A or  G is a cyclopentyl or cyclohexyl group. 102. The compound of
any of claims 1-87 that is 3-(5-amino-4-benzoyl-3-methoxy-
pyrazol-1-yl)-N-cyclopropyl-4-methyl-benzamide. 103. The compound of any of
claims 1-87 that is 3-[5-amino-4-(3-cyanobenzoyl)-
pyrazol-1-yl]-N-cyclopropyl-4-methylbenzamide. 182  104. A pharmaceutical
composition, comprising a compound of any one of claims  1-103 and a
pharmaceutically acceptable carrier. 105. The pharmaceutical composition of
claim 104 that is formulated for single  dosage administration. 106. An
article of manufacture, comprising packaging material, a compound of any
one of claims 1-103 which is useful for treating, preventing, or
ameliorating one or more  symptoms of p38 kinase-mediated diseases or
disorders, and a label that indicates that the  compound is useful for
treating, preventing, or ameliorating one or more symptoms of p38 kinase-
mediated diseases or disorders. 107. Use of a compound according to any one
of claims 1-103 in the manufacture of a  medicament for the treatment,
prevention or amelioration of one or more symptoms of p38 kinase- mediated
diseases or disorders. 108. Use according to claim 107, wherein the disease
or disorder is selected from  



inflammatory diseases, autoimmune diseases, destructive bone disorders,
proliferative disorders,  angiogenic disorders, infectious diseases,
neurodegenerative diseases, and viral diseases. 109. Use according to claim
107 or claim 108, wherein the disease or disorder is  selected from
pancreatitis (acute or chronic), asthma, allergies, adult respiratory
distress  syndrome, chronic obstructive pulmonary disease,
glomerulonephritis, rheumatoid arthritis,  systemic lupus erythematosis,
scleroderma, chronic thyroiditis, Grave's disease, autoimmune  gastritis,
diabetes, autoimmune hemolytic anemia, autoimmune neutropenia,
thrombocytopenia,  atopic dermatitis, chronic active hepatitis, myasthenia
gravis, multiple sclerosis, inflammatory  bowel disease, ulcerative colitis,
Crohn's disease, psoriasis, graft vs. host disease, inflammatory  reaction
induced by endotoxin, tuberculosis, atherosclerosis, muscle degeneration,
cachexia,  psoriatic arthritis, Reiter's syndrome, gout, traumatic
arthritis, rubella arthritis, acute synovitis,  pancreatic (3-cell disease;
diseases characterized by massive neutrophil infiltration; rheumatoid
spondylitis, gouty arthritis and other arthritic conditions, cerebral
malaria, chronic pulmonary  inflammatory disease, silicosis, pulmonary
sarcoisosis, bone resorption disease, allograft  rejections, fever and
myalgias due to infection, cachexia secondary to infection, meloid
formation, scar tissue formation, ulcerative colitis, pyresis, influenza,
osteoporosis,  osteoarthritis and multiple myeloma-related bone disorder,
acute myelogenous leukemia,  chronic myelogenous leukemia, metastatic
melanoma, Kaposi's sarcoma, multiple myeloma,  sepsis, septic shock, and
Shigellosis; Alzheimer's disease, Parkinson's disease, cerebral  ischemias
or neurodegenerative disease caused by traumatic injury; angiogenic
disorders  including solid tumors, ocular neovasculization, and infantile
haemangiomas; viral diseases 183  including acute hepatitis infection
(including hepatitis A, hepatitis B and hepatitis C), HIV  infection and CMV
retinitis, AIDS, SARS, ARC or malignancy, and herpes; stroke, myocardial
ischemia, ischemia in stroke heart attacks, organ hyposia, vascular
hyperplasia, cardiac and renal  reperfusion injury, thrombosis, cardiac
hypertrophy, thrombin induced platelet aggregation,  endotoxemia and/or
toxic shock syndrome, and conditions associated with prostaglandin
endoperoxidase synthase-2. 110. The pharmaceutical composition of claim 104
or claim 105, further comprising  one or more of the following:
corticosteroid, rolipram, calphostin, a CSAID, a 4-substituted
imidazo[1,2-A]quinoxaline, interleukin-10, a glucocorticoid, a salicylate,
nitric oxide, an  immunosuppressant, a nuclear translocation inhibitor,
deoxyspergualin (DSG); a non-steroidal 0 antiinflammatory drug (NSAID),
ibuprofen, celecoxib, rofecoxib; a steroid, prednisone,  dexamethasone; an
antiviral agent, abacavir; an anti proliferative agent, methotrexate,
leflunomide, FK506; a cytotoxic drug, azathioprine, cyclophosphamide, a
TNF-a inhibitor,  tenidap, an anti-TNF antibody, a soluble TNF receptor, and
rapamycin, or derivatives thereof. 



111. The use of claim 107, wherein the kinase is p38cx kinase or p38(3
kinase. 112. A process for preparing a compound of claim 16, comprising the
steps of (i)  and (iii)-(vi), or the steps of (ii)-(vi), as follows: (i)
reacting a 2-keto-3-phenylaminoacrylonitrile of formula 1:  R3 0 RQ CN PhHN
with a hydrazine of formula 2: HN' NHp D  BD  R6 R5 2  to provide a compound
of formula (I) where R' is hydrogen; or 184  (ii) reacting a
2-keto-3-phenylaminoacrylonitrile of formula 3: Z 0  R4 CN  PhHN  3 wherein
Z is hydroxy, nitro or halo, with a hydrazine of formula 2 to provide a
compound of  formula 4: Z 0  A  R4 N H2N N D  B  R6 R6  4 followed by
conversion of the Z group to the desired R3 group to provide a compound of
claim 1 where R' is hydrogen; (iii) optionally modifying any of the R', R3,
R', R5 or R6 groups; (iv) optionally converting the compound of formula (I)
prepared in steps (i), (ii)  or (iii) above to the corresponding acid
addition salt by treatment with an  acid; (v) optionally converting the
compound of formula (I) prepared in steps (i), (ii)  



or (iii) above, to the corresponding free base by treatment with a base; and
(vi) optionally separating a mixture of stercoisomers of a compound of
formula (I) prepared in steps (i) - (v) above, to give a single
stereoisomer. 113. A process for preparing a compound of claim 16, which
process involves  reacting a compound of formula 5: 185  0 N  FipN D  B R6
Re  5 wherein L is a leaving group under organometallic displacement
reaction conditions, with an  organometallic reagent of formula: R3 M+  R4
wherein M is a metallic moiety, to provide a compound of formula (I) where
R, is hydrogen;  (ii) optionally modifying any of the R', R3, R4, R5 or R6
groups; (iii) optionally converting the compound of formula (I) prepared in
steps (i) or (ii)  above, to the corresponding acid addition salt by
treatment with an acid; (iv) optionally converting the compound of formula
(I) prepared in steps (i) or (ii)  above, to the corresponding free base by
treatment with a base; and (v) optionally separating a mixture of
stereoisomers of the compound prepared in  steps (i) or (iv) above, to give
a single stereoisomer. 114. A compound of any one of claims 1-103 for the
treatment, prevention, or  amelioration of one or more symptoms of a p38
kinase mediated disease or disorder. r 












