
WO200610197IS PC.T/1B20051002574  -1 Triatoloovridinvlsutfanvl Derivatives
as 018 MAP Kinase inhibitors This invention relates to
triazoiopyridinylsulfanyl derivatives. More particularly, this Invention
relates to  5 py razoiyi-[(triazolopyridfnylsulfanyi)-benzyl]-urea
derivatives and to processes for the preparation of,  intermediates used in.
the preparation of, compositions containing and the uses of, such
derivatives. The triazolopyridinylsulfanyl derivatives of the present
invention are inhibitors of p38 mitogen activated  protein kinase ("p38
MAPK", p38 kinase" or "038"), particularly p38a kinase, and are inhibitors
of tumor  10 necrosis factor (INP') production, particularly TUFa. They have
a number of therapeutic applications, particularly in the treatment of
allergic and non-attergic airways diseases, more particularly obstructive or
inflammatory airways diseases such"as chronic obstructive pulmonary disease
("COPD'). Mitogen activated protein kinases (MAP) constitute a family of
praline-directed serine/threonine kinases  15 that activate their substrates
by dual phosphorylatipn. The kinases are activated by a variety of signals,
including nutritional and osmotic stress, UV tight, growth factors,
endotoxin, and inflammatory cytokines.  The p38 MAP k'mase group is a MAP
family of various isoforms, including p38o, p380, srldp38y. These  klnases
are responsible for phosphoryfating and activating transcription factors
(eg., ATF2 9CI.IOP, and  MEF2Q), as well as other kinases (e.g., MAPKAP-2
and MAPKAP-3). The p38 isoforms are activated by 20 bacterial
tipopolysaccharlde, physical and chemical stress, and pro-inflammatory
cytokines, including  tumor necrosis factor ("T-NF") and interleukln-1 The
products of the p38 phosphorylation mediate  the production of inflammatory
cytokines, including TNF. TNF is a cytoidne produced primarily by activated
monocytes and macrophages. Excessive or unregulated  25 TNF production
(particularly TNF-a) has been implicated in mediating a number of diseases,
and it is  believed that TNF can cause or contribute to the effects of
inflammation.in general. IL-8 is another pro-inflammatory cytokine, which is
produced by mononuclear cells, fibroblasts, endothelial  cells, and
keratinocytes. This cytokine Is associated with conditions including
Inflammation. IL-i is  30 produced by activated monocytes and macrophages,
and Is involved in inflammatory responses. IL-1 plays a role in many
pathophysiological responses, including rheumatoid arthritis, fever, and
reduction of  bone resorption. TNF, IL-t, and IL-8 affect awide variety of
calls and tissues, and are Important Inflammatory mediators of a  35 wide
variety of conditions. Compounds which inhibit p38 kinase will inhibit IL-i,
IL-S, and TNF synthesis in  human monocytas. P38 kinase inhibitors are well
known to the person skilled in the art. J. Med. Chem, 2002, 45, 2994-3008
discloses certain pyrazole area compounds as inhibitors of p38 kinase.
International patent application WO 20061018715 PCT/H120051002574  _2_ 



PCTfi802100424 (WO 021072579) discloses triazolopyrldlnes as inhibitors of
MAP idnases, preferably p38  kinase. international patent application PCT
1820041000363 (WO 20041072072), publication date 26th August  5 2004,
discloses triazolo-pyridines useful as anti-inflammatory compounds for
treating certain diseases,  This is incorporated by reference in its
entirely. The compounds of the present Invention are potentially useful in
the treatment of a wide range of  disorders. In addition to the treatment of
obstructive or inflammatory airways diseases, it is believed that 10 the
compounds of the present invention can be used to treat TNFJp38 mediated
diseases such as: asthma,  chronic or acute bronchoconstrlction, bronchitis,
acute lung injury and bronchiectasis, inflammation  generally (e.g.
inflammatory bowel disease), arthritis, neuroinflammation, pain, fever,
fibrotic diseases,  pulmonary disorders and diseases (e,g., hyperoxic
alveolar injury), cardiovascular diseases, post-isehemic  reperfusion injury
and congestive heart failure, cardiomyopathy, stroke, ischemia, reperfusion
injury, renal 15 reperfusion injury, brain edema, neurotrauma and brain
trauma, neurodegenerative disorders, Central  nervous system disorders,
liver disease and nephrllls, gastrointestinal conditions, ulcerative
diseases,  ophthalmic diseases, ophthalmological conditions, glaucoma, acute
injury to the eye tissue and ocular  traumas, diabetes, diabolic
nephrdpathy, skin-related conditions, myalgias due to infection, influenza,
endotoxic shock, toxic shock syndrome, autoimmune disease, graft rejection,
bone resorption diseases, 20 multiple sclerosis, psoriasis, disorders of the
female reproductive system, pathological (but non-malignant)  conditions,
such as hemaginomas, anglofibroma of the nasopharynx, and avascular necrosis
of bone,  benign and malignant tumorslneoplasla including cancer, leukaemia,
lymphorira, systemic lupus  erthrematosis (SLE), angiogenesis including
neoplasia, hemorrhage, coagulation, radiation damage,  andlor metastasis.
Chronic release of active TNF can cause cachexia and anorexia, and TNF can
be 25 lethal. TNF has also been implicated in infectious diseases. These
include, for example, malaria, mycobacterial  Infection and meningitis.
These also include viral infections, such as HIV, influenza virus, and
herpes  virus, including herpes simplex virus type-1 (HSV-1), herpes simplex
virus type-2 (HSV-2), 30 cytomegalovirus (CMV), varicella-zoster virus
(VZV), Epstein-Barr virus, human herpesvirus-6 (HHV-6),  human herpesvirus-7
(HHV-7), human herpesvirus-8 (HHV-8), pseudorabies and thinotracheilis,
among  others. The treatment of obstructive or inflammatory airways diseases
Is a preferred use. All forms of obstructive  35 or inflammatory airways
diseases are potentially treatable with the compounds of the present
invention, in  particular an obstructive or inflammatory airways disease
that is a member selected from the group  consisting of chronic eosinophilic
pneumonia, COPD, COPD that includes chronic bronchitis, pulmonary  emphysema
or dyspnea associated or not associated with CO PD, COPD that is
characterized by  irreversible, progressive airways obstruction, adult
respiratory distress syndrome (ARDS), exacerbation of 



WO 20061018718 PCTIM20051002574  3 airways hyper-reactivity consequent to
other drug therapy and airways disease that is associated with  pulmonary
hypertension.  There is a need to provide new TNF inhibAerslp3a kinase
inhibitors that are good drug candidates. 5 Preferably, the new TNF
inhibitorsl p38 kinase inhibitors show good potency, high levels of
selectivity over  other related protein kinases, have properties
particularly suitable for providing effective treatment via the  inhalation
route, are suitable for the treatment of allergic and non-allerg?o airways
diseases (particularly  obstructive or inflammatory airways diseases), are
non-toxic and demonstrate few side-effects, have  physical properties
suitable for administration by inhalation, exist in a physical form that is
stable and non- 10 hygroscopic, and/or are easily formulated. According to
one aspect of the present invention, there is provided a compound of formula
(1);  N  ' Rio Rt A H3C Nl N H  15 or a pharmaceutically acceptable salt
and/or solvate (including hydrate) thereof,  wherein 20 R' is CHI, S(O)pCH3i
S(O)pCH2CH3 CHZCH,, H or CHZS(O)r'CH2; Rra is Clio or CHICHI, wherein CH3
and CH2CH3 are each optionally substituted with one or more hydroxy
substituents; 25 R3 is heteroaryl, heterocyclyl, aryl, or carbocyclyl; R3 Is
heteroaryl, heterocyclyl, aryl, carbocyclyl or R'; WO 20061018718
PCT1t92005l002574  -g R'ts (C,-C5)alkyl (optionally substituted with one or
more substduents independently selected from OH,  halo, NRSR6;
(C1-CS)aikoxy, -S(O)y(C,-C6)alkyl, C02H, CONRSRs, heteroaryl, heterocyclyl,
aryl,  carbocyclyl, aryfoxy, carhocyclyloxy, heteroaryloxy and
heterocyclyloxy); 5 pls0,1or2; R5 and RS are each independently selected
from H and (C1-C4)alkyl, said (C1-Ca)alkyt being optionally  substituted
with one or more substituents independently selected from OH and halo, or R5
and Ra, together with the nitrogen to which they are attached form a
piperazinyl, piperidinyl, 10 morpholinyl or pyrrolidinyl group, (said
piperazinyl, piperidir yl, morpholinyl and pyrroiidinyl each being
optionally substituted by one or more OH) 



each "aryl" independently means phenyl or naphihyl, said phenyl or naphthyl
baing optionally substituted  with one or more substituents independently
selected from hate, -CN, -C02H, OH, CONRSRs NRSRS, As  15 and R9, and
preferably, said phenyl or naphthyl being optionally substituted with one or
more substituents  Independently selected from halo, -ON, -CO2H, OH.
CONR6Rs, RS and R9; each R6 Is independently selected from (C1-C6)alkyl,
(Ct-Ca)alkoxy, -CO2(C4-C6)aikyl,  S(O)p(C1-Cs)aitryt, -CO(C1-Cs)atkyl and
(C3-C7)oycloalkyl; 20 each Rs 1s optlonafly substituted with one or more
substituents independently selected from:  (C1-Ca)aikoxy (optionally
substituted with one or more substituents independently selected from OH,
halo,  CO2H, CONRSR6 and NRSRe), S(O)p(C1-C5)alkyl (optionally substituted
with one or more substituents independently selected from OH,  25 halo,
C02H, CONR6R6 and NR5R), OM,  halo,  NR5Ra,  C02H  30 CONR'R6, and Rs,  each
RD Is heteroaryi2, heterocyolytt, are, earbocyotyl2, aryt2oxy,
carbocyclyl2oxy, heteroaryf2oxy or  heterocyclyf2oxy; 35 "aryl2n, means
phenyl or naphthyl, said phenyl or naphthyl being optionally substituted
with one or more  substituents independently selected from halo, -CN, -C02H,
OH, NR5RS, and CONI55R5, and preferably,  said phenyl or naphthyl being
optionally substituted with one or more substituents independently selected
from halo, -CN, -CO2H, OH and CONRSRS; WO 20061018711 PCTi11120051002574  5
"ca(bocyclyi" means a mono or bicyclic, saturated or partially unsaturated
ring system containing from 3 to  10 ring carbon atoms, optionally
substituted with one or more substituents independently selected from  halo,
-CN, -CO2H, OH, NRRe, CONRSR6, R8 and R9, and preferably, optionally
substituted with one or 5 more substituents Independently selected from
halo, -CN; .CO2H, 0H, CONRSRa, Rs and Re;  "oarbocyclyla' means a mono or
bicyclic, saturated or partially unsaturated ring system containing from 3
to 10 ring carbon atoms, optionally substituted with one or more
substituents independently selected from  halo, -ON, -CO2H, NRsR6, OH and
CONR5R6. and preferably, optionally substituted with one or more 10
substituents independently selected from halo, -CN, -CO2H, OH and CONR'Fl 



examples of "earbocyciyf and "carbooyely?' are groups such as: indanyl,
indenyl, cyclopropyi, cyclobutyl,  cyclopontyl, cyctohexyl, cyclohexenyl,
cycloheptyl and tetrahydronapltthyl; 15 each "heterceyclyl", and
heterocyclyi2", independently, means a 3-to 10-membered, saturated or
partially  unsaturated, Mono or bicyclic group comprising 1, 2, 3 or 4 ring
heteroatoms independently selected from  N, 0, and S. Examples of
"heterooyclyl" and "heterocyclyla' are groups such as., tefrahydrolilranyl,
tetrahydrothiophenyl, pyrrolidinyl, tetrahydropyranyl,
tetrahydrothiopyranyl, piperidinyl,  1,4-dloxany), 1,4-oxathianyl,
morpholinyl, 1,4-dithiapyl, piperazinyi, 3,4-dihydro-21d-pyranyl,
5,OKfihydro- 20 21-1-pyranyl, 21-1-pyranyl, 1,2,3,4-tetrahydropyrldinyl,
1,2,5,6-tetrahydropyridinyl, dihydroindolyl and dihydrobenzofuranyl. - each
"heteroaryl", and each "heteroare', independently, means a 5 to 10 membered,
mono or bicyclic,  aromatic group comprising 1, 2, 3 or 4 ring heteroatoms
independently selected from N, 0, and S (wherein 25 the total number of ring
S atoms does not exceed 1, and the total number of ring 0 atoms does not
exceed  1), and includes the groups: pyrrolyl, furanyl, thiophenyl,
pyrazotyl, imidazolyl, isoxazolyl, oxazolyl, isothiazolyl,
thiazolyl,1,2,34tiazotyf,  1,3,4-triazolyl,
1-oxa-2,3-diazolyl,l-oxa-2,4diazolyl, 1-oxa-2,5-diazolyi,
1-oxa-3,4-diazolyl, 1-thia-2,3-dlazolyl, ldhia-2,4-diazolyl, 30 1-this
2,S-diazolyl, 1-thin-3,44azolyl, tstrazolyl, pyddyl, pyridazinyl,
pyriinidinyl, pyrazinyl, benzofuranyl,  benzothiophenyl, Indolyl,
benzlmldazolyl, indazolyl, benzotriazolyl, pyrroio(2,S-b]pyridinyl,
pyrrolo(2,3- c]pyridinyl, pyrrolo(3,2-c]pyridinyl, pyrroto[3,2-bjpyrldinyl,
lmldazo(4,5-b]pyridinyl,  imidazo[4,5-c)pyridlnyl, pyrazolo[4,3-djpyridinyl,
pyrazalo[4,3-c]pyridinyl,  35 pyrazol6j3,4-c]pyddinyl,
pyrazo1o[3,4-b]pyridinyl, isoindolyl, purinyl, indolininyt,
imidazol[1,2-a]pyrldinyi, imidazo[1,5-a]pyridinyl, pyrazoto[1,5-a]pyrfdinyl.
pyrroloji-2,b] pyridazinyl, imidazo[1,2-c]pyrimldinyl, quinolinyl,
iscquinolinyl, cinnolinyt, quinazofrnyl,  quinoxalinyl, phthalazinyi,
1,6-naphthyridinyl,
1,7-naphthyridinyl,'1,8-naphthyridinyt,1,5-naphthyridinyl,
2,6-naphthyridinyl, WO 2006/03S718 PCT/1B20051002574  -6 2,7-naphthyridinyl,
pyridoj3,2-djpyrimidinyl, pyridoj4,3-djpydmidinyl,
pyrido[3,4-d)pyrimidinyl, pyrido[2,3-djpyrimidinyt, pyrido[2,3-b]pyrazinyl,
pyrido[3,4-bjpyrazinyl, pyrimido[5,4-djpydmidinyl, pyrazino[2,3-bjpyrazinyl,
pyrimido[4, 5-djpyrimidinyl; 5 each "hetarocyclyl" and each "heteroary]'
group is, independently, optionally substituted on one or more  ring carbon
atoms with one or more substituents independently selected from halo, -ON,
-CO214, OH,  



NF1BR6, CONRSR5, R8 and Re, and preferably, optionally substituted on one or
more ring carbon atoms with  one or more substituents Independently selected
from halo, -CN1 -COzH, OH, CONR5R8, Brand RS 10 and optionally substituted
on one or more ring nitrogen atoms with one or more substituents
independently  selected from H and (Cj-Cs)alkyi; each "heterocyciylz and
each "heteroarylz" group is, independently, optionally substituted on one or
more  ring carbon atoms with one or more substituents independently selected
from halo, -CN, -CO21-l, NR5Re,  15 OH and CONRSRB, and preferably,
optionally substituted on one or more ring carbon atoms with one or  more
substituents independently selected from halo, -ON, -001H, OH and CONFIW,
and optionally substituted on one or more ring nitrogen atoms with one or
more substituents independently  selected from H and (C,-C6)alkyi; 20
"alkyl" and "alkoxy" groups, including groups incorporating said moieties,
may be straight chain or  branched where the number of carbon atoms allows.
"(C,-C4)alkyl" or "(Ci-CS)alkyl" denotes a straight- chain or branched group
containing respectively from 1 to 4 or from 1 to 6 carbon atoms. This also
applies  if they carry substituents or occur as substituents of other
radicals, fat example in (C1-Cs)alkoxy radicals, - COa(Cr-CS)alkyl radicals,
-CO(C,-CS)aikyI radicals, or S(O),(C1-C6)afkyl radicals. Examples of
suitable (C, 25 C4)alkyl or (C,-C8)aikyl radicals are methyl, ethyl,
n-propyt, rso-propyl, n-butyl, iso-butyl, seo-buryl, tert butyl,  pentyl and
hexy), Examples of suitable (Cj-C,)alkoxy radicals are methoxy, ethoxy,
n-propyloxy, ieo- propyloxy, n-butyloxy, iso-butyioxy, sec-bulyluxy,
tert-butyloxy, pentyloxy and hexyloxy. 'halogen" or "halo" is taken to mean
a halogen atom selected from the group consisting of fluorine, chlorine  30
and bromine. it is to be appreciated that all references herein to
"treatment", Yreat" or "treating" include curative,  palliative and/or
prophylactic treatment 35 "compounds of the invention" or 'a compound of the
invention" as used herein means compounds, or a  compound, of formula (I),
or a pharmaceutically acceptable salt and/or solvate thereof, and includes
ail  polymorphs and crystal. habits thereof, prodrugs and isomers thereof
(including optical, geometric and  tautomeric isomers), and mixtures
thereof, as hereinafter defined and isotopically-labeled compounds of
formula I. WO 20061918718 PC 11132905/002574 it has new been found that the
compounds of formula (t) are p38 Inhibilors/inhibitors of TNF production,
are  particularly useful for the treatment of a TNF mediated, and/or p38
mediated, disease, disorder, or condition,  and are particulady suitable for
administration via the inhalation route.  I  5 In another aspect of the
invention there is provided a compound of formula (I), or a pharmaceutically
acceptable salt and/or solvate (including hydrate) thereof, wherein  R' is
CH3, SCHI, SCHZCH3, CH2CHa, H or CH2SCH3; 



10 P11 is CH3 or CH2CHs;  and wherein R2, R', R', p, Fte, R", "aryl", Fie,
R9, "aryl2, tarbocyclyl", carbooyctyl2, "heterocyclyr', "hetenacyclyl2",  15
"heteroaryf' and "hoteroaryl2", are all as defined above. Preferably, R' Is
CHI, 5CH3, SCH2CH3 or CH2SCHa, and more preferably R' is CM, or SCH2. In an
alternative embodiment, preferably R' is CHI, SCH3, CH2CH3 or CH2SCHa, and
more preferably A' is  20 CH3, CH2CH2 or CH2SCH3. Preferably, R" is CHI.
Preferably, R2 Is pyridyl, tetrahydronaphthyl or aryl, 7,5 said pyridyl,
tetrahydronaphthyl and aryl each being optionally substituted with one or
more substituenis  Independently selected from the group consisting of.,
halo,  -CM,  -COzH 30 OH,  CONRSRB  (Ct-Cr,)alkyl (said (Cj-C6)atkyl being
optionally substituted with one or more substituents Independently  selected
from OH, NR6R8, ary12 and halo), S(O)p(C1-C6)alkyl (said -S(O),(Cr-C6)alkyt
being optionally substituted with one or more substituents  35 independently
selected from OH, aryfz and halo), (C1CI)alkoxy (said (C1-C6)alkoxy being
optionally substituted with one or more substituents independently  selected
from OH, ary12 and halo), .C02(0,-C6)alkyl (said -COZ(C1-C6)aikyt being
optionally substituted with one or more substituents  Independently selected
from OH, ary12 and halo), WO 2006/1112718 1CT/1B20051002574 s
(CrC,)cycloalkyl (said (C3-C7)cycloalkyt being optionally substituted with
one or more substituents  independently selected from OH and halo), pyridyl,
and  arz 5 More preferably, R2 is: 3-pyridyl (optionally substituted with
one or more substituents independently selected from OH, -S(C1- Gs)alkyl,
(G1-GO)alkaxy, CF3 and halo), or  



10 phenyl (optionally substituted with one or more substituents
independently selected from (C1-Ce)alkyl, OH,  -S(C,-CB)aIkyl,
(Ci-Ce)alkoxy, CN, OF3 and halo). Yet more preferably, e is phenyl
(optionally substituted with one or more substituents independently
selected from methyl, ethyl, OH, ON, CF3, Cl, F, -SCH3 and -OCH3). 15 Even
more preferably, R215 3-hydroxyphanyl, 4-hydroxyphenyt, phenyl,
3,4-dichlorophanyl, 4- methylphenyl, 3-methoxyphenyl,
4-hydroxy-3-methylphenyl, 3-methyiphenyl or4-hydroxy-3-chlorophenyt.  In an
alternative embodiment, H2 is preferably pyridyl or aryl,  20 said pyridyl
and aryl each being optionally substituted with one or more substituents
independently  selected tram the group consisting of. halo,  -CM,  -CO2H 25
OH,  CONRSR$  (C1-C5)alkyl (said (C1-CB)aky! being optionally substituted
with one or more substituents independently  selected from OH, NRWRs and
halo), (C1C3)a1koxy (said (C1-CB)alkoxy being optionally substituted with
one or more substituents independently  30 selected from OH. C42H, arye and
halo), More preferably, R2 is: 3-pyridyl (optionally substituted with one or
more substituents independently selected from OH, (C1- Ca)alkyl,
(C1-06)alkoxy and CF3), 35 or phenyl (optionally substituted with one or
more substituents independently selected from (C,-C$)atkyt, OH ,
-S(C1-Ce)alkyi (wherein said -S(C1-Cs)aikyl is optionally substituted with
OH), (C,-C6)alkoxy (wherein said  (C1-C6)alkoxy is optionally substituted
with OH), ON, CF3 and halo). WO 20061018718 PCTIIB20051002574  -9 Even more
preferably, R2 is phenyl optionally substituted with one or more
subsfituents independently  selected from (Cj-C4)alkyi, OH ,. -S(Cj-C4)alkyl
(wherein said -S(C; C4)alkyi is optionally substituted with  OH),
(01-C4)alkoxy (wherein said (Cj-C4)aikoxy is optionally substituted with
OH), CN, CF9 and halo). S Yet more preferably, R2 Is phenyl (optionally
substituted with one or more substituents independently  selected from
methyl, ethyl, OH, ON, OF3, 01, Band -OCH3CH2OH). Yet even more preferably,
R2 Is phenyl substituted with one or two substituents independently selected
from OH, Cl, ON, methyl and -OCH2CH2OH, 



10 i  Preferably, when R2 is substfuted phenyl, the substitution is at the
3- andlor 4- positions of said phenyl. in another preferred embodiment, when
R2 is phenyl substituted with a hydroxyethoxy substituent, said
hydroxyethoxy substituent is at the 3 (meta) position of the phenyl. 15 In a
particularly preferred embodiment of the Invention, R2 is substituted phenyl
according to any one of the  embodiments or preferences herein, wherein the
R2 phenyl is substituted with at toast one hydroxy  substituent, or at least
one hydroxyethoxy substituent, more preferably at least one hydroxy
subslituent. 20 In a preferred embodiment of the invention, R2 is phenyl
substituted by: 3-chioro and 4-hydroxy, 3-cyano and 4-hydroxy, 3-hydroxy,
4-hydroxy, 3-hydroxyethoxy, 3-hydroxy and 4- ohicro, or 3-hydroxy and
4-cyan, In another'embodiment, R2 is preferably, 3-hydroxyphenyl,
4-hydroxyphenyl, phenyl, 4-methylphenyi, 3- 25 methylphenyl, -OCH2CH2OH or
4-hydroxy-3-chlorophenyl. Preferably, R3 is pyridyl or aryl, wherein the
pyndyt and aryl are each optionally substituted with one or  more
substituents independently selected from the group consisting of; halo,  30
-ON,  00211  OH,  CONR$RG  (Cj-C6)alkyl (said (C,-Cs)aikyl being optionally
substituted with one or more substituents independently  35 selected from OR
NRSR5, aryf2 and halo), -S(O)Q(Cj-Cc)aikyI (said -S(O)p(Cj-C8)alkyl being
optionally substituted with one or more substituents  independently selected
from OH, aryl2 and halo), (Cj-C6)alkoxy (said (Cj-C6)alkoxy being optionally
substituted with one or more substituents independently  selected from OH,
aryl2 and halo), WO 20 0 610 1 8 71 8 PCT/IB20051002574  -10
-CO2(G,-Cs)alkyi (said -CO2(C,-Cs)alkyl being optionally substituted with
one or more substituents  independently selected from OH, aryi2 and halo),
(C3-07)cycloalkyl (said (Cs-C7)cycioalkyl being optionally substituted with
one or more substituents  independently selected from OH and halo), 5
pyridyl, and 2 1  aryl , 



or, alternatively, R3 is preferably (C,-O6)aIkyl, optionally substituted
with one or more substituents  independently selected from OH, halo, and
(C,-Cs)alkoxy. 10 More preferably, R3 is aryl, optionally substituted with
one or more substituents Independently selected  from the group consisting
of. halo,  OH,  (C,-Cs)alkyl (said (01-Cs)alkyl being optionally substituted
with one or more substituents Independently 15 selected from OH and halo),
(C,-Cs)alkoxy (said (C,-O6)alkoxy being optionally substituted with one or
more substituents independently  selected from OH and halo), or R2 is
(C,-C6)aikyl. 20 Even more preferably, R2 is phenyl (optionally substituted
with one or more substituents independently  selected from: Cl, F, OH,
methyl, ethyl, isopropyl, CF3, methoxy, ethoxy (said methoxy and ethoxy each
being optionally substituted by OH), or R3Is isopropyl. 25 In an alternative
embodiment, R3 is preferably pyridyl or aryl, wherein the pyridyf and aryl
are each  optionally substituted with one or more substituents independently
selected from the group consisting of.,  halo, -Ctd,  -CO211  30 OH,
CONRfiR6  (C,-Ce)alkyl (said (C,-C6)alkyi being optionally substituted with
one or more substituents independently  selected from OH, NRSR5, aryl2 and
halo), ~S(O)p(C,-Ce)alkyt (said -S(O)p(C,-C6)alkyi being optionally
substituted with one or more substituents  35 Independently selected from
OH, aryl2 and halo), (C,-C5)aikoxy (said (01-00)alkoxy being optionally
substituted with one or more substituants Independently  selected from OH,
aryiz and halo), CO2(C,-C4)alkyl (said -CO2(C,-Cs)alkyl being optionally
substituted with one or more substituents  independently selected from OH,
arylZ and halo), WO 20061018718 YCT11B20051002574  11 (C3-C7)oycloalkyl
(said (C3-C7)cyclnalkyl being optionally substituted with one or more
substituents  independently selected from OH and halo), or, altemativety, R3
Is preferably (C1-CB)alkyt, optionally substituted with one or more
substkuents  



independently selected from OH, halo, and (C,-CB)alkoxy. 5  i More
preferably, R3 is aryl, optionally substituted with one or more substituents
independently selected  from the group consisting of., halo,  OH,  10 CN,
(C,-Ce)aikyl (said (Cr-C5)alkyl being optionally substituted with one or
more substituents independently  selected from OH and halo), (C,-C6)alkoxy
(said (C,-CG)atkoxy being optionally substituted with one or more
substituents independently  selected from OH and halo), 15 -S-(Ci-C6)alkyi
(said -S-(Cj-Ce)a(kyl being optionally substituted with one or more
substituents  independently selected from OH and halo), or R3 is
(Os-CS)alkyi. Even more preferably, R3 is phenyl (optionatiysubstituted with
one or more substituents mdependenfy  20 selected from: CN, Cl, F, OH,
methyl, ethyl; isopropyl, CF9, -S-(Ci-C4)alkyl (said -S-(Ct-C4)aikyl being
optionally substituted by OH), methoxy, ethoxy (said ethoxy being optionally
substituted by OH), or R3 is isopropyl, Yet even more preferably, A3 is
phenyl substituted with one or two subst)krents independently selected  25
from Cl, F. CN, OH, -S-methyl, OCHa, -SCH2CH2OH and -OCH2CHEOH, Ina
particularly preferred embodiment of the Invention, R3 is substituted phenyl
according to any one of the  embodiments or preferences herein, wherein the
R3 phenyl is substituted with at least one hydroxy  substituent, or at least
one hydroxyethoxy substituent, more preferably at least one hydroxy
substituent. 30 In another particularly preferred embodiment of the
Invention, Rats phenyl substituted with:  2-hydroxy and 5-chioro, 2-hydroxy
and 3-chloro, - 3-hydroxy and 2-chioro,  35 5-hydroxy and 2chloro, 3-cyan
and 4-hydroxy,  2-hydroxy, or  2-OCH2CH2OH. WO 2006101R718 PCT11B20051002574
-12 



Preferably, when R3 is substituted phenyl and at least one substituent is
-S-(Cr-C6)aikyl, -S-(Cr-C4)aiiryl or  -SCH2CH20H, the S-(C1
C6)aikyf,.-S-(C1-C4)alkylor-SCHaCHZOH is present at the ortho position
(position 2-) of the phenyl {  . - 5 More preferably SO is phenyl
substituted with at least one substlfuent selected independently from -S
methyl and -SCH2CH2OH, wherein said -5-methyl or -SCH3CH20H is present at
the ortho position  (position 2) of the phenyl Preferably, R5 and Rs are
independently selected from H, methyl and ethyl.  10 Preferably, "aryl" and
aryl2" are phenyl (optionally substituted with one or more substituents
independently  selected from halo, -ON, OH, and R8 ). Preferably, R is
(C1-C9)a kyt, (C,-CQ)alkoxy or (C2-C.)cycloatkyl (each (C1-CB)aikyl,
(Ci-C6Jalkoxy and (Ca- 15 Cr)oycloalkyl being optionally substituted with
one or more substituents independently selected from OH  and halo). More
preferred R6 groups are CFO, methyl, methoxy, ethyl, efhoxy, -OCH2GHz0H,
SCH2CH20H, S-Me and cyclopropyl. 20 Preferably, pis 0. Preferably, Ro is
heteroaryl2, heterocyclyl2, aryl2, aryroxy or heteroaryl2oxy;  25 More
preferably, Fig is heteroary12or aryl2. C.J% Even more preferably, R9 is
pyridyl or phenyl (said pyrxlyt or phenyl being optionally substituted by
one or  more OH or halo). 30 Even more preferably, H9 is phenyl. Another
particularly preferred embodiment of the invention is the compound of
formula (1) according to any  one of the embodiments or preferences heroin,
wherein at least one of R3 and R3 is substituted phenyl,  wherein said
substituted phony) is substituted with at least one hydroxy substituent or
at loast one 35 hydroxyethoxy substituent, more preferably at least one
hydroxy substituent. Preferably, "carbocyclyr and "carbocyclyl2" are each
independently selected from cyclopropyl, cyolobutyl,  cyclopentyl and
cyclohexyl (each cyclopropyl, cyctobutyl, cyclopentyl and cyclohexyl
optionally substituted  with one or more OH). WO 20061018718
PCTIM20051002574  -t3 Preferably, "heterocyclyf" and "heterocyclyl2i are
each independently selected from pyrrolidinyl,  tetrahydropyranyl,
tetrahydrothiopyranyl, piperidinyl, morpholinyl, 1,4-dlihlanyl and
piperazinyl (each  pyrrolidinyl, tetrahydropyranyl, tefrahydrothiopyranyl,
piperidinyl, morphollnyl,1,4-dithianyl and piperazinyl  



4 5 optional4y substituted with one or more OH): Preferably, "heteroaryl",
and "hetoroaryia', are each independently selected from pyrazotyl,
Imidazolyi,  tetrazolyl, pyddyl, pyridazinyl, pyrimidinyl, isoqulnolinyl and
pyrazinyl (each pyrazotyl, imidazolyl, tetrazolyl,  pyridnyl, pyridazinyl,
pyrlmldinyl, isoquinolinyl and pyrazinyl being optionally substituted with
one or more  t0 OH). More preferably, "heteroaryl" is pyridyl or
isoquinolinyf, each optionally substituted with one or more OH.  According
to another embodiment, a compound of forms Ia (I), or a pharmaceutically
acceptable salt and/or  15 solvate (including hydrate) thereof, wherein. R'
is GH3, SCH3, CH2CH3 or CH2SCH3;  H'a is CHs; R2 is pyridyl, isoquinolinyi
or phenyl, said phenyl being optionally substituted with one at more
substituents  independently selected from SG143, Cl, F, Br, ethyl, methyl,
methoxy, OH,-benzyloxy, CP3, CO2H, COaEt,  20 CN,-OCO2H, hydroxyethoxy, and
-C(O)NHCH3; and R3 is isopropyl or phenyl, said phenyl being optionally
substituted with one or more substituents  independently selected from Cl,
OH, F, berrzytoxy, methoxy, hydroxyothoxy, isopropyl, methyl, ethyl,  SCH3,
CO2H, hydrexyethylthio and CN; is preferred. According to a further
embodiment, a compound of formula (I), or a pharmaceutically acceptable salt
25 and/or solvate (including hydrate) thereof, wherein: R' is CHs, SCH3, or
CH2SCHa;  Fila is CHs; R2 is phenyl, said phenyl being optionally
substituted with one or more substituents independently selected  from SCH3,
CI, OH, ON and hydroxyethoxy; and 30 A3 is isopropyl or phenyl, said phenyl
being optionally substituted with one or more substituents  independently
selected from CI, CH, hydroxyothoxy, SOH3i hydroxyethyithio and ON; is more
preferred.  in another embodiment there is provided a-compound of formula
{I) wherein each R', 810, R2 and H3  substituent is independently selected
from the substituents as defined in any of the preferred or alternative 35
embodiments herein, Including any combination of said preferred or
alternative embodiments. A preferred group of compounds is that Iriwhich
each substituent is as specified in the Examples below.  Preferably, the
compound of formula (1) is selected from a compound as specified in the
Examples below. WO 20061018718 PCT11B20051002374 -14- kk  A preferred group
of compounds is that in which each substltuent Is as specified in the Ilst'
below. Preferably, the compound of formula (I) is selected from the list:  5
list'.. N-{3-tert-Butyl-1-(4-(methylthio)phenyll-1
H-pyrazol-5-yl}-N-{2-[(3.sopropyl[1,2,4]triazolo[4,3-a]pyridin-6- 



yl)thi o]benzyl }urea, N j3-tert-butyl-l-[3-(methyithio)phenyl]-i
H-pyrazol-5-yl]-N'-[2-[(3-isopropyl[1,2,4]iriazolo[4,3-a]py(din-6-
yI)thic]benzyl}urea, 10 N-[3-tert
butyl-l-(3,4-dichiorophenyt)-1H-pyrazol-5-yl]-N'-{2-[(3-isopropyl[1,2,4]tria
zolo[4,3-alpyridin-6- yl)thiojbenzyljurea, ethyl
4-(3-ter!-butyl-5-{[({2{(3-[sopropyl[1.2,4]tdazolo[4,3-a]pyridin-6-yl)thto]b
enzyl}amino)carbonyt]amino]- 1H-pyrazol-i-yl)benzoate, ethyl
3-(3-tert-butyl-5-{(({2-[(3-i sopropyi[1,2,4]triazolo[4,3-a]py(d
in-6-yl)thio]benzyl}amino)carbonyl]amino)- 15 1 H-pyrazol-1-yl)bonzoate,
N-j3-tert-butyl-1-(4-cyanophonyl)-1
H-pyrazol-6-yi]-N'-(2-[[3-isopropyl[1,2,4Jtriazolo[4,3-a]pyridin-6-
yi)th[o]trenzyl)urea, N-[3-tart-bury-1-(3-cyanophenyl)-1
H-pyrazol-5-yll-N'-(2-[(3-isopropyl[1,2,4]tiiazolo[4,3-a]pyridin-6- y I) th
i o]be nzy !)urea, 20 N-(3-tert-butyl-1-phenyl-1
H-pyrazol-5-yl)-N'-{2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6- yl)thi
o]benzyl} urea, N-[3-tort-butyl-l -(4-methyl ph enyl)-1
H-pyrazol-5-yl]-N'-{2-[(3-isop ropyl[1, 2,4]triazolo[4, 3-a]pyridin-6-
ygthielbenzyl}urea, N-[3-tert-butyl-l -(4-methoxyphenyl)-1
H-pyrazol-5-yl]-N'-{2-[(3-isopropyl(1,2,4]triazalo[4,3-a]pyridin-fr  25
ynthio)benzyl)urea, N-[3-tort-butyl-l-(4 methoxy-3-mefhylphesryi)^1H-pyrazol
5 Y1l-IJ'-[2-[(3-isapropyl[1,2.4jttazalo[4.3- a]pyr[din-6-yl)thlo]be
nzyl}urea, N-[3-tert-butyl- I -(3-methoxyphenyl)-1
H-pyrazol-5-yl]-N'-{2-[(3-isopropyl[1,2,4]triazolo[4,3-alpyridin-6-
yl)thio]benzy I)u rea, 30 N-[3-tert-Butyl-l14-methylphenyl)-1
H-pyrazol-5-yl]-N'-(2-{[3-(2-chtoro-4-hydroxyphenyl)[1,2,4]triazo1o[4,3-
alpyridin-6-yllthi o}benzyi)urea, N-[3-tert-Butyl-l -(4-meth ylphenyi)-1
H-pyrazol-5-yl]-N^(2-{[3-(2-chtoro-5-hydroxyph anyl)j1,2,4]triazol o14, 3-
a]pyridin-6-yI thio}benzy[)urea, N-{3-[l
,1-Dimethyt-2-(methylthio)etltyl]-1-phenyl-i
H-pyrazol-5-yl}-N'-{2-((3-[sopropyl{1,2,4)triazolo[4,3- 35
a3pyridln-5-yl]thio]benzyllurea, N-[3-[1,1-dim
ethyl-2-(methylthio)ethyl}-1-(4-methylphenyl)-i H-pyrazo}-5-y9-N'-{2-[(3-
lsopropyl[1,2,4]triazolo[4,3-a]pyridin 6-yl)thio]benzyi}area,
N-{2-[(3-isopropyl[1,2,4]tdazoloj4,3-a]pyddin-6yl)thiolbenzyl}-N'-{3-[f-meth
yl-1-(methylthio)ethyil-l-phenyl- 1 H-pyrazol-5-yl)u rea, WO 20061018718
PCFlIB20051002574  -15 



N-fi f2-(benzytoxy)phenyq-3-[1-methyl-l-(meihylthio)ethyl}-1
H-pyrazol-5-yl)-N'-{2-[(3- isopropyl[1, 2,
4]triazoloj4,3-a]pyrtdin-6-yi)thiojb enzyl}urea, N-{1-(4-chlorophanyo-3-f
i-methyl-i -melhylihio)ethyl]-1 H-pyrazol-5-yl}-N'-(2-[(3-
isopropyl[i,2,41triazoto(4,3-a]pyrldin-6-yl)thiojbenzyl)urea,  5
N-(2-j(3-isopropyl[1,2,4]triazofo[4,3-a]pyridin-8-yl)thlo]bepzyl}-N'-{3-[1-m
ethyl-1-(mothyfthio)ethyl)-1-(4- (t(dluorcmethyl)phenyll-i
H-pyrazol-$-ypurea, N-(2-(f3-[2-(benzyloxy)phenyll(1;
2,4]triazolo[4,3-a]pyridin-6-yl}thio)benzylj-N'-(3-[i-methyl-l -
(msthylthio)elhyl]-i-phenyl-i H-pyrazoi5-yl}urea,
N-(2-((3-[2-(benzyloxy)phenyt][1,2,41triazoia[4,3-ajpyridin-6-yl}thio)benzyl
]-N'-{i-(4-ohlorophenyl)-3- 1- 10
methyl-i-(methyfthio)ethyl]-1H-pyrazol-5-yl)urea,
N-[2-({3-[2-[benzyloxy)phenyl][1,2,4]triazolof4,3a]pyridin-6
yl)tho)benzylj-N'-(3-[1-methyl-l-
(methyllhio)ethyq-l-f4-(t(fftuoromethyt)phenyll-Iii-pyrazol-5-yi)urea,
N-[3-tart-Butyl-i -(3-hydroxyphenyl)-1
H-pyrazol-5-yl)-N'-(2-[(3-isopropyl[1,2,4jtriazoto[4,3-a]pyridin-6- y l}1hi
o)be nzyl}urea, 15
N-(3-tent-Butyl-l-(4-hydro)cy-8-methylphenyt)-1H-pyrazol-5-yq-N'-{2-[(3-isop
ropyI[1,2,4]tnazolo(4,3- ajpyridin-6-yl)thiojb enzyl}urea; N-f
l-(3-Hydroxyphenyl)-3-[1-methyl-l-(methylthio)ethyl]-1
H-pyrazol-5-yl}-N'-{2-[(3- l s oprapyl [1, 2,41tri azo 10[4,3-a1 pyri di
n-6-yp thi o] benzyl}urea, N-(2-f
[3-(2-hydroxyphenyt)[1,2,4jtriazofo[4,3-e]pyridin-6-y[]thio}benzy()-N'-{3-(1
-methyl-l-(methylthio)ethyll- 20 1-phenyl-i H-pyrazol-5-yl}urea,
N-fl-(4-chlorophenyl)-3-[l-methyl-l -(methylthio)ethyl]-1
H-pyrazol-5-yl}-N'-(2-{[3-(2- hydroxyphenyl)[1,2, 4ltriazolof4,3-a]pyr(din-6
-y1]thio)benzyl)uree, N-(2-([3-(2-hydroxyphenyl)f
1,2,4]triazolo[4,3-a]pyridin-5-yl]thiojbenzyl)-N'-{3f
i-methyl-1-(methylthio)ethyl]- 1-[4-(tritluoremethyl)phenyl]-1H-pyrazol-5
yl}urea 25 3-(3tort-Butyl-5-(3-[2
(3-isopropyl-[1,2,4]triazoloj4,3-alpyddin-5-ylsulfanyl)-benzyl]-ureido}-pyra
zol-iyl)- benzoic acid,
4-(3-tart-butyl-5-([({2-[(3-isopropyl[1,2,4]trlazolo[4,3-a]pyridin-8-yi)thio
]benzyl) amino)carbonyl]amino}-i H- pyrazol-l-yl)benzoic acid,
N-[3-tart-Butyl-t-(4-hydroxyphenyl)-1 H-pyrazol-5-yl]-N'-{2-f
(3-isopropyt[1,2,4]triazofoj4,3-ajpyridin-6- 30 yl)thiolbenzyl]urea,
N-[3-tert-Butyl-l-(3melhylphenyl)-l
H-pyrazol-5-yl]-N'-{2-f(3-isopropyl[1,2,411riazolo[4,3-alpyridin-6-
yl)thlo)be nzyf}urea, N-(3-tert-butyl-l -pyridin-3-y1-1
H-pyrazol-5-yl)-N'-(2-[[3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-5-
yl)thto]benzyl]urea, 35
N-(2-{f3-(2-hydroxyphenyl)[1,2,4]tdazolc[4,3-alpy(din-6-ygthio}benzyl)-N'-f3
-[i-methyl-i-(methylthio)ethyq- 



1-pyrldi n-3-yl-l H-pyrazol-5-yljurea, N-{2-[(3-isopropyl[
I,2,4]triazolo[4,3-a]pyridin-6-yl)thio]benzyl}-N'-[3-[1-methyl-l-(methylthic
)elhyl]-1-(4- melhylphenyl}-l H-pyrazol-5yljurea, WO 20OW018718
PCTII820051002574  16 N-[3-tort-Butyl-l -(4-methy)phenyl)-1
H-pyrazol-5-YI)-W-(2-([3-(2-hydroxYphenyl){1,2,4)trlazolo[4,3-a)pyridin-
6-yl]thio]benzyi)urea,
N-(2-{(3-(2-Hydroxyphenyl)[1,2,4]triazolo[4,3-ajpyridin-6-yljthio}benzyl)-N'
-[3-[t-methyl-l- (methyithio)ethylj-l -(4-methylphenyl)-1
H-pyrazol-5-yljurea, 5
N-(2-([3-(2-hydroxy-4-methylphenyl)[1,2,4]triazofo[4,3-a]pyridin-6-yl]thio)b
enzyl)-N'-[3-[1-methyl-l- (methylthio)ethyl]-1-(4-methylphenyl)-i
l-1-pyrazol-5-yljurea,
N-{2-[(3-isopropyi[1,2,4]triazolo[4,3-a]pyridin-8-ylithio]benzyl}-N'-(a-[1-m
ethyl-l -(methyflhio)ethylj-1-(3- methylphenyl)-1 H-pyrazol-5-yt]urea,
N-[3-tert-Butyl-l -(3-methylphenyl)-1
H-pyrazol-5-ylj-N'-(2-([3-(2-hydroxyphenyl)[1,2,4jtriazolo[4,3-a]pyrfdin- 10
6-yl]thio}benzyl)urea, N-(2-([3-(2-hydroxyphenyl)[i ,2, 4]triazofo[4,
3-a]pyridin-6-yt]thio)benzyl)-N'-[3-[l -methyl-l -(methylthio)ethylj-
1-(3-methytpheny[)-1 H-pyrazol-5-yljurea,
N-(2-{[3-(2-hydroxy-4-methylphenyl)[i,2,4jtriazofo[4,3-a]pyridin-6-yl]thio}b
enzyg-N'-t3-[i-methyl-l- (methylthio)ethyl]-1-(3-methylphenyl)-1
H-pyrazol-5-yl]urea, 15
N-13-tert-Butyl-l-(3-methylphenyl)-1H-pyrazol-5-yl]-N'-(2-{[3-(2-hydroxy-4-m
ethytphenyf)(1,2,4]triazolo[4,3- ajpyddin-6-yl]thio) benzyl}urea, N-[3-fl
,i; dfinethy)-2-(methylthio)ethyl]-1-phenyl-1H-pyrazol-5-yl}-N'-(2-{[3-(2-
hydroxyphenyl)[1,2,4]triazolo[4, 3a]pyridin-6-ylithio}benzyl)urea,
N--2-{(3-(2-hydroxy-4-methylphenyl)[1,2,4]triazolo[4,3
alpyridin-6-yl]thlolbenxyl)-N'-(3-[i-methyl-l- 20
(methyithio)ethyl]-1-phenyl-1 H-pyrazol-5-yl}urea,
N-t3-[1,1-dimethyl-2-(methylthio)ethylj-l -(4-methylphenyl)-1
H-pyrazol-5-yl)-N'-(2-{[3-(2- hydroxyphen 4){1,2,4]t
iazolo[4,3-a]pyridin-6-yl]thio}benzyf)urea,
N-[3-T1,1-dimettlyl-2-(methyithio)ethyl]-1-(3-meihylphenyl)-1
H-pyrazol-5-yl]-N'-(2-([3-(2-
hydroxyphenyi)[1,2,4jtriazoto[4,3-a]pyridin-6-yl]thio}benzyl)urea, 25
N-[3-(1,1-dlmethyl-2-(methyithio)ethyl}-1-(4-hydroxyphenyi)-1H-pyrazol-5-yl]
-N'-{2-((3- lsopropyl(1, 2, 4)triazofa[4, 3-a}pyridin-6.yl)thiojbenzyl)urea,
N-[3-[1,1-dfinethyl-2-(methylthio)ethylj-1-(3-hydroxyphenyl)-1
H-pyrazol-5-yf]-N'-(2-[(3- isopropyf[l ,2,4]triazolo[4,
3-a]pyridin-6-yl)thio)benzyl)urea, N-(3-tort-Butyl1-(4-chioroph enyl)-i
H-pyrazol-5-yfj-N'-(2-([3-(2-hydroxyphenyt)[1,2,4]triazolo[4,3--ajpyridf n-
30 6-ylj hlo)benzyi)urea, 



N-[3-tart-Butyl-l -(4-chlerophenyl)-1
H-pyrazol-5-yl]-N'-(2-{[3-(2-hydroxy-4-methylph anyl)(1, 2,4]iriazolo[4, 3-
a}pyridin-6-yfjthio}benzyl)urea,
N-(1-(4-chiomphenyl)-3-ti-methyl-l-(mathylthio)et y$J-i
H-pyrazol-5-yl}-N'-(2-([&(2-hydroxy-4- methylphenyl)[1,
2,4jtrlazolo[4,3-a)pyridin-6-ylithio}benzyl)urea, 35
N{3-tert-butyl-l-(3-ethylphenyl}1H-pyrazol-5-yi]-N'-(2-{[3-(2-hydroxypheny(}
[1,2,4]triazolo[4.3-aipyrfdin-6- yljthio}benzyl)urea,
N-[3-tert-butyl-l-(3-ethylphenyl)-1
H-pyrazol-5-yl]-N'-(2"{13-(2-hydroxy-4-methylphenyl)[1,2,4]triazolo[4,3-
a]py6din-6-yl]thfo}benzyi)urea, WO 2006/018713 PCTl1B2005/002574  -17
N-{i-(3 ethyiphenyt)-3
[i-methyl-i-(methyithio)ethy!j-1H-pyrazol-5-y1)-N'-(2-([3-{2-hydroxy-4-
methylphenyl)[1,2,4]trlazolo[4,3-a]pyridin-6-yl]thi o}benzyf)urea,
N-{3-tott6ufyf-i-[A-{tritfuoramefhyl)phanYtliK-AYmLOf-S-yf)-N`-(2'(ES-(2-hyd
roxyphenyl)[i,2,4jtriazolo[4,3- a]pyridin-6-yl]thio)benzyl)urea, 5
N-{3-tent-butyl-l-[4-(tfdluoromethyl)phonyt]-1H-pyrazot-5-yq.N'-(2-([3-(2-hy
droxY-4- methyfphenyi)(1,2,4)tdazolo[4,3-a)pyridi n-6yi)thio}benzyl)urea,
N-(2-{[3-(2-hydroxy-4-methyiphen)f)[1,2,4]triazofo[4{3-ajpyrtdin-S-yilthio)b
enzyl)N'-{3-(1-methyl-i-
(methyithio)ethyfj-l-[4-(trffluoromethyl)phenyi]-1H-pyrazot-5-y!}urea,
N-{2-[(3-isopropyl[1,2,4]triazolo[4,3-alpyridin-6-y!)thiojbenzyf
-N'-{3-(1-methyl-l-(methy(thio)ethyf]-i-[3- 10
(trifluoromethyl)phenyl]-1H-pyrazol-5-yl}urea, N-(2
{j3-(2-hydroxyphenyi)[1,2,4}triazota[4,3-a}pyi din6 y1)thio)benzyi)-N'-(3
[i-matbyl-i-(methylthio)ethyl)- 1-[3-(tr
ffuoromethyi)phanyl]-iH-pyrazot-5-yr)urea,
N-(3-tert-butyl-l-[3-(triflunromethyl)phenylj-1H-pyrazot-5-yl)-N'-(2-{[a-(2-
hydroxyphenyl)[1,2,4]triawlo[4,3- a]pyridin-6-yf]thio}benzyf}urea 15
N-{3-left-butyl-l-(3-(trftluoromethyi)phenyl}-lH-pyrazol-5-yi}-N'-(2-([3-(2-
hydroXy-4- methylphenyl)[1,2, 4]itazoloj4,3-a)pyridin-6-y!]thio}benzyt)urea,
N-{2
{[3-(2-hydroxy-4-methylphenyl)[1,2,4)triazoio[4,3-a]pyridin-6-y!}thio}benzyi
)-N'{3-[1-methyl-i- (rnethylthlo)ethyl}-i-(3-(trifluoromethyl)phenyl]-1
H-pyrazol-5-yl)urea, N-(l
-(4-eyclopropylphenyl)-34i-methyi-i-{methyl(hio)elhyf)-1
H-pyrazol-S-yl}-N'-(2[(3- 20
isopropyf[1,2,41triazolo[4,3a}py(din-6-yl)tili6]benzyi]urea;
N-(1-(4cyolopropytphenyt}-341-methyl-1
(methylthio)ethyl]-1H-pyrazot-5-yt}-N'-(2-{[3-(2-
hydroxyphenyl)[1,2,4jtriazolo[4, 3-ajpyrldln-6-yl]thio}benzyl)urea,
N-[3-tert-butyl-l 44-cyclopropylph enyi)-1
H-pyrazol.5-yf-N-(2-([3-(2-hydroxypbenyl)[ 1 ,2,4]triazoio[4, 3-
alpyrdin-6-yl]tfilo)benzyf)urea, 25
N-[3-tert-butyl-l-(4-ayclopropyiphenyt)-1H-pyrazol-5yl)-N'-(2-i[3-(2-hydroxy
-4- 



methylphenyl)(1,2,4]triazolo[4,3-ajpyrid!n-6-yl]thio}benzyf)urea,  t
N-(1-(4-cycIopropylpheny!}-3-[7-methyl-l-(ratethytthio)ethyl)-iH-pyrazef-5-y
i)'N'-(2-((3-(2-hydroxy-4 methyiphenyf)[1,
2,4]triazoio[4,3-a]pyridin-6-'yi)thio}benzyl)u rea,
N-{1-(3-cyelopropylphenyl)-S-[i-methyl-l-(methylihio)ethyl]-1
H-pyrazot-6-yl}-N"-(2-[{3- 30
isopropyl[1,2,4]trazolo[4,3-a]pyridin-e-yi)thio)benzyl)urea,
N-{1-(3-cycioprnpytphenyf)-3-[1-methyl-l-[methylihio)ethyl]-1
H-pyrazot-5-yl)-N'-(2-([3-(2- hydrgxyphenyl)(1,2,
4]triazofo[4,3-a)pyridin-6-yl]thio]benzyt)urea,
N-[3-tort-butyl-l-(&cyclopropylphenyl)IH-pyrazot-5-yl)-N'-(2-{[3-(2-hydroxyp
henyl)[1,2,4]triazolo[4,3- a}pyridin-6-ygthio}benzyi)urea, 35
N-[3-tort-butyl-l-(3-cyciopropylphenyl)-1H-pyrazot-5-yi]-N'-(2-{[3-(2-hydrox
y-4- methylphenyt)[1,2,4]tdazolof 4,3-alpyridin-6-yllthio)benzyl)urea, N-{l
-(3-cyclopropylphony!)-3-[1-methyt-l -(methylthio)ethyl)-i
H-pyrazot-5-yt}-N`-(2{[3-(2-hydroxy-4-
methylphenyl)(1,2,4]trlazoio[4,3-a)pyridin-6-ylllhlo)benzyl)uraa, WO
20061018718 PCTA113208510 0 2 5 74  -18 N-(1-(3,5-dtmethylphenyl)-3-jl
-methyl-l -(methylthio)ethyl]-1 H-pyrazoi-5-yl)-N'-(2-[(3- isopropyl[i
,2,41(riazolo[4,3-a]pyridin-6-yl)thio}be nzyl)uie a,
N-(1-(3,5-dimethylphenyl)-3-(1-methyl-l-(methylthio)sthylj-1
H'pyrazol-5-yl)-N'-(2-{(3-(2- hydroxyphenyl)[t,2,4]triazolo[4,
3-a]pyridin-6-yl]thio}benzyl)urea, 5
N-[3-tart-butyl-1-(3,5-dimethylphenyi)-1H-pyrazol-5-yl]-N'-(2
{[3(2-hydroxyphenyl)j1,2,4]triazolo[4,3- a]pyridin-6-yi]thio}ben zyt)urea,
N{3-tert-butyl-i -(3,5-dimethylphenyl)-i
H-pyrazo(-5-y9j-N'-(2-{[3-(2-hydroxy-4-
methy)phenyl)[1,2,4]triazolo(4,3-a]pyridin-6-y1]th;o}benzyl}urea,
N{i-(3,5-dimethylphenyi)-3-(1-methyl-i-(methylthio)elhylj-1 H
pyrazol-5-yI)-N'-(2-{{3-(2-hydroxy44 10
methylphenyl)[1,2,4)trlazoio[4,3-a]py(din-6-yt]thio)benxyl)urea.,
N-(l-(4-hydroxyphenyl)-3-[1-methyl-i-(methylthio)ethyl]-1H-pyrazol-5-yi}-N'-
{2-[(3- isopropyl[1,2,4]trlazoio[4,3-a]pyridin-6-yi)thio]benzyl}urea,
N-[3-ted-Butyl-i -(4-hydroxypheny[)-1
H-pyrazol-6-yJJ-N'-(2-{[3-(2-chlorophenyl)[1,2,4]triazolo[4,3-a]pyrid[n-6-
yijthio}benzyQurea, 15
N-(1-(4-hydroxyphenyl)-3-[1-methyl-i-(methylthio)ethyl]-1H-pyrazol-5-yl)-N'-
(2-{[3-(2- methylphenyl)[1,2,
4]triazolo[4,3-a]pyridin-6-yi]thio}benzy!)urea,
N-[3-tart-butyl-t-(3-hydroxyphenyl)-i
H-pyrazol-5-yt}-N'-(2-((3-(2-chlorophenyl)(1,2,4]triazalo(4,3-a]pyridin-6-
yl]thio}benzyl)urea, N-{ i-(3-hydroxyphenyl)-3-[1-methyl-l
-(methylthio)ethyll-1 H-pyrazol-5-yt}-N'-(2-{[3-(2- 20
methylphenyl)[1,2,4]triazolo(4,3-a]pyridin-6-yl]thio}benzyl)urea,  



N-[3-tert-bury{-1-(3-chlorn-4-hydroxyphenyl)-1H-pyrazol-5-yl]-N'-{2-[(3-isop
ropyl[1,2,4]triazolo[4,3-a]py(din- 6-yl)thio]benzyl}urea,
N-{1-(3-chloro-+-hydroxyphenyl)-3-(i-methyl-l-(methylthio)ethyll-1
H-pyiazo1-5-yt}-N'-{2-[(3- isopropyl[1,2,4]tri
azolo[4,3-ajpy(din-6-yi)thialbenzyl}urea, 25
N-[3-tart-butyl-l-(3-chlrsro-4-hydroxyphenyl)-1H-pyrazol-5-yi]-N-(2-{(3-(2-c
hlorophenyt)[1,2,4jtriazoloj4,3- a]pyridin-6-yljthio)benzyl)urea,
N-{i-(3-chtoro-4-hydroxyphenyl)-3-[i-methyl-(methylthio)ethyll-1H-pyrazol-5-
yl}-N'-(2-([3-(2- methylphenyl)j1,2,41triazolo[4,3-ajpyridin-B-y
thio}benzyl)urea, N-[3-fart-butyl-l -{4-ohioro-3-hydroxyphenyl)-i
H-pyrazol-5'yl]-N'-{2-((3-isopropyl[1,2,41triazoia[4,3-ajpyridin- 30
6-yl)thiojbenzyi)urea, N-{ 1-(4-chloro-3-hydroxyphenyl)-3-[1-methyl-l
-(inethytthio)ethyl]-1 H-pyrazol-5-yl)-N'-(2-j(3- isopropylji ,
2,4)triazolo[4,3-a]pyridin-6-y!)thio]benzyU urea,
N-[3-tert-butyl-l-(4-chtoro-3-hydroxyphenyl)-1
H-pyrazol-5-yl]-N'-(2-{(3-(2-chlorophenyi)[1,2,4]triazoloj4,3-
a]pyridin-6-yl}thio)benzyl)urea, 35
N-{1-(4-chtoro-3-hydroxyphenyp-3-[I-methyl-l-(methylihio)elhyl]-1
H-pyrazol-5-yi)-N'-(2-{[3-(2-
meti)ylphenyl)[l,2,4]tnazoto[4,3-a]pyridin-6-yl thio}benzyl)urea,
N-(1-(4-hydroxy-3-methylphenyl)-3-{ 1-methyl-l-(methylthio)ethyl]-i
H-pyrazol-5-yl}-N'-{2-{($ is opropyi(i ,2,4]triazoi
o(4,3a]py(din-6-y!)thio]benzyllurea, WO 2006/018718 PCT11B20051002574  iI 19
N-[3-tert-butt')-1-(4-hydroxy-3-methylphenyl)-1
H-pyrazol-5-yl]-N'-(2-{(3-(2-chlorophenyl)[1,2,4ltrfazoio[4,3-
a]pyrldin-6-yl]thio}benzyl)urea,
N-(1-(4-hydroxy-3-methylphenyl)-3-[1-methyi-l -(methy1thlo)ethyl)-1
H-pyrazol6-yl}-N'-(2-{(3(2- methylph enyi)[1,2,
4]triazolo[4,3-a)pyridin-6-yI1thio]benzyl)urea, 5
N-[3-tert-butyl-l-(3-hydroxy-4-methyipheny)}-lH-pyrazol-5-yl]-N'-{2-[(3-isop
ropyl[i,2,4]iriazolo(4,3-a]pyridin- 6-yl)thlo]benzyl)urea,
N-{b(3-hydroxy-4-methylphenyl)-3-(1 methyl-l -(methyfthio)ethyl]-1
H-pyrazol-6-yl}-N'-(2-((3- isopropyi(i
,2,41triazolo[4,3-a)pyddln-6-yl)ihlo)benzyl}urea, N-[3-tart-butyl-l
-(3-hydroxy-4-methylphenyl)-1
H-pyrazol-5-yl]-N'-(2-{[3-(2-chlorophenyl)[1,2,4]triazoio[4,3- 10
a]pyrldin-6-y4thio}benzyt)urea,
N-{1-(3-hydroxy-4-methylphenyl)-3{1-methyl1-{me
hyfthio}ethyl]-iii-pyrazol-5yl}-N' (2  methylphenyl)[1,2,4)
triazolo[4,3-a)pyrldin-6--llthlo)tenzyt)urea,
N[3-tent-butyl-t-(4-ethyl-3-hydroxyphenyi)-1H-pyrazol-5-yl)-N'-{2.1(3-Isopro
pyl[1,2,4]triazolo(4, 3-a)pyridin- 6-yl)thio]benzyilurea, 15
N-{1-(4-ethyi3-hydroxyphenyi)-3[i-methy[-1-(methylthfo}ethytj-1Hpyrazal-5-t'
1]-N'-{2-{(3  



lsopropyl[ l ,2,4]triazolo(4,3-a]pyrldin-6=yi)ihio)benzyl]urea,
N-[3-tertbutyl-l -(4-ethyl-3-hydroxyphenyi)-1
H-pyrazolS-yt]-N'-(2-([3-(2-chlorophenyl)f l,2,4)triazoto[4,3-
a]pyrldin-6-yl]thlo}benzyl) ure a,
N-{1-(4-ethyl-3-hydroxyphenyi)-3-[i-methyl-1-(methyithio)ethytj-1
H-pyrazol-5-yf}-N'-(2-{[3-(2- 20
methylphenyi)[1,2,4]triazolo[4,3-a]pyri4n-8-yl)thfo}ben4i)urea,
N-(2-((3-(2-chtoro-4-hydroxyphenyt)[1,2,4]triazolo[4,3-a]pyrldin-6-yt]thio}b
enzyf)-N'-(3-[1-methyl i- (mothylthio)ethyl}-1-(3-methylphenyl)-1
H-pyrazol-5-yi]urea,
N-(2-{[3-(2-chforo-4-hydroxyphenyi){1,2,4]triazolo[4,3-a]pyrldin-6-yt]thto}b
enzyl)-N'-[3-[1-methyl-l- (methyithfo)ethyl]-1-(4-methylphenyf 4H-pyrazof
5-yl]urea, 25 N-[3-tart-butyl-l-(3-methylphenyl)-1
H-pyrazol-5-yl)-N'-(2-{(3-(2-chtoro-4-hydroxyphenyi)[1,2,4)triazolo{4,3-
a)pyrldin-6-yi)thio}benzyl]urea,
N-(2-{[3-(2-chiaro-5-hydro~ryphenyl}[1,2,41triazoto[4,3-a]pyrldin-6-yl]ti11o
}benzy!}-N'-[3-[1-meihyl-l-
(methylth)o)ethyt]-i-(3-methylphenyl)-IH-pyrazol-5-yl]urea,
N-(2-{[3-(2-chtoro-5-hydroxyphenyi)[1,2,4)triazolo[4,3-alpy(din6-yllthlo)ben
zyl}-N'-[3-[1-methyl-l 30 (methylthio)ethy))-1-(4-methylphenyl)-1H
pyrazol.5-y{]urea, N-[3-tart-butyl-l-(3-methylphenyl)-1H
pyrazol-5-yq-N'-(2-{{3 (2-ch{oro-5-hydroxyphenyi)t1,2,4]triazolo[4,3
a)pyrldin-6-yl)thio}benzyf) urea, N-[3-tart-bury!-i-(4-hydroxyphenyl)I
H-pyrazol-5-yt]-N'-{2-[(3-phenylf l,2,47triazoic[4,3-a)pyddin-6-
yl)thio]benzyl)urea, 35
N-[3-tart-butyl-l-(3-hydroxyphenyl)-iH-pyrazol-5-y)]-N'-{2-[(3-phenyl[1,2,4]
trfazofo[4,3-a]pyddin6- yf)thf o)benzyl}urea,
N-{1-(4-hydroxyphenyi)-3-[1-methyi-l-(methylthio)ethyfl-i
H-pyrazol-5-yt}-N'-{2-[(3-phenyf(1,2,4]triazolo[4,3-
a}pyrldin-6-yl)thfo]benzyl}urea, WO 2006/018718 PCT/182005/042574  -20
N-{3-(2-hydroxy-1,1-dimethylethyl)-f -[3-(2-hydroxyethoxy)phenyl]-1
H-pyrazol-5-yl}dJ-(2-{[3-(2- hydroxyphenyl)(1,2,
4]triazoloj4,3-a]pyridin-6-yl]thio]benzyi)urea N-[3-tent-butyl-f
($-hydroxyphenyl)-1
fl-pyrazol-5-yi]-M-[2-({3-[2-(methylsuftlnyi)phenyl]j1,2,4ltdazolo(4,3-
ajpyddin-6-yl}thio)benzyt]urea 5
N-[3-[1,1-dimethyl-2-(methylsultinyl)ethyl]-1-(3-tluorophenyl)-iH-pyrazol-5-
yl]-W-(2-{j3-(2- hydroxyphenyl)[1,2,4]triazoioj4,3-a}pyiidin-6-yl)thio)bent
l)urea and  N-{1-(3-hydroxyphenyl)-3-(i -methyl-1 -(methylthio)ethyl]-1
H-pyrazoi-5-yl)N`-{2-((3-
phenyl(1,2,4]triazolo(4,3-a]pyridin-6-yi)thio]benzyl]urea,  10 and the
salts, andlor solvates thereof. 



i Pharmaceutically acceptable salts of the compounds of formula (i) include
the acid addition and base salts  thereof. 15 Suitable acid addition salts
are farmed from acids which form non-toxic salts. Examples include the
acetate, asparlate, benzoate, besylate, bicarbonatelcarbonate,
bisulphate/sulphate, borate, camsylate,  citrate, edisylate, esylate,
formate, fumarate, gluceptate, gluconate, glucuronate, hexaffuorophosphate,
hibenzate, hydrochloddelchloride, hydrobromide/bremide, hydroiodide(odide,
isethionate, lactate, matate,  maleate, matonate, mesylate, methytsuiphate,
naphthylate, 2-napsylate, nicotinate, nitrate, orotate, 20 oxalate,
pafmitate, pameate, phosphate/hydrogen phosphateldihydrogen phosphate,
saceharate, stearate,  succinate, tartrate, tosyfate, adipate, cyclamate,
tannato, pyroglutamate, xinafoate (1-hydroxynaphthalene- 2-carboxylate) and
tritluoroacetate sails. Suitable base salts are formed from bases which form
non-toxic salts, Examples Include the aluminium,  25 arginine, benzathine,
calcium, chollne, diethylamine, diolamine, glycine, lysine, magnesium,
meglumine,  olamine, potassium, sodium, fromethamine and zinc salts.
Hemisalts of acids and bases may also be formed, for example, hemisulphate
and hemicalcium salts. 30 For a review on suitable salts, see Handbook of
Pharmaceuticals Salts: Properties, Selection. and Use by  Stahl and Wormuth
(Wiley-VCH, Weinheim, Germany, 2002). Pharmaceutically acceptable salts of
compounds of formula (1) may be prepared by one or more of three  methods: ,
35 (i) by reacting the compound of formula (1) with the desired acid or
base; WO 20061018718 PCT/1B20051002574  -21 (ii) by removing an acid- or
base-labile protecting group from a suitable precursor of.the compound of
formula (1) or by rIng-opening a suitable cyclic precursor, for example, a
lactone or lactam, using  the desired acid or base; or 5 (iii) by converting
one salt of the compound of formula (I) to another by reaction with an
appropriate  acid or base or by means of a suitable ion exchange column. All
three reactions are typically carried out In soiutlon. The resulting salt
may precipitate out and be  collected by filtration or may be recovered by
evaporation of the solvent. The degree of ionisation in the  10 resulting
salt may vary from completely ionised to almost non-ionised. The compounds
of the invention may exist in both unsolvated and solvated forms. The term
`solvate' Is  used herein to describe a molecular complex comprising the
compound of the invention and a  stoichiemetdc amount of one or more
pharmaceutically acceptable solvent molecules, for example,  15 ethanol. The
term 'hydrate` is employed when said solvent is water. Included within the
scope of the invention are complexes such as clathrates, drug host Inclusion



complexes wherein, in contrast to the aforementioned solvates, the drug and'
host are present in  stoichiemstrio or non-stoichiometric amounts. Also
included are complexes of the drug containing two or 20 more organic and/or
inorganic components which may fie in steichiometric or non-stoichiometric
amounts.  The resulting complexes may be ionised, partiaily'ionised, or
non-lonlsod. For a review of such complexes,  see 1 Pharm Soi, E4 (8),
1269-1288, by Halebfiari (August 1975). Hereinafter ail references to
compounds of formula (1) Include references to sags, solvates, hydrates and
25 complexes thereof and to solvates and complexes of salts thereof. The
compounds of the inQentlon include compounds of formula (1) as hereinbefore
defined, including all  polymorphs and crystal habits thereof, prodruds and
isomers thereof (including optical; geometric and  tautomeric isomers) as
hereinafter defined and isotopically labeled compounds of formula (1). 30 As
indicated, so-called 'pro-drugs' of the compounds of formula (I) are also
within the scope of the  invention. Thus certain derivatives of compounds of
formula (1) which may have tittle or no pharmacological  activity themselves
can, when administered into cr onto the body, be converted into compounds of
formula  (I) having the desired activity, for example, by. hydrolytic
cleavage. Such derivatives are referred to as 35 'prodrugs'. Further
information on the use of prodrugs may be found in Pro-drugs as Novel
Delivery  Systems Vol. 14, ACS Symposium Series (T. Higuchi and W. Stella)
and Sioreversibte Carriers in Orun  Des n Pergamon Press, 1987 (ed. P. B.
Roche, American Pharmaceutical Association). WO 2006/018718
PCTl1B20051002574  22  Prodrugs in accordance with the invention can, for
example, be produced by replacing appropriate  functionalities present in
the compounds of formula (1) with certain moieties known to those skilled in
the  art as 'Pro-moieties' as described, for example, in Design of Prodruns
by H, tsundgaard (Elsevier, 1985).  5 Some examples of prodrugs in
accordance with the invention include (I) where the compound of formula I
contains a carboxylic acid functionality (-COOH), an ester thereof, for
example, a compound wherein the hydrogen of the carboxylic acid
functionality of the compound of formula (1) is replaced by (C1-C5)alkyi; 10
(ii) where the compound of formula (1) contains an alcohol functionality
(-OH), an ether thereof, for  example, a compound wherein the hydrogen of
the alcohol functionality of the compound.of  formula (I) is replaced by
(C,-Ce)alkanoyloxymethyl; and 15 (N) where the compound of formula (I)
contains a primary or secondary amino functionality (-NH2 or - NHR where R 0
H), an amide thereof, for example, acompound wherein, as the case may be,
one  or both hydrogens of the amino functionality of the compound of formula
(1) islare replaced by (C,- Cm)alkanoyl. 



20 Further examples of replacement groups in accordance with the foregoing
examples and examples of  other prodrug types may be found In the.
aforementioned references, Moreover, certain compounds of formula (I) may
themselves act as prodrugs of other compounds of formula  (1) 25 Also
included within the scope of the invention are metabolites of compounds of
formula (I), that Is,  compounds formed in vivo upon administration of the
drug. Some examples of metabolites in accordance  with the invention include
30 (1) where the compound of formula (1) contains a (Cr06)alkyl group, the
hydroxy(C1-C4)afkyl  derivative thereof, For example where the compound of
formula (1) contains a methyl group, the  hydroxymethyl derivative thereof
(-CH3 -> -CH2OH); (II) where the compound of formula (1) contains an alkoxy
group, an hydroxy derivative thereof (-OR ->  35 -OH); (ifi) where the
compound of formula (1) contains a tertiary amino group, a secondary amino
derivative  thereof (-NR5B0 -> -NHR5 or --NHRe); WO 20061018715
PCT11S20051002574  -23-. ([v} where the compound of formula (I) contains a
secondary amino group, a primary derivative thereof  (-NHt55-> -NH2); (v)
where the compound of formula (I) contains a phenyl moiety, a phenol
derivative thereof (-Ph -a - 5 PhQH); (vi) where the compound of formula (I)
contains an amide group, a carboxylic acid derivative thereof (- CONH2 ->
COOH); and to (vii) where the compound of formula (1) contains a
S-(C,-06)alkyl group, the S(O)(C,.C,)alkyi derivative  thereof. For example,
where the compound of formula (I) contains a S-methyl group,' the
S(O)methyl derivative thereof, and where the compound of formula (l)
contains an alkyl-S-alkyl  group, the alkyl-5(0)-alkyl derivative thereof.
15 In another aspect of the invention there is provided the active
metabolites of the compounds of formula (!),  wherein "alive" means having
an ]CC (TNFa screen) of less than 1000nM, and preferably an ICfia (TNFa
screen) of less than lDOnM. Preferably, there is provided a compound of
formula (I) which contains a  S(O){Cr-CB}alkyl group, ora hydroxygraup, 20
Compounds of formula (I) containing one or more asyrl metric carbon atoms
can exist as two or more -  stereo[somers. Where structural isomers are
inierconvertible via a low energy barrier, tautomeric  isomerism
('tautomerism') can occur. This can take the form of proton tautomerism in
compounds of  formula (I) containing, for example, an Imino, keto, or oxime
group, or so-called valence tautomerism in  



compounds which contain an aromatic moiety. It follows that a single
compound may exhibit more than  25 one type of isomerism. L: Included within
the scope of the present invention are all stereoisomers, geometric isomers
and tautomeric  forms of the compounds of formula (I), including. compounds
exhibiting more than one type of isomerism.  and mixtures of one or more
thereof. Also included are acid addition or base salts wherein the
counterlon 30 is optically active, for example, d-lactate or f-lysine, or
racamio, for example, dl tartrate or di-arginine.  Conventional techniques
for the preparationfsolation of individual enant[omers include chiral
synthesis  from a suitable optically pure precursor or resolution of the
racemate (or the racemate. of a salt or  derivative) using, for example,
chiral high pressure liquid chromatography (HPLC). 35 Alternatively, the
racemate (or a racemia precursor) may be reacted with a suitable optically
active  compound, for example, an alcohol, or, in the case where the
compound of formula (I) contains an acidic  or basic moiety, a base or acid
such as f-phenyiethylemine or tartaric acid- The resulting diastereomorlo
mixture may be separated by chromatography andlor fractional crystallization
and one or both of the WO 2006/018718 PCTI0200511102574  _24_
diastereoisomers converted to the corresponding pure enanilomer(s) by means
well known to a skilled  person. Chiral compounds of the invention (and
chiral precursors thereof) may be obtained in enantiomerically- 5 enriched
form using chromatography, typically HPLC, on an asymmetric resin with a
mobile phase  consisting of a hydrocarbon, typically heptane or hexane;
containing from 0 to 50% by volume of  isopropanol, typically from 2% to
20%, and from 0 to 5% by volume of an alkylamine, typically 0.1%
diethylamine. Concentration of the aluate affords the enriched: mixture. 10
Stereoisomeric conglomerates may be separated by conventional techniques
known to those skilled in the  art - see, for example, Stereochemistny of
Organic Compounds by E. L Eflel and S. H. Wilen (Wiley, New  York, 1994).
The present invention includes all pharmaceutically acceptable
isotopically-labelled compounds of formula  15 (1) wherein one or more atoms
are replaced by atoms having the some atomic number, but an atemic mass  or
mass number different from the atomic mass or mass number which predominates
in nature. Examples of isotopes suitable for inclusion in the compounds of
the invention Include isotopes of  hydrogen, such as 2H and 3H1 carbon, such
as "C, 79C and Y40, chlorine, such as ZCI, fluorine, such as  20. 18F,
nitrogen, such as 13N and 15N, oxygen, such as i50, t70 and 180, and
sulphur, such as 35S. Certain isotopically-labelled compounds of formula
(I), for example, these incorporating a radioactive  isotope, are useful in
drug and/or substrate tissue distribution studies. The radioactive Isotopes
tritium, i.e.  3H, and carbon-14, i.e.10.C, are particularly useful forthis
purpose In view of their ease of incorporation and  



25 ready moans of detection, Substitution with heavier isotopes such as
deuterium, La. 2H, may afford certain therapeutic advantages  resulting from
greater metabolic stability, for example, increased in vivo half-life or
reduced dosage  requirements, and hence may be preferred In some
circumstances. 30 Substitution with positron emitting isotopes, such as 1iC,
1BF, 150 and 13N, can be useful in Positron  Emission Topography (PET)
studies for examining substrate receptor occupancy. Isotopically-labelled
compounds of formula (1) can generally be prepared by conventional
techniques  35 known to those skilled in the art or by processes analogous
to those described in the accompanying  Examples and Preparations using an
appropriate isotopically labelled reagent in place of the non-labelled
reagent previously employed. WO 20061018718 PCTlID20051002574  -25
Pharmaceutically acceptable solvates in accordance with the invention
include those wherein the solvent  of cryetaltization may be isotopically
substituted, e.g. DEC, dy-acetone, d5.DMSO, Also within the scope of the
invention are novel intermediates as herein defined, all salts, solvates and
5 complexes thereof and all solvalas and complexes of salts thereof as
defined herein for compounds of  formula (I). The invention includes all
polymorphs of the aforementioned species and crystal habits thereof.  When
preparing compounds of formula (I) in accordance with the invention, it is
open to a person skilled in  the art to routinely select the form of
intermediate compound which provides the best combination of 10 features for
this purpose. Such features include the melting point, solubility,
processability and yield of the  intermediate form and the resulting ease
with which the product may be purified on isolation. The crystal structures
of the compounds of example numbers 80, 26, 93, 73, 63 and 60 were analyzed
using powder X-ray diffraction (" PXRD" ): 15 Illustrative PXRD patterns for
these compounds are shown in Figures 1-6 containing 15% silicon internal
reference standard. Figural : Example 80 Figure 4 : Example 73  20 Figure 2:
Example 26 Figure 5 : Example 63  Figure 3, Example 93 Figure 6: Example 60
The X-ray diffraction data were collected at room temperature using a Bruker
AXS D4 powder X-ray  diftractometer (Cu Ka radiation) fitted with an
automatic sample changer, a theta-theta goniometer, 25 automatic beam
divergence silts, a secondary monochromator and a scintillation counter.
Samples were  prepared for analysis by mixing the compound with a silicon
powder internal reference at 15% content by  weight. The powders were
mounted on a 12mm diameter silicon wafer specimen holder. The sample was  



rotated while being irradiated with Copper Kul X-rays (wavelength =1.5406
Angstroms) With the X-ray  tube operated at 4okV/40mA. The analyses were
performed with the goniometer running In continuous 30 mode set for a 5
second count per 0.02 step over a two theta range of 20 to 55, The peaks
obtained were  aligned against the silicon reference standard (ICDD
reference number 001 0791). As will be appreciated by the skilled
crystallographer, the relative intensities of the various peaks reported  in
the Tables and Figures below may vary due to a number of factors such as
orientation effects of crystals  35 in the X-ray beam or the purity of the
material being analyzed or the degree of crystallinity of the sample. The
peak positions may also shift for variations in sample weight but the peak
positions will remain  subslantiallY as defined in the Figures. 9ures. The
skilled crystallographer also will appreciate that measurements using a
different wavelength will result in different shifts according to the Bragg
equation - n7i. = 2d sfnU. WO 20661018718 PCTAR2005/002574  -26 Ruch further
PXRD patterns generated by use 01 alternative wavelengths are considered to
be alternative  representations of the PXRD patterns of the crystalline
materials of the present invention and as such are  within the scope of the
present invention. 5 Tables 1-8 list the corresponding main diffraction
peaks in terms of 20 values and intensities for the  compounds excluding
those peaks that can be assigned to the silicon reference standard. All 28
values are  to t-1- 0.1 degree. Table 1 lists the Example 80 peaks having a
relative intensity greater than 33.0%.  10 Table 2 lists the Example 26
peaks having a relative intensity greater than 36.5/4.  Table 3 lists the
Example 93 peaks having a relative intensity greater than 15,5%.  Table 4
lists the Example 73 peaks having a relative Intensity greater than 34.0%.
Table 5 fists the Example 63 peaks having a relative Intensity greater than
35.7%.  Table 6 lists the Example 60 peaks having a relative intensity
greater than 36.4%.  15 Table.1:Ex 80 Relative Intensity at least 33.0%
Angle Relative Angle Relative  2-Theta Intensity 2-Theta Intensity
(degrees) (degrees) 15.4 39.2 24.1 50-3  18.0 34.7 24.7 40.7  18.6 68.6 25.7
42.6  19.5 81.1 26.4 42.0  21.1 100.0 27.8 33.0  21.5 33.9 



20 Table,2: Ex 26 Relative Intensity at least 38.5%  Angle Relative Angle
Relative  2-Theta Intensity 2-Theta Intensity  (degrees) (degrees) 12.5 46.9
20.5 49.9  i 6.9 100.0 21.3 89.9  172 39.6 26.3 47.5  18.5 39.2 29.2 36.5
19.7 45.6 25 Table 3:Ex 93 Relative Intensity at least 15.6% An ie Relative
Angle Relative WO 20061018718 PC~fI6260510D2574  -27 2-Theta Intensity
'2-Theta Intensity  (degrees) .(degrees)  15.5 79.1 21.1 18.0  17.2 19.4
23.4 15.8  18.3 100,0 25.0 15.6  18.8 16.5 _ 26.0 15.5  19.5 19.1 V.1 35.1
20.6 15.6 I Tattle 4:rx 73; Relative Intensity at least 34.0%  5 Angle
Relative Angle Relative  2-Theta Intensity - 2-Theta Intensity  (degrees) '
(degrees) 7.6 77.1 2118 70.7  11.0 3a.7 22.1 100.0  17.3 96.9 23.0 39.2
17.8 65.4 27.7 36.9  19.1 45.5 30.3 34,0  21.1 40.3 Table 5:1=x 63: Relative
Intensity at least 35.7%  Angle Relative Angle Relative  



2-Theta . Intensity 2-Theta Intensity  (degrees) (degrees). C,! 13.6 70.6
23.2 10010  18.1 49,8 24.2 53.1  19.6 45.2 25.8 44.7  21.0 50.0 26.5 39,4
223 62.7 25 35.7  10 Table 6:Ex 60: Relative Intensity at least 36.4%  Angle
Relative Angle Relative  2-Theta intensity . 2-Theta Intensity  (degrees)
(degrees) 13.7 49.1 24.5 45.3  21.2 36,4 24.5 53.4 WO 20061018718
PCT/16200$1002574  -28 22.4 44.5 29.9 50.0  H 22.7 40.6 26.4 36.9  23.5
100,0 Ina further aspect of the Invention, there is provided a compound of
example number 80; 26, 93, 73, 63 or  60, having the crystal structure as
illustrated in the Figures and/or as defined in the Tables herein. The
invention is by no means Iimited to said solid forms. 5 Compounds of formula
(I) may be prepared, in a known manner, In a variety of ways. The following
routes  illustrate such ways of preparing these compounds; the skilled man
will appreciate that other routes may  be equally as practicable. In the
following schemes, unless otherwise stated, the substituents are as defined
above with reference to the compounds of formula (1) atrove, and 10
"PdC12(dppf).CH2C12 is 1,1bis(diphenyiphosphino)ferrocene palladium (II)
chloride 1:1 dichtoromethane  complex - 'PBU is
1,8-diazabicyclo[5.4.0]undec-7-one "BOO" means tert-butoxycarbanyt;  "We
means benzyloxyaarbonyl  15 "Et" means ethyl "Me" means methyl 



"Pd" means palladium, and  "eq" means mole equivalent(s)  "iPro means
isopropyl. 20 WO 20061018718 PCf11B200510025744  _29_ ~^ R HN..HH2.. HaC ll
`N Hai // R2 QII) : N,N NH2  Ra  (Il) i (IV) - t3  MIN Q l A2 (I)  Scheme 1
Compounds of general formula (II) are either commercially available or can
be prepared as shown in  5 scheme 2. Compounds of general formula (III) are
either cornmercially available (e.g. when R'=Me and Ai=Me) or  can be
prepared as shown in scheme S. 10 Compounds of general formula (IV) can
be'prepared from compounds of formula (11) and (lit) by process  step 1-
cyclocondensaticn of compound (II) and compound (ill) optionally in the
presence of a suitable acid  catalyst such as hydrochloric acid, optionally
in the presence of a suitable base such as HOnig's base,  triethylamine or
pyridine, in a suitable solvent such as methanol or ethanol, at elevated
temperature for 3- 24 hours. Typical conditions comprise of 1.0-1.3
equivalents of compound (II) and 1.0-1.1 equivalents of 15 compound (III) in
the presence of hydrochloric acid, in ethanol, heated under reflux for 3-24
hours.  Additionally, compounds of general formula (IV) can be obtained by
direct condensation of compounds of  formula (VII) with compounds of formula
(Ill), in EtOH/HCI. 20 Compounds of general formula (V) can be prepared as
shown In scheme 4. WO 2066/018718 -30- Compounds of formula (1) can be
prepared from compounds (IV) and (V) by process step ii - urea  formation is
achieved by reaction of compound (IV) In the presence of a suitable carbonyl
source such as  N,N'-carbonytdiimidazole, phenylehloroformate or
bis(trichloromethyl) carbonate and a suitable base such  



as HOnlg's base or pyridine, in a suitable solvent such as dichloromethane
or 1,4 dioxane, under ambient 5 conditlons for 48 hours, followed byaddition
of compound (V). Tynical conditions compose of either: a) 1.0 equivalent of
Compound (IV) and 5.0.6.0 equivalents of N,N"-carbonyldiimidazole in
dichloromethane, under ambient conditions for 24 hours, b) 0.25-0.80
equivalents of compound (V), 0.25-1.25 equivalents of HOnig's base in
dichioromethane  or 1,4 dioxane, under ambient conditions for 24 hours, or
10 c) 1. equivalent of compound (IV) and 1 equivalent of phenylchloroformate
in THFlpyridine, followed  by 0.8-lequlvalent of compound (V) in DMSO. When
R2 is aryl or heteroaryl, compounds of general formula (II) may he prepared
as shown in schema 2.  Br PG` 'M. i2 N PG ' H2  ill 1 2 iv 1 2 -r R  (VI)
(VI1 15 ) (II)  Scheme 2 Where Az _Sr is not available, the compound of
formula (11) could be prepared from the corresponding  aniline derivative by
diazotisation followed by reduction, using conditions well-known In the
chemical  literature. 20 PG is a suitable protecting group such as BOC or
CBz and preferably BOO. Where if is, or includes, a phenol, the skilled
person will appreciate that it may be necessary to use a  protecting group,
typically benzyloxy or methyloxy. 25 Compounds of general formula (VI) are
commercially available. Compounds of general formula (II) can be prepared
from compounds of general formula (VI), via  compound (VII), by process
steps (iii) and (iv). 30 Step (ill) - is achieved by formation of a suitable
organometailic reagent e.g. arylMgBr, heteroaryiMgBr,  arylLi, or
heteroarylu, optionally prepared in situ under standard Grignard conditions
or by reaction with a  suitable alkyl lithium, e.g, BuLi, in a suitable
solvent such as tetrahydrofuran or diethyl ether, at a  temperature between
--100C to 25C, for 1 .18 hours. The intermediate compound (VII) is formed by
WO 2006/018718 KT/M20051002574  31 subsequent nucleophilic attack of a
suitably protected diazocarboxylate compound, preferably di-tert- 



butyldiazocarboxylate, by arylMgBrlheteroarylMgBrlarytV heteroarylLl, In a
suitable solvent such as  tetrahydrofu ran or diethyl ether, at -78C for
0.5-1.0 hours. 5 Step (iv)- Deprotection of compound (VII) using standard
methodology as described in "Protecting Groups  in Organic Synthesis" by
T.W. Greene and P. Wirtz. When PGv BOO, typical conditions involve
saturation  of intermediate (VII) with a suitable acid such as hydrochloric
acid or trifluoroacetc acid, in a suitable  solvent such as isopropyl
alcohol, 1,4-dioxane or diethyl ether, under ambient conditions for 2-1,6
hours. to More preferably, compounds of general formula (11) can be prepared
from compounds of formula (VI) by a  combination of steps iii and iv in a
one-pot synthesis. Typical conditions comprise of a) 1.0 equivalent of
compound (VI), 1.1 equivalents of magnesium turnings and a single crystal of
Iodine In tetrahydrofuran, at room temperature for 18 hours, followed by
addition of di lert- butyidlazocarboxylate at-71VC, for 30 minutes. 15 b)
Saturation with hydrochloride gas in isopropyl alcohol, under ambient
conditions for 0.5-1.0 hours.  When R2 represents heterocyclyi or
carbocyclyi, compounds of general formula (If) may be prepared  according to
scheme 2.1. Br .H 12 HN PG iv HN.NH2  (VI) (XXVII) (II)  20 Scheme 2.1 Step
(xvii)-Compounds of formula (XXVII) may be prepared from compounds of
formula (VI) by reaction  with a suitable protected hydrazine (eg BOC-NHMH2)
In the presence of a suitable alkali metal base leg  KgCO3 or Na2COs) In a
suitable.solvent such as acetordtrile or N,N-dimathyltormamide at between
ambient  25 temperature and 60C for upto 48 hours. Compounds of formula (Il)
may be prepared from compounds of formula (XXViI) using the methods
described previously for step iv. 30 Compounds of general formula (111) may
be prepared according to schemes 31 and 3.2.  When R'= -(CH?)"SR, compounds
of formula (111) can be prepared as shown in scheme 3.1.  R represents
methyl or ethyl. D represents 0 or 1. WO 20061019718 PCT/tB20051002574  32
Rta !G Rse  ' Rta L +r ~1~1 i  CH3CN  



Mil) (I)(A) ( (flI)  Scheme 3.1 LG is a suitable leaving group, e,g. OR or
Cl and is preferably OR'.  5 f represents C,-C4 alkyl, and preferably CI-C2
alkyl. When R'=Et or Me, compounds of formula (VIII) are commercially
available. When n=1, compounds of formula (IXA) can be prepared from
compounds of formula (Vill) by process  step v - nucleophilic substitution.
The reaction proceeds via the formation of an intermediate containing a  10
suitable leaving group LG', such as mesylate or tosylate by reaction of
compound (Vill) with mesyl chloridelanhydride or tosyl chloride, in the
presence of a suitable base such as HUnig's base, triethylamine  or
pyridine, in a suitable solvent such as dichloromethane or diethyl ether, at
low temperature'for 1-2  hours. Concentration in vacuo is followed by the
addition 1,4-dloxane or toluene and methanethiol sodium  salt, heating under
re11'ux for 24 hours. Typical conditions comprise of 15 a) 1.Oeq of compound
(Vill), 1.0-1.2eq of HOnig's base, and 1.1 eq of methane sulfonyl chloride
In  dichloromethane, at oC for 1-2 hours. b) 1.1 eq methanethiol sodium salt
in 1,4-dioxane, heating under retlux for 24 hours.  When n=0, compounds of
formula (IXA) are commercially available ( 20 Compound (111) can be prepared
from compounds of formula (IXA) by process step vi- reaction with
acetonitrile (X). Treatment of (X) with a suitable base such as sodium
hydride or lithium dilsopropylamide,  followed by quench of the intermediate
anion with compound (IXA), In a suitable solvent such as  tetrahydrofuran,
at elevated temperature for 3 hours provides compounds of formula (111).
Typical 25 conditions acmprise of 1.3eq acetonltrile, 1 .3eq sodium hydride
(60% dispersion in mineral oil) and 1.0  equivalent of compound (IXA) in
tetrahydrofuran, heated under reflux for 3 hours. When Rta represents H, CHs
or CH2CH2, compounds of formula (111) may be prepared as shown in scheme
3.2. WO 2006/018718 PCTRB2(c)USIU02574  i Rt  's yi Rta i HaG~LCx _ HNC ~ N
(IXB) (Iii)  Scheme 3.2 LG is a suitable leaving group, e.g. OR' or CI and
is preferably OR`.  5 R represents CI-C4 alkyl, and preferably 01-C2 alkyl. 



Compounds of fomlula (Ill) niay be prepared from compounds of formula (IXB)
by process step vi, as  described previously. Compounds of formula (IXB) are
either availabfecommercially, or may be prepared by analogy wfth the  10
methods of Julia et. at Bull. Soo, Chim. Fr. 1996; 133(1); 15-24, or Chuit
at, al. Tetrahedron 1980; 36(16),  2305-10, Compounds of formula (V) may be
prepared as shown in scheme 4   WO 2u06/018718 PC1I1B20415l082574  -34 fcllq
cl HN N-,..a NN I N Br  (Xi) I  NHy (XII) aN (m4) ix ix  R~CI Q(III) ,;,~
,,8r f>M  R (xvu  x ro f NH2 ~ sH OH  ! e F xri ~ xl 11 OH \ NN 1 / ` gN I ,
(X41{1)  (XVII)  Scheme 4 When Y=halogen and is preferably bromo, compounds
of general formula (XI) are commercially available.  5 Compounds of formula
(XII) can be prepared from compounds of formula (XI) by process step vii -
reaction with hydrazine monohydrate, optionally in a suitable solvent such
as methanol or ethanol, at  



elevated temperature for 18-72 hours. Tvaical conditions comprise 1.Deq of
compound (Xf) and an excess  of hydrazine monohydrate heated to 70C for 72
hours, 10 Compounds of formula (XIV) can be prepared from compounds of
formula (XII) by process step vili- reaction with a suitable alkoyl chloride
RsC(O)CI (XIII), in the presence of a suitable base such as Honig's  base,
triethylamine or pyridine in a suitable solvent such as dichioromethane or
dlethyl ether, at low  temperature for 1-2 hours. Tvaicat conditions
comprise oil q of compound (XiI), 1.Oeq of RSC(O)CI  15 (XIII) and 5.Oeq
Honig's base in dichloromethane, at a temperature between 0-5C for 1-2
hours. WO 2006(018718 PCT/111208502574  -35-  Compounds of formula (XV) can
be prepared from compounds of formula (XI V) by process step ix -
cycllsation. This is achieved by use of a suitable dehydrating agent such as
phosphorus oxychioride or  phosphorus (V) oxide in sulfuric acid, at
elevated temperature for 18-24 hours. Typical conditions comprise  of 1.0
equivalent of compound (XIV) in an excess of phosphorus oxychloride, at 75C
for 18-24 hours. 5 Aftematively, compounds of formula (XV) can be prepared
directly from compounds of formula (XII) by  process step ix. This
cyclisation is achieved by reaction with an excess of compound (XIII) and
heated, for  example at 95C, for 18-24 hours. 10 Compounds of formula (XVII)
can be prepared from compounds of formula (XV) by process step x - Pd
catalysed cross coupling reaction with 2-mercaptobonzyl alcohol (XVI), in
the presence of a suitable  catalyst such as PdQla(dppf).CH2CI2, in the
presence of a suitable base such as cesium carbonate or  potassium
carbonate, in a suitable solvent such as N,N-dimethylformamlde or
1,4-dioxane, at elevated  temperature for 2-48 hours. Typical conditions
comprise of 1.Oeq compound (XV), 12-1.4eq cesium 15 carbonate, 1,3eq
2-mercaptobenzyl alcohol (XVI) end 0.1eq PdOI2(dppf).CH2Cf2In
N,N-dimethyiformamide,  at elevated temperature for 18 hours. Compounds of
formula (XVIII) can be prepared from compounds of formula (XVII) by process
step xl- azide formation. This proceeds by reaction of compound (XVII) with
a suitable base such as D BU or 20 sodium hydride, followed by reaction with
a suitable azide such as dlphenylphosphoryl aide In a suitable  solvent such
as toluene or tetrahydrofuran, at a temperature between 0-25C for 18-24
hours. Typical  conditions comprise of l.0eq of compound (XVII), 1.2eq of
OSU and 1.2eq diphenytphosphoryl azide In  toluene at 0-25C for 24 hours. 25
Compounds of formula (V) can be prepared from compounds of formula (XVIII)
by process step xii - reduction of compound (XVIII) with a suitable reducing
agent such as triphenyl phosphinelwater, tin  chloride or catalytic
hydrogenation, in a suitable solvent such as tetrahydrofuran or ethanol,
between  ambient and elevated temperature. Tvpicat conditions comprise of
1.ceq compound (XVIII), 1.2eq  



triphenylphosphine and 1.2eq of water In tetrahydrofuran, at room
temperature for 40 hours and at 50C for  30 5 hours. Alternatively,
compounds of formula (V) can also be prepared as shown in scheme 5 WO
20061015738 PCT11B2005IO02574  -36 o B  o.J. H (xlx) EJ7 Br R HM N  At HT N
- (~ NHz 0(il) R  O xiii xiv AV  (XIX) Br (xv)  _., N x I ` (7(10)  ~ I 5H
OH  S w~ Ns NHz Q + & Q I SH  R 2 ~3 S N \Rs  (V) L11 .N  {xvrlq (XVII)
xvill Scheme 5 Compounds of formula (XIS) can be prepared as described in
scheme 4. Compounds of formula (XIX) are either commercially available or
can be prepared as described in scheme  6 Compounds of formula {XX) can be
prepared from compounds of formula (XII) and (XIX) by process step  10
xiii-condensation of hydrazine (XII) and aldehyde (XIX) in a suitable
solvent such as methanol, ethanol or  toluene, at elevated temperature for
0.5-1 hour. Typical conditions comprise of leq of compound (X11) and  1eq of
compound (XIX) in ethanol, heated at reflux for 0.6.1.0 hour, 



Compounds of formula (XV) can be prepared from compounds of formula (XX) by
process step xlv- 15 cyclisation of compound (XX) in the presence of a
suitable oxidising agent such as WO Zook/018718 PCT1W20051002574  -37
(diacetoxyiodo)benzene, cerium (IV) ammonium nitrate
or2,3-dichloro-5,8-dicyano-1,4-benzoquinone In a  suitable solvent such as
ethyl acetate, dichloromethane or acetonitrile, under ambient conditions for
18-24  hours. Typical conditions comprise of 1.Oeq of compound (XX) and
1.2eq of (diacetoxylodo)henzene in  'dichloromethane, at room temperature
for 24 hours. 5 Aternatively, compounds of formula (XV) can be prepared from
compound (XII) by process steps Ali and  xiv in a one-pot synthesis. Typical
conditions comprise of 1 eq of compound (XII) and 1 aq of compound  (XIX) in
ethanol, heated at reflux for 0.5-1.0 hour, followed by addition of 1.2eq of
(diacetoxyiodo)benzene  and dichloromethane, at room temperature for 24
hours. 10 Compounds of formula (XVII) can be prepared from compounds of
formula (XV) and (XVI) by process step  J x as described in scheme 4.
Compounds of formula (XVIII) can be prepared from compounds of formula
(XVII) by process step xE as  15, described in scheme 4. Compounds of
formula (V) can he prepared from compounds of formula (XVIII) by process
step xii as  described in scheme 4. 20 Alternatively, compounds of formula
(V) ban be also 6e prepared from compounds of formula (XVII) by  process
step Wit- The reaction proceeds via the formation of an intermediate
containing a suitable leaving  group such as mesylate or tosyiate by
reaction of compound (VIII) with mesyl chloride(anhydride or tosyl
chloride, in the presence of a suitable base such as HUnig's base,
trielhylamine or pyridine, in a suitable  solvent such as dichloromethane or
diethyl ether, of law to ambient temperature for 1.4 hours. The 25 resulting
intermediate is then treated with a suitable source of ammonia, typically 7M
ammonia in  methanol, under ambient conditions for 18-72 hours. Typical
conditions comprise of 1.Oeq of compound  (XVII), 3.0-4.Oeq of ~40nig's
base, and 2.0-3.0eq of methane sulfonyl anhydride in dichloromethane, at
25C for 1-4 hours, Excess 7M ammonia in methanol is added and reaction is
stirred at ambient  temperature for 15-72 hours. 30 Alternatively compounds
of formula (V) can be prepared from compounds of formula (XV) and compound
of formula (XXVII) where PG is a protecting group, such as HOC. Typical
conditions comprise of,leq of  compound (XV), 12 eq of compound (XXVII),
1,2eq of anhydrous cesium carbonate, 3 eq of cesium  fluoride, 0.1 eq of
PdClz(dppf).CH2C12In dimethylformamide as solvent at 80.100 C for 2-48 in, 



35 The product of this reaction is then subject to acid-mediated removal of
the BOC group to afford  compounds of formula (V). WO 20061018718
FCTfm2005/002574  _38_ Compounds of formula (XXVII) can be prepared from
compounds of formula (XXVIII) by process step xlx  (Scheme 5,1). The
reaction proceeds by a palladium-catalysed insertion of the sulfide Into an
aromatic- bromine bond, Typical conditions comprise of leg of compound
(XXVIII), leg of potassium tri(isopropyI)silylsulflde  5 (formed from 1 eq
of potassium tort butoxide and 1 eq of triisopropylsilanethio3 in toluene),
leg of  PdC12(dppf).CH2C[2 in toluene as solvent at 100 C for 0,510 2 It Pr
Br S St~Pr  PG,H xiX PG~N H  (XXVI II)' (0X111)  Scheme 5.1 10 Where R3 is,
or includes, a phenol, the skilled person will appreciate that it may be
necessary to use a  protecting group, typically bonzyloxy or methyloxy. O\
iOH !OH Fis xv Hs xvi Rs H  '(XXIV) (XXV) (XIX) xvii  11 Rs  15 Scheme6
(XXVI)  Compounds of formula (XXIV) are commercially available Compounds of
formula (XXV) can be prepared from compounds of formula (XXIV) by process
step xv- 20 reduction with a suitable reducing agent such as lithium
aluminium hydride, diisobutylaluminium hydride or  sodium bnrohydride in a
suitable solvent such as tatrahydrofuran or methanol, at elevated
temperature for WO 20061018718 PCT!fB20051002574  -39 6-1s hours. Typical
conditions comprise of 1'Aeq of compound (XXIV) and 1 O.1,2eq of lithium
aluminium  hydride in tetrahydrofuran, at reflux for 6 hours.. compounds of
formula (XIX) can be prepared from compounds of formula (XXV) by process
step xvi  



5 oxidation with a suitable oxidising agent such as manganese dioxide,
potassium permanganate or oxalyl  chioride/ dimethylsuffoxide, in a suitable
solvent such as acetone, dichloromethane or dimethylsuifexide, at  from -80
to+80C for 3-18 hours. Typical conditions comprise at 1.Oeq of compound
(XXV) and 0,5eq of  manganese dioxide in acetone, heated under refluxtor 3
hours. 10 Alternatively, compounds of formula (XIX) can be prepared from
commercial compounds of formula (XXVI)  by process step xvii- reduction of
nitrfe by diisobutylaluminium hydride in a suitable solvent such as
tetrahydrofuran, at low temperature. Typical conditions comprise of a) f.0
equivalent of compound (XXVI) and 1.0-2.0 equivalents of diisobutylaluminium
hydride in  tetrahydrofuran, at-70C for 1 hour, 15 b) excess hydrochloric
acid and water at OC.  it will be appreciated by those skilled in the art
that It may be necessary or desirable at any stage in the  synthesis of
compounds of formula (I) to protect one or more sensitive groups in the
molecule so as to  prevent undesfrabte side reactions. In particular, It may
be necessary or desirable to protect phenol 20 groups. The protecting groups
used in the preparation of compounds of formula (I) may be used in a,
conventional manner. See, for example, those described In 'Protective Groups
In Organic Synthesis' by  Theodora W Green and Peter G M Wuts, third
edition, (John Wiley and Sons, 1999), in particular chapter  2, pages 17-245
("Protection for the Hydroxyl Group"). Alternatively, the protected phenols
are available  commercially. Removal of such groups can be achieved using
conventional methods: 25 It will be still further appreciated that compounds
of formula (I) may also be converted to alternative  compounds of formula
(1) using standard chemical reactions and transformations. For example, when
X  (wherein X is a group as shown in the Examples and Preparations herein)
is an ester, compounds of  formula (1) can undergo saponification to give
the carboxylic sold derivative. When X= aryloxy, compound 30 (I) can undergo
de-alkylatlon using baron tribromide or HBr/acetic acid to give the
corresponding phenol.  Furthermore when X=OH, hydroxyalkoxy derivatives can
be prepared by reaction with 2-(2- bromoethoxy)tetrahydro-2H pyran followed
by de-protection of the primary alcohol, using boron tribromide  or
pars-toluenesulfonic acid. 35 In another embodiment of the invention, there
is provided a process for making a compound of formula (t),  wherein the
substituents are as defined In claim 1 and the description related to the
processes, which  comprises the steps : . WO 20461018718 1'CT/1B20051002574
-40 1: cyclocondensation of a compound of formula (11) and a compound of
formula (111) to make a compound of  formula (IV): R1a Rr Rte Rt  



INHz H3GNC HN (fll} N N NH2  Rr  and/or 5 fi: urea formation, by reaction of
a compound of formula (IV) with a compound of formula (V), In the  presence
of a suitable carbonyl source. / NN NA 3 N  Ala Rt _ Rta t _ N  H3C H2N H3C
R S A3 N. / 1 N NHz (V} N N 1 /  N N N H H (IV) ii (I)  In another
embodiment of the invention, there is provided a process for making a
compound of formula (V),  10 wherein the substituents are as defined in the
description related to the processes, which comprises the  steps : xi: azide
formation, by reaction of a compound of formula (XVII), with a suitable
base, followed by reaction  with a suitable azide, to form a compound of
formula (XVIII) N  "+ s  OCOH N xi (XVII)  15 (XVI II) W0 20061048718
t?CTIIB20051002574 -al- and/or xii; reduction of a compound of formula
(XVIII) to form a co pound of formula (V)  N N N 4 N {z N CDC (i3  I N`rJ1
I T N ~ N 



fI I  (IV) (XVIII)  5 ~  In another embodiment of the invention, there is
provided a!novel process as described herein. Ii{ f  In another embodiment
of the invention, there is provided an intermediate compound of formula
(IV), (V), 10 (XVII) or (XVIII), wherein the substituents are as described
herein. In another embodiment of the invention, there Is provided a novel
Intermediate compound of a formula as  described herein. 15 Another aspect
of the invention is a compound of formula (1) as described herein, or a salt
and/or solvate  thereof, for use in medicine., Another aspect of the
invention is a compound of formula (I) as described herein, or a salt and/or
solvate  thereof, for use in treating a disease, disorder, or condition
selected from the group consisting of : 1. asthma of whatever type,
etiology, or pathogenesis, in particular asthma that is a member  20
selected from the group consisting of atopic asthma, non-atopic asthma,
allergic asthma, atopic  bronchial IgE-mediated asthma, bronchial asthma,
essential asthma, true asthma, Intrinsic asthma  caused by pathophyslologic
disturbances, extrinsic asthma caused by environmental factors,  essential
asthma of unknown or Inapparent cause, non-atopic asthma; bronchitic asthma,
emphysematous asthma, exercise-induced asthma, allergen induced asthma, cold
air Induced 25' asthma, occupational asthma, infective asthma caused by
bacterial, fungal, protozoal, or viral  infection, non-allergic asthma,
incipient asthma, wheezy infant syndrome and bronchiolytis, 2. chronic or
acute bronchoconstriction, chronic bronchitis, small airways obstruction,
and  emphysema, WO 2606/018718 PCT1IB200&002574  -42 3, obstructive or
inflammatory airways diseases of whatever type, etiology, or pathogenesis,
in  particular an obstructive or inflammatory airways disease that is a
member selected from the  group consisting of chronic eosinophilic
pneumonia, chronic obstructive pulmonary disease  (COPD), COPD that includes
chronic bronchitis, pulmonary emphysema or dyspnea associated or 5 not
associated with COP), COPD that is characterized by irreversible,
progressive airways  obstruction, adult respiratory distress syndrome
(ARDS), exacerbation of airways hyper-reactivity  consequent to other drug
therapy and airways disease that is associated with pulmonary  hypertension,
4. bronchitis of whatever type, etiology, or pathogenesis, in particular
bronchitis that is a member  



10 selected from the group consisting of acute bronchitis, acute
laryngotracheat bronchitis, arachidic  bronchitis, catarrhal bronchitis,
croupus bronchitis, dry bronchitis, infectious asthmatic bronchitis,
productive bronchitis, staphylococcus or streptococcal bronchitis and
vesicular bronchitis, 5. acute lung injury, 6. bronchiectasis of whatever
type, etiology, or pathogenesis, in particular bronchiectasis that is a  15
member selected from the group consisting of cylindric bronchiectasis,
sacculatsd bronchiectasis,  fusiform bronchiectasis, capillary
bronchiactasis, cystic bronchlectasis, dry bronchiectasis and  foiticular
bronchiectasis. A further aspect of the invention is the use of a compound
of formula (t) as described herein, or a salt  and/or solvate thereof, in
the manufacture of a medicament for the treatment of a disease, disorder, or
20 condition disclosed in paragraphs 1-6 above. A further aspect of the
invention is the use of a compound of formula (1) as described herein, or a
salt  and/or solvate thereof, in the manufacture of a medicament for the
treatment of a p38-mediated disease,  disorder or condition or a
TNF-mediated disease, disorder, or condition. 25 Another aspect of the
invention is a compound of formula (I) as described herein, or a salt and/or
solvate  thereof, for use in treating a p38-mediated disease, disorder or
condition or a TNF-mediiated disease,  disorder, or condition. The present
invention provides a method of treating a mammal, including a human being,
with an effective  30 amount of a compound of formula (t), or a
pharmaceutically acceptable salt or solvate thereof. More precisely, the
present invention provides a method of treating a p38-mediated disease,
disorder or  condition or a TWF-mediated disease, disorder, or condition in
a mammal, including a human, being, in  particular a disease disorder, or
condition listed above, comprising administering said mammal with an
effective amount of a compound of formula (i), or a salt and/or solvate
thereof, WO 2006/018718 PCTIIS2005/002574  .43_ Preferably, the present
invention provides a compound of formula (I), or a pharmaceutically
acceptable salt  or solvate thereof, for use in treating obstructive or
inflammatory airways diseases of whatever type,  etiology, or pathogenesis,
in particular an obstructive or inflammatory airways disease that is a
member  selected from the group consisting of chronic eosinophilic
pneumonia, chronic obstructive pulmonary 5 disease (COPE)), CORD that
includes chronic bronchitis, pulmonary emphysema or dyspnea associated or
not associated with COPE), COPE) that is characterized by irreversible,
progressive airways obstruction,  adult respiratory distress syndrome
(ARDS), exacerbation of airways hyper-reactivity consequent to other  drug
therapy and airways disease that is associated with pulmonary hypertension,
or asthma of whatever  type, etiology, or pathogenesis, In particular asthma
that is a member selected from the group consisting of 



10 alopic asthma, non-atopic asthma, allergic asthma, atopic bronchial
IgE-mediated asthma, bronchial  asthma, essential asthma, true asthma,
Intrinsic asthma caused by pathophysiologic disturbances,  extrinsic asthma
caused by environmental factors, essential asthma of unknown or inapparent
cause, non- atopic asthma, bronchitis asthma, emphysematous asthma,
exercise-induced asthma, allergen induced  asthma, cold air Induced asthma,
occupational asthma, infective asthma caused by bacterial, fungal, 15
protozoal, or viral infection, non-allergic asthma, Incipient asthma, wheezy
infant syndrome and  bronchiolytis, More preferably, the present invention
provides a compound of formula (I), or a pharmaceutically  acceptable salt
or solvate thereof, for use in treating chronic obstructive pulmonary
disease (COPE)).  Preferably, the present Invention provides the use of a
compound of formula (I), or a pharmaceutically 20 acceptable salt or solvate
thereof, in the manufacture of a medicament for treating obstructive or
inflammatory airways diseases of whatever type, etiology, or pathogenesis,
in particular an obstructive or  inflammatory airways disease that is a
member selected from the group consisting of chronic eosinophilic
pneumonia, chronic obstructive pulmonary disease (COPE)), COPE) that
includes chronic bronchitis,  pulmonary emphysema or dyspnea associated or
not associated with COPE), COPE) that is characterized 25 by irreversible,
progressive airways obstruction, adult respiratory distress syndrome (ARDS),
exacerbation  of airways hyper-reactivity consequent to other drug therapy
and airways disease that is associated with  pulmonary hypertension, or
asthma of whatever type, etiology, or pathogenesis, in particular asthma
that is  a member selected from the group consisting of atopic asthma,
non-atopic asthma, allergic asthma, atopic  bronchial IgE-mediated asthma,
bronchial asthma, essential asthma, true asthma, intrinsic asthma caused 30
by pathophysiologic disturbances, extrinsic asthma caused by environmental
factors, essential asthma of  unknown or inapparent cause, non-atopic
asthma, bronchitis asthma, emphysematous asthma, exercise- induced asthma,
allergen induced asthma, cold air induced asthma, occupational asthma,
infective asthma  caused by bacterial, fungal, protozoal, or viral
infection, non-allergic asthma, Incipient asthma, wheezy  infant syndrome
and bronchiotytis, 35 WO 20061018718 PCT/T2005/002574  -44 More preferably,
the present invention provides the use of a compound of formula (1), or a
pharmaceutically acceptable salt or solvate thereof, in the manufacture of a
medicament for treating  chronic obstructive pulmonary disease (COPU). 5 As
used herein, the term "TNF-mediated disease", or "TNFmediated disorder' or
"TNF-mediated  condition" refers to any disease, disorder, or condition
(particularly any pathological conditions),  respectively, in which TNF
plays a role, either by control of,TNF itself, or by TNF causing another
monokine to be released, such as, for example, IL-1, tL-6, and/or fL-8. A
disease state in which; for  



instance, IL-1 Is a major component and whose production or action is
exacerbated or secreted in  10 response to TNF, would therefore be
considered a disorder mediated by TNF. As used herein, the term '08-mediated
disease", or "p38-mediated disorder" or' 38-mediated condition"  refers to
any disease, disorder, or condition (particularly any pathological
conditions), respectively, in which  p38 plays a role, either by control of
p38 itself, or by p38 causing another monokine to be released, such 15 as,
for example, tL-1, IL-6, and/or IL-8. A disease state in which, for
instance, IL-1 is a major component  and whose production or action is
exacerbated or secreted in response to p3S, would therefore be  considered a
disorder mediated by p38. The compounds of the invention can be used in the
treatment of a TNF-mediated disease, disorder, or  20 condition, or a
p38-mediated disease, disorder or condition, In particular the allergic and
non-allergic  airways diseases disclosed above, but also In the treatment of
p38- or TNF-mediated conditions such as:  (a) inflammation; (b) arthritis,
such as rheumatoid arthritis, spondyloarthropathies, gouty arthritis,
osteoarthritis, systemic  25 lupus erythematosus arthritis, juvenile
arthritis, osteoarthritis, and gouty arthritis; (o) neuroinflaammation; (d)
pain (i.e., use of the compounds as analgesics), such as neuropathic pain;
(e) fever (i.e., use of the compounds as antipyretics); (1) pulmonary
sarcoisosis, and silicosis; 30 (g) cardiovascular diseases, such as
atherosclerosis, myocardial Infarction (such as post-myocardial  infarction
indications), thrombosis, congestive heart failure, cardiac reperfuslon
injury, and complications  associated with hypertension and/or heart failure
such as vascular organ damage; (h) cardiomyopathy; (i} stroke, such as
Ischemic and hemorrhagic stroke; 35 (j) ischemia, such as brain ischemia and
bohemia resulting from cardiaclcoronery bypass;  (k) reperfusion injury; (i)
renal reperfusion injury;  (m) brain edema; (n) neurotrauma and brain
trauma, such as closed head injury; WO 20061018718 PCT11828051002574  (o)
neurodegenerative disorders; (p) central nervous system disorders (these
include, for example, disorders having an inflammatory or  spoplotic
component), such as Alzheimer's disease, Parkinson's disease, Huntington's
Disease,  amyotrophic lateral sclerosis, spinal cord injury, and peripheral
neuropathy; 5 (q) liver disease and nephritis; (r) gastrointestinal
conditions, such as inflammatory bowel disease, Crohn's disease, gastritis,
irritable  



bowel syndrome, and ulcerative colitis; (s) ulcerative diseases, such as
gastric ulcer; (t) ophthalmic diseases, such as retinitis, retinopathies
(such as diabetic retinopathy), uveftis, ocular  10 photophobia,
nonglaucomatous optic nerve atrophy, and age-related macular degeneration
(ARMO) (such  as ARMD,atrophic form);  (u) ophthalmological conditions, such
as cornea! graft rejection, ocular neovascularization, retinal
neovascularization (such as neovascufarization following injury or
Infection), and retrolental fibroplasia; (v) glaucoma, such as primary open
angle glaucoma (POAG), juvenile onset primary open-angle  15 glaucoma,
angiectosure glaucoma, pseudoextoliatlve glaucoma, anterior ischemic optic
neuropathy  (AION), ocular hypertension, Reiger's syndrome, normal tension
glaucoma, neovascular glaucoma, ocular  Inflammation, and
oorticosteroid-induced glaucoma; (w) acute injury to the eye tissue and
ocular traumas, such as post-traumatic glaucoma, traumatic optic
neuropathy, and central retinal artery occlusion (CRAP); 20 (x) diabetes;
(y) diabetic nephropathy; (z) skin-related conditions, such as psoriasis,
eczema, burns, dermatitis, kelold formation, scar tissue  formation, and
angiogenic disorders; (aa) viral and bacterial infections, such as sepsis,
septic shook, gram negative sepsis, malaria, meningitis,  25 opportunistic
infections, cachexia secondary to infection or malignancy, cachexia
secondary to acquired  fmmune deficiency syndrome (AIDS), AIDS, ARC (AIDS
related complex), pneumonia, rhinovirus  infections, and herpes virus; (bb)
myalgias due to infection;  (cc) influenza; 30 (rid) endotoxic shock; (ee)
toxic shook syndrome; (ff) autoimmune disease, such as graft vs, host
reaction and ailograft rejections;  (gg) bone resorption diseases, such as
osteoporosis; (hh) multiple sclerosis; 35 (fi) disorders of the female
reproductive system, such as endometriosts; (U) pathological; but
non-malignant, conditions, such as hemaglnomas (such as infantile
hemaginomas),  angiofibroma of thii nesopharynx, and avascufar necrosis of
bons; (kk) benign and malignant turnorsineoplasia including cancer, such as
colorectal cancer, brain cancer,  bone cancer, epithelial cell-derived
neoplasia (epithefal carcinoma) such as basal call carcinoma, WO
20t761018718 PCT/182005f002574  46 



adenocarcinoma, gastrointestinal cancer such as lip cancer, mouth cancer,
esophageal cancer, small  bowel cancer and stomach cancer, colon cancer,
liver cancer, bladder cancer, pancreas cancer, ovarian  cancer, cervical
cancer, lung cancer, breast cancer, skin cancer such as squamus cell and
basal call  cancers, prostate cancer, renal call carcinoma, and other known
cancers that affect epithelial cells  5 throughout the body; (11) leukemia;
(mm) lymphoma, such as B cell lymphoma;  (nn) systemic lupus erthrematosis
(SLE);  (oo) anglogenesis including neoplasia; 10 (pp) metastasis; (qq) a
fibrotic disease;  (rr) hemorrhage; (se) coagulation: (it) acute phase
responses like those seen with Infections and sepsis and during shock (e.g.,
(uu) septic  15 shock, hemodynamic shock, etc.); (vv) anorexia; (ww)
mycobacterial infection;  (xx) pseudorabies, (yy) rhinotracheitis,  20 (zz)
HIV, (aaa) influenza virus, (bbb) herpes virus, including herpes simplex
virus type-1 (HSV-1), herpes simplex virus type-2 (HSV-2),  (ccc)
cytomegalovirus (CMV), (ddd) varicella-zoster virus (VZV),  25 (aee)
Epstein-Barr virus, (fit) human herpesvirus-6 (HHV-6), (ggg) human
herpesvirus-7 (HHV-7), human herpesvirus-S (HHV-B). In another embodiment of
the invention, there is a compound of formula (1), or a salt.andlor solvate
thereof,  30 for use In treating a disease, disorder, or condition, selected
from the list (a) to (ggg) above. A further embodiment of the invention is
the use of a compound of formula (1), or a salt and/or solvate  thereof, In
the manufacture of a medicament for treating a. disease, disorder, or
condition selected from the  list(a) to (ggg) above. 35 A yet further
embodiment of the invention is a method of treating a disease, disorder, or
condition selected  from the list (a) to (ggg) above, in a mammal, including
a human being, comprising administering said  mammal with an effective
amount of a compound of formula (1), or a salt and/or solvate thereof. 



WO 2006/018715 PCTlIB2005/002574  -47 The compounds of the invention can
also be used in the treatment of a. p38- or TNF. -mediated disease  such as
smoke-induced airway inflammation, inflammation enhanced cough, for the
control of myogenesis.  for treating mucin overproduction, and/or for
treating mucus hypersecretionn, 5 As T.NF-j3 has close structural homology
with TNF-a (also known as cachectin), and because each induces  similar
biologic responses and binds to the same cellular receptat, the synthesis of
both TNF-o and TNF-P  tend to be inhibited by the compounds of this
invention and thus are herein referred to collectively as "TN P,  unless
specifically delineated otherwise. A compound of formula (1), or a
pharmaceutically acceptable salt and/or solvate thereof, as mentioned  10
above, can be administered according to the invention to animals, preferably
to mammals, and in particular  to humans, as pharmaceuticals. The compound
can be administered per as, in a mixture with one or more'other compounds of
the  invention, or in the form of pharmaceutical preparation, which, as
active constituent contains an efficacious  dose of at least one compound of
the invention, in addition to customary pharmaoeuficaliy Innocuous 15
excipients and/or additives. The compounds of the invention intended for
pharmaceutleal use may be administered as crystalline or  amorphous
products, They may be obtained, for example, as solid plugs, powders, or
films by methods  such as precipitation, crystallization, freeze drying,
spray drying, or evaporative drying. Microwave or radio  20 frequency drying
may be used for this purpose. They may be administered alone or in
combination with one or more other compounds of the Invention or  in
combination with one or more other drugs (or as any combination thereof).
Generally, they will be  administered as a formulation in association with
one or more pharmaceutically acceptable exc pients. The 25 term 'excipient'
is used herein to describe any ingredient other than the compound(s) of the
invention. The  choice of excipient will to a large extent depend on factors
such as the particular mode of administration,  the effect of the excipient
on solubility and stability, and the nature of the dosage form.
Pharmaceutical compositions suitable for the delivery of compounds of the
present Invention and methods  30 for their preparation will be readily
apparent to those skilled in the art. Such compositions and methods for
their preparation may be found, for example, in Reminoton's Pharmaceutical
Sciences. 19th Edition (Mack  Publishing Company, 1995). The compounds of
the invention maybe administered orally. Oral administration may involve
swallowing;  35 so that the compound enters the gastrointestinal tract, or
buccal or sublingual administration may be  employed by which the compound
enters the blood stream directly from the-mouth. { WO 261167018718
PCT/102005/002574  



-48 Formulations suitable for oral administration include solid formulations
such as tablets, capsules containing  particulates, liquids, or powders,
lozenges (including liquid-filled), chews, multi- and nano-particulates,
gels, solid solution, liposome, films, ovules, sprays and liquid
formulations. 5 Liquid formulations include suspensions, solutions, syrups
and elixirs. Such forrnufations may be employed  as fillers In soft or hard
capsules and typically comprise a carrier, for example, water, ethanol,
polyethylene  glycol, propylene glycol, metbyloelulose, or a suitable oil,
and one or more emulsifying agents and/or  suspending agents. Liquid
formulations may also be prepared by the reconstitution of a solid, for
example,  from a sachet. 10 The compounds of the invention may also be used
in fast-dissolving, last disintegrating dosage forms such  as those
described in Expert.Oplnion in Therapeutic Patents, 11 (6), 081-886, by
Liang and Chen (2001).  For tablet dosage forms, depending on dose, the drug
may make up from 1 weight % to 80 weight % of the 15 dosage form, more
typically from 5 weight % to 60 weight % of the dosage form. In addition to
the drug,  tablets generally contain a disintegrant. Examples of
disintegrants include sodium starch glycolate, sodium  oarhoxymethyi
cellulose, calcium carboxymethyl cellulose, croscarmellose sodium,
crospovidone,  polyvinytpyrrolidone, methyl cellulose, microcrystalline
cellulose, lower alkyl-substituted hydroxypropyl  cellulose, starch,
pregelatinised starch and sodium alginate. Generally, the disintegrant will
comprise from 20 1 weight % to 25 weight %, preferably from 5 weight % to 20
weight % of the dosage form. Binders are generally used to impart cohesive
qualities to a tablet formulation. Suitable binders include microcrystalline
cellulose, gelatin, sugars, polyethylene glycol, natural and synthetic gums,
polyvinylpyrroiidone, pregelatinised starch, hydroxypropyl cellulose and
hydroxypropyl methylcelluiose.  25 Tablets may also contain dfuents, such as
lactose (monohydrate, spray-dried monohydrate, anhydrous and the like),
mannitol, xylltol, dsrdrose, sucrose, sorbitot, microerystalline cellulose,
starch and dibasic  calcium phosphate dihydrate. Tablets may also optionally
comprise surface active agents, such as sodium lauryl sulfate and
polysorbate  30 80, and glidants such as silicon dioxide and talc, When
present, surface active agents maycomprise from  0.2 weight % to 5 weight %
of the tablet, and glidants may comprise from 0.2 weight % to 1 weight % of
the  tablet. Tablets also generally contain lubricants such as magnesium
stearate, calcium stearate, zinc stearate,  35 sodium stearyl fumarate, and
mixtures of magnesium stearate with sodium lauryl sulphate. Lubricants
generally comprise from 0.26 weight % to 10 weight %, preferably from 0.5
weight % to 3 weight % of the  tablet. wo 2006/018718 PCT/102005/002574  -49
Other possible ingredients include anti-oxidants, cotourants, flavouring
agents, preservatives and taste- 



masking agents. Exemplary tablets contain up to about 80% drug, from about
10 weight % to about 90 weight % binder,  5 from about 0 weight % to about
85 weight % diluent, from about 2 weight % to about 10 weight %
disintegraht, and from about 0.25 weight % to about 10 weight % lubricant.
Tablet blends may be compressed directly or by roller to form tablets.
Tablet blends or portions of blends  may alternatively be wet-, dry-, or
melt-granulated, melt congealed, or extruded before tabtetting. The final
10 formulation may comprise one or more layers and may be coated or
uncoated; it may even be  encapsulated. The formulation of tablets is
discussed in Pharmaceutical Dosage Forms: Tablets, Vol. 1, by H. Lieberman
and L Lachman (Marcel Dekker, New York, 1980). 15 Consumable oral films for
human or veterinary use are typically pliable water-soluble or
water-swellable  thin film dosage forms which may be rapidly dissolving or
mucoadhesive and typically comprise a  compound of the invention, a
film-forming polymer, a binder,'a solvent, a humectant, a piastlciser, a
stabiliser or emulsifier, a viscosity-modifying agent and a solvent. Some
components of the formulation  20 may perform more than one function. The
compounds of the invention may be water-soluble or insoluble. A
water-soluble compound typically  comprises from I weight % to 80 weight %,
more typically from 20 weight % to 50 weight %, of the solutes.  Less
soluble compounds may comprise a greater proportion of the composition,
typically up to 88 weight % 25 of the solutes. Alternatively, the compounds
of the invention may be in the form of muitiparticulate beads.  The
film-forming polymer may be selected from natural polysaccharides, proteins,
or synthetic  ltydrocolloids and is typically present in the range 0.01 to
99 weight %, more typically in the range 817 to 80  weight 30 Other possible
ingredients include anti-oxidants, colorants, flavourings and flavour
enhancers,  preservatives, salivary stimulating agents, cooling agents,
co-solvents (including oils), emoillents, bulking  agents, anti-foaming
agents, surfactants and taste-masking agents. 35 Films in accordance with
the invention are typically prepared by evaporative drying of thin aqueous
films  coated onto a peelable backing support or paper, This may be done in
a drying oven or tunnel, typically a  combined water dryer, or by
freeze-drying or vacuuming. WO 20061618718 PCTma2001002574  -50 Solid
formulations for oral administration may be formulated to bb immediate
andfor modified release.  Modified release formulations include delayed-,
sustained-, pulsed-, controlled targeted and programmed  release. 



5 Suitable modified release formulations for the purposes of the invention
are described in US Patent No.  6,106,864. Details of other suitable release
technologies such as high energy dispersions and osmotic and  coated
particles are to be found in Pharmaceutical Technology on-line, 25(2), 1-14,
by Verma at al (2031),  The use of chewing gum to achieve controlled release
is described in WO 00/35298. 10 The compounds of the invention may also be
administered directly into the blood stream, into muscle, or  into an
internal organ. Suitable means for parenteral administration Include
intravenous, intraarterial,  intraperitoneal, intrathecal, intraventricular,
intraurethral, intrasternal, Intracranial. Intramuscular and  subcutaneous.
Suitable devices for parenteral administration Include needle (including
microneodle)  injectors, needle-free injectors and Infusion techniques. 15
The compounds of the invention may also be administered topically to the
skin or mucosa, that is, dermally  or transdermafly. The compounds of the
Invention can also be administered intranasally or by Inhalation, typically
in the form  20 of a dry powder (either alone, as a mixture, for example, in
a dry blend with lactose, or as a mixed  component particle, for example,
mixed with phospholipids, such as phosphatidylcholine) from a dry  powder
inhaler or as an aerosol spray from a pressurised container, pump, spray,
atomiser (preferably an  atomiser using eleetrohydrodynamics to produce a
fine mist), or nebuliser, with or without the use of a  suitable propellant,
such as 1,1,1,2-tetrafluoroethane or 1,1,1,2,3,3,3-heptailuoropropane, For
intranasal 25 use, the powder may comprises bioadhesive agent, for example,
chitosan or oytlodextrin. The pressurised container, pump, spray, atomizer,
or nebuliser contains a solution or suspension of the  compound(s) of the
Invention comprising, for example, ethanol, aqueous ethanol, or a suitable
alternative  agent for dispersing, solubilizing, or extending release of the
active, a propellant(s) as solvent and an 30 optional surfactant, such as
sorbitan trioleate, oleic acid, or an ofigolactic acid. Prior to use in a
dry powder or suspension formulation, the drug product is mioronisod to a
size suitable for  delivery by inhalation (typically less than 5 microns).
This may be achieved by any appropriate  comminuting method, such as spiral
jet milling, fluid bed jet milling, supercritical fluid processing to form
35 nanoparticles, high pressure homogenisation, or spray drying. Capsules
(made, for example, from gelatin or hydroxypropylmethyicel(ulose), blisters
and cartridges for  use in an inhaler or insufflator may be formulated to
contain a powder mix of the compound of the  invention, a suitable powder
base such as lactose or starch and a performance modifier such as i-leucine,
W0 20061018718 PCTIJB2005/002574  -51 mannitol, or magnesium stearate. The
lautose may be anhydrous or in the form of the monohydrate,  preferably the
latter. Other suitable exciplents include dextran, glucose, maltose,
sorbitol, xylitol, fructose,  sucrose andtrehalose. 



5 A suitable solution formulation for use In an atomiser using
electrohydrodynamics to produce a fine mist  may contain from 1 pg to 20mg
of the compound of the invention per actuation and the actuation volume  may
vary from f pi to 1o0pl. Atypical formulation may comprise a compound of the
invention, propylene  glycol, sterile water, ethanol and sodium chloride.
Alternative solvents which may be used instead of  propylene glycolinclude
glycerol and polyethylene glycol. 10 Suitable flavours, such as menthol and
levomenthol, or sweeteners, such as saccharin or saccharin  sodium, may be
added to those formulations of the invention intended for inhaieWintranasal
administration.  Formulations for inhaled/intranasal administration maybe
formulated to be immediate and/or modified 15 release using, for example,
PGIA. Modified release formulations include delayed-, sustained-, pulsed-,
controlled-, targeted and programmed release. In the case of dry powder
inhalers and aerosols, the dosage unit is determined by means of a valve
which  delivers a metered amount. Units In accordance with the invention are
typically arranged to administer a  20 metered dose or "puff' containing
from 0.004 mgto 10ing of the compound of the invention. The overall daily
dose will typically be in the range 0.001 mg to 40mg which may be
administered in a single dose or,  more usually, as divided doses throughout
the day. In another embodiment of the invention, the compounds of the
invention are preferably administered by  25 inhalation. More preferably,
the compounds of the invention are administered by inhalation with a dry
powder Inhaler or a metered dose inhaler, most preferably with a dry powder
inhaler. -The compounds of the invention may be administered rectally or
vaginally, for example, in the form of a  suppository, pessary, or enema. 30
The compounds of the invention may also be administered directly to the eye
or ear, typically in the form of  drops of a micronlsed suspension or
solution in isotonic, pH-adjusted, sterile saline. The compounds of the
invention may be combined with soluble macromolecular entities, such as  35
cyclodextrin and suitable derivatives thereof or polyethylene
glycol-containing polymers, In order to  improve their solubility,
dissolution rate, taste-masking, bioavailability and/or stability for use in
any of the  aforementioned modes of administration. WO 2006/018718
PClr7B2a05la02574  -52 Drug-cyciodextrin complexes, for example, are found
to be generally useful for most dosage forms and  administration routes.
Both inclusion and non-inclusion complexes may be used. As an alternative to
direct  complexaiion with the drug, the cyclodextrin may be used as an
auxiliary additive, i.e. as a carrier, diluent,  or solubifiser. Most
commonly used for these purposes are alpha-, beta- and gamma-cyclodextrins,
5 examples of which may be found in international Patent Applications Nos.
WO 91111172, WO 94/02518  



and WO 98/55148, In another embodiment of the Invention, there Is provided a
pharmaceutical composition comprising a  compound of formula (1), or a salt
and/or solvate thereof, and a pharmaceutically acceptable diluent, carrier
10 or adjuvant. In another aspect of the invention, there is provided a kit,
including:  a. a compound of formula (1), or a salt and/or solvate thereof,
h. Instructions for treating an obstructive or inflammatory airways disease,
15 and c. packaging for containing a and b. Preferably, the obstructive or
inflammatory airways disease is COPD. 20 In an alternative embodiment, the
instructions in b. are for treating asthma. inasmuch as it may desirable to
administer a combination of active compounds, for example, for the  purpose
of treating a particular disease or condition, it is within the scope of the
present Invention that two  or more pharmaceutical compositions, at least
one of which contains a compound In accordance with the  25 invention, may
conveniently be combined In the form of a kit suitable for coadministration
of the compositions.  Thus another aspect of the invention Is a kit
comprising two or more separate pharmaceutical  compositions, at least one
of which contains a compound of the invention in accordance with the
invention, 30 and means for separately retaining said compositions, such as
a container, divided bottle, or divided foil  packet. An example of such a
kit is the familiar blister pack used for the packaging of tablets, capsules
and  the like. The kit of the invention may be particularly suitable for
administering different dosage forms, for example  35 parenteral, for
administering the separate compositions at different dosage intervals, or
for titrating the  separate compositions against one another. To assist
compliance, the kit typically comprises directions for  administration and
may be provided with a socalfed memory aid. WO 20061018718 5; .
PCT11620051002574  -53 For administration to human patients, the total daily
dose of the compounds of the invention is typically in  the range O.Ojmg to
10mg depending, of course, on the mode of administration. For example, an
inhaled  daily dose may only require from 0,01 mg to 5mg. The total daily
dose may be administered in single or  divided doses and may, at the
physician's discretion, fall outside of the typical range given herein. 5
These dosages are based on an average human subject having a weight of about
86kg to 70kg. The  physician will readily be able to determine doses for
subjects whose weight fails outside this range, such  as infants and the
elderly. 



According to another embodiment of the present invention, the compounds of
the invention can also be  10 used as a combination with one or more
additional therapeutic agents to be co-administered to a patient to  obtain
some particularly desired therapeutic end result such as the treatment of
pathophysiofog(cally.  relevant disease processes including, but not limited
to (f) broncheconstriction, (ii) inflammation, (HI)  allergy, (Jv) tissue
destruction, (v) signs and symptoms such as breathlessness, cough. The
second and  more additional therapeutic agents may also be a compound of
the, invention, or one or more TNF 15 inhibitors andlor p38 inhibitors known
in the art More typically, the second and more therapeutic agents  will be
selected from a different class of therapeutic agents. As used herein, the
terms "co-administration", "co-administered" and "in combination witty",
referring to the  compounds of the invention and one or more other
therapeutic agents, is intended to mean, and does refer  to and include the
following: 20  simultaneous administration of such combination of
compound(s) of the invention) and therapeutic  agent(s) to a patient in need
of treatment, when such components are formulated together into a  single
dosage form which releases said components at substantially the same time to
said patient,  substantially simultaneous administration of such combination
of compound(s) of the invention and  therapeutic agent(s) to a patient in
need of treatment, when such components are formulated apart  25 from each
other into separate dosage forms Which are taken at substantially the same
time by said patient, whereupon said components are released at
substantially the same time to said patient,  sequential administration of
such combination compound(s) of the Invention and therapeutic  agent(s) to a
patient in need of treatment, when such components are formulated apart from
each  other into separate dosage forms which are taken at consecutive times
by said patient with at 30 significant time interval between each
administration, whereupon said components are released at  substantially
different times to said patient; and sequential administration of such
combination of compound(s) of the invention and therapeutic  agent(s) to a
patient in need"of treatment, when such components are formulated together
into a  single dosage form which releases said components In a controlled
manner whereupon they are WO 2006/018718 PCT11B20051002574  -54
concurrently, consecutively, and/or overlappingty administered at the same
and/or different times  by said patient, where each part may be administered
by either the same or different route.  Suitable examples of other
therapeutic agents which may be used in combination with the compound(s) of
the invention, or pharmaceutically acceptable salts, solvates or
compositions thereof, Include, but are by  5 no means limited to; (a)
5-Lipoxygenase (5-LO) inhibitors or 5-lipoxygenase activating protein (FLAP)
antagonists,  (b) Leukotriene antagonists (LTRAs) including antagonists of
LTSA, LTC4, LTD4, and LTE4,  



(c) Histamine receptor antagonists including H1 and H3 antagonists, (d) a,-
and a adrenoceptor agonist vasoconstrictor sympathomimetic agents for
decongestant use,  10 (e) muscar!nic M3 receptor antagonists
oranticholinergic agents, (f) PDE inhibitors, e.g. PDE3, PDE4 and PDES
inhibitors,  19) TheophyMne, (h) Sodium cromogiycate, (i) COX Inhibitors
both non-selective and selective COX-1 or COX-2 inhibitors (NEAIDs), 15 O)
Oral and inhaled glucocorticosterolds, such as DAGR (dissociated agonists of
the corticoid receptor)  (k) Monoclonal antibodies active against endogenous
inflammatory entities, (I) 02 agonists, including long-acting 52 agonists
(m) Adhesion molecule inhibitors including VLA-4 antagonists,  (n) Kinin-B,
- and 82 -receptor antagonists, 20 (o) Immunosuppressive agents, (p)
Inhibitors of matrix metailopproleases (t,AMPs), (q) Tachykinin NK,, NX2 and
NKs receptor antagonists,  (r) Elastase Inhibitors, (s) Adenosine Ala
receptor agonists,  25 (t) Inhibitors of urodnase, (u) Compounds that act on
dopamine receptors, e.g. 02 agonists,  (v) Modulators of the NFvB pathway,
e.g. IKK Inhibitors, (w) modulators of cytokine signalling pathways such as
5yk kinase, or JAK kinase inhibitors,  (x) Agents that can be classed as
mucolytics or anti tussive, and 30 (y) Antibiotics. According to the present
Invention, combination of the compounds of the invention with :  HS
antagonists, 35 - Muscarinic MS receptor antagonists,  PDE4 inhibitors, -
ghicocOrticosteralds, Adenosine A2a receptor agonists, 1 WO 20061018718
YCTiIB20t1 100257a  55- -2 agonists - Modulators of cytokine signalling
pathways Such as syk kinase, or, Leukotriene antagonists (LTRAs) including
antagonists of LTB4, LTC4, LTD4, and LTEl,,  



are preferred: 5 According to the present invention, combination of the
compounds of the invention with  glucocorticosterolds, in particular inhaled
glucocorticosteroids with 'reduced systemic side  effects, including .
prednisone, prednisolone, flunisolide, triamcinolone acetorude,
beclomethasone dipropionate, budesonide, tiuticasone propionate,
clclesonida, and  to mometasone furoate and mometasone furoate monohydrate,
muscarinic M3 receptor antagonists or anticholinergio agents including in
particular 1pratropium  salts, namely ipratropium bromide, tiotropium salts,
namely tiotroplum bromide, oxitropium  salts, namely oxitropium.bromide,
perenzepine, and telenzepine, or s2 agonists, in particular long-acting 02
agonists, including salmeterol, formcterol, OAB-149  15 and CHF-4226. are
further preferred. Preferably, the compounds of the invention exhibit
slow-offset binding kinetics to p38, In another preferred embodiment, when
the compounds are administered via the inhalation route, they are  rapidly
metabolised when they have moved out of the lung, 20  f~ - More preferably,
the compounds of the invention are metabolised to compounds that are less
active than  the compound administered, In another embodiment of the
invention there is provided a compound, use, method or composition,  25
substantially as described herein, Assay_ TNFa screen The anti-inflammatory
properties of the compounds of the invention are demonstrated by their
ability to  30 inhibit TNFa release from human peripheral blood mononuclear
cells, Venous blood is collected from  healthy volunteers and the
mononuclear cells purified by centrifugation through Histopaque (Ficoil)
cushions. TNFa production from these cells is stimulated by addition of
lipopotysaeoharida. After 18 hours WO 20061018718 PCT/162005!002574  -56
incubation in the presence of LPS, the celt supernatant is removed and the
concentration of TNFa in the  supernatant determined by ELISA. Addition of
the compounds of the invention reduces the amount of  TNFa produced. An 1Cso
is determined which Is equal to the concentration of compound that gives 50%
inhibition of TNFa production as compared to the LPS stimulated control
wells. 5 The examples were tested in the assay described above and were
found to have an 100a (TNFa screen) of  loss than 1000nM, and for most of
the tested compounds, were found to have an iC5, (TNFo screen) of  



even less than 1 DOW. 10 The examples tested were found to have an ICso (p38
assay) of less than 1000nM, and for most of the  tested compounds, they were
found to have an IC50 (p38 assay) of even less than 100nM. L i In the
present invention, the tern "active", "potent" or "potency means that the
compounds of formula (I) show  TNF activity which is iess than 1000nM as
measured by the TNF assay described herein. 15 p38 Ktnase Assay:  Cloning of
human Q&. The coding region of the human p38a ODNA was obtained by
PCR-amplification from RNA isolated from  the human monocyte cep line THP,1.
First strand CDNA was synthesized from total RNA as follows; 2 Mg  of RNA
was annealed to 100 ng of random hexamer primers in a 10 pl reaction by
heating to 70 C. for 10 20 minutes followed by 2 minutes on ice. cl7NA was
then synthesized by adding 1 pi of RNAsin (Promega,  Madison Wis.), 2 pi of
50 mM dNTP's, 4 pi of 5X buffer, 2 pl of 100 mM DTT and 1 pi (200 U) of
Superscript ItTr'0 AMV reverse transcriptase. Random primer, dNTP's and
Superscript iiTM reagents were all  purchased from Lire-Technologies,
Gaithersburg, Mass. The reaction was incubated at 42 C. for 1 hour.
Amplification of p38 cDNA was performed by aliquoting 5 pi of the reverse
transcriptase reaction into a 100 25 p1 PCR reaction containing the
following: 80 pi dH.sub.2 0, 2. p150 mM dMTP's, I pi each of forward and
reverse primers (50 pmo)/pl), 10 p1 of lOX buffer and 1 pl Exparxl7M
polymerase (Soehringer Mannheim).  The PCR primers incorporated Barn HI
sites onto the 5' and 3' end of the amplified fragment, and were  purchased
from Genesys. The sequences of the forward and reverse primers were 5'
GATCGAGGATTCATGTCTGAGGAGAGG000A-3'ands'GATCGAGGATTCTCAGGACTCCATOTCTTC- 30 3'
respectively, The PCFI amplification was carried out in a DNA Thermal Cycler
(Perkin Eimer) by  repeating 30 cycles of 94 G. for t minute, 600 C. for 1
minute and 66 C. for 2 minutes. After amplification,  excess primers and
unincorporated dNTP's were removed from the amplified fragment with a
WiizardTM  PCR prep (Promega) and digested with Barn Hl (New England
Blolabs). The Sam Ht digested fragment  was ligated Into BamHI digested pGEX
2T plasmid DNA (PharmaciaBiotech) using T-4 DNA ligase (New 35 England
Biolabs) as described by T. Manlatis, Molecular Cloning: A Laboratory
Manual, 2nd ed. (1989).  The ligation reaction was transformed Into
chemically competent E. eoli DH1OB cells purchased from Ufa- Technologies
followin the manufacturer's instructions. Plasrnfd DNA was isolated from the
resulting  bacterial colonies using a Promega Wizard'r'y miniprep kit.
Plasmids containing the appropriate Sam HI WO 20 0 6101 8 7 18
PC17182005/002574  .57-  fragment were sequenced in a DNA Thermal Cycler
(Perkin Elmer) with Prism" (Applied Biosystems Inc.).  cDNA clones were
identified that coded for both human p38a isoforms (Lee et al. Nature 372,
739). One of  the clones that contained the cDNA for p98a-2 (CSB-2) inserted
in the cloning site of POEX 2T, 3' of the  GST coding region was designated
pMON 35802. The sequence obtained for this clone is an exact match 



5 of the cDNA done reported by Lee et Al. This expression plasmid allows for
the production of a '38T-p38a  fusion protein. Expression of human p38a
GSTip36a fusion protein w as expressed from the plasmid pMON 35802 in E,
cell, stain DH108 (Life  Technologies, Gibco-BRL). Overnight cultures were
grown in Luria Broth (LB) containing 100 mg/ml 10 ampicillin. The next day,
500 ml of fresh LB was inoculated with 10 ml of overnight culture, and grown
In a  2 liter flask at 370 C. with constant shaking until the culture
reached an absorbance of 0.8 at 600 em_  Expression of the fusion protein
was induced by addition of isopropyl b-D-thiogalactosidase (IPTG) to a
final concentration of 0.05 mM. The cultures were shaken for three hours at
room temperature, and the  cells were harvested by centrifugation. The cell
pellets were stored frozen until protein purification. 25 Purification of
P38 Kinase-aloha All chemicals were from Sigma Chemical Co. unless noted.
Twenty grams of E. coil cell pellet collected  from five 1 L shake flask
fermentations was resuspended in a volume of PBS (140 mM MCI, 2.7 mM KCI,
10 mM Na.sub.2 HPO.sub.4, 1.8 mM KH.sub.2 PO.sub.4, pH 7.3) up to 200 ml.
The cell suspension was 20 adjusted to 5 mM DTT Air 2 M DTT and then split
equally into five 50 ml Falcon conical tubes. The cells  were sonnicated
(Ultrasonics model W375) with a 1 cm probe for 3.times.l minutes (pulsed) on
ice. Lysed  cell material was removed by centrifugation (12,000 x g, 15
minutes) and the clarified supernatant applied  to glutathione-sepharose
resin (Pharmacia). 25 Giutathione-Sepharose Affinity Chromatography Twelve
ml of a 50% glutathione sepharose-PBS suspension was added to 200 ml
clarified supernatant and  incubated balcfwvise for 30 minutes at room
temperature. The resin was collected by centrifugation  (600.times.g, 5 min)
and washed with 2.times.150 ml P6SI1%Triton X-100, followed by 4.times.40
nil  PBS. To cleave the p38 kinase from the GST-p38 fusion protein, the
glutathions-sepharose resin was 30 resuspended in 5 ml PBS containing 250
units thrombin protease (Pharmacia, specific activity >7500  units/mg) and
mixed gently for 4 hours at room temperature. The glutathione-sepharose
resin was  removed by centrifugation (600,times.g, 5 min) and washed
2.fimes_6 ml with PBS, The PBS wash  fractions and digest supernatant
containing p38 kinase protein were pooled and adjusted to 0.3 mM PMSF.  35
Mono O Anion Exchange Chromatagra hl The thrombin-oleaved p36 kinase was
further purified by MC-anion exchange chromatography.  Thrombin-cleaved
sample was diluted 2-fold with Buffer A (25 MM HEPES, pH 7.5, 25 mM beta WO
2006/018718 PCT/1B2005/002574 -58- I  glycerophosphate, 2 mM MT, 50/6
glycerol) and Injected onto a Mono Q HR 10/10 (Pharmaaia) anion exchange
column equilibrated with Buffer A. The column was eluted with a 160 ml 0.1
M-0.6 M NaCllBuffer  



A gradient (2 mi/minute flowrete). The p38 kinase peak eluting at 200 mM
NaCI was collected and  concentrated to 3-4 mf with a Ffltron 10
concentrator (Filtron Corp.). 5 Sephacryl Si00 Gel Filtration Chromatsgranhy
The concentrated Mono 0- p38 kinaso purified sample was purified by gel
filtration chromatography  (Pharmacia HiPrep 26160 Sephacryl 5100 column
equilibrated With Buffer B (50 mM HI=PES, pH 7.5, 50  mM NaOi, 2 mM DTT, 5%
glycerol)). Protein was eluted from the column with Buffer S at a 0.6
ml/mInute 10 flowrate and protein was detected by absorbance at 280 nm.
Fractions containing p38 kinase (detected by  WS-polyacrylamide gel
electrophoresis) were pooled and frozen at -80 C. Typical purified protein
yields  from 5 L E. coli she flasks fermentations were-35 mg p38 kinase.
Kinetics Assavs 15 Association kinetics : SKF-86002 (from Calbiochem; KD -
200aM) gives an increase in fluorescence upon binding to p38a (as  monitored
by an excitation at 340nm and emission at 420nm). SKFF-86002 (1-2uM) was
preincubaied with  p38a (20-60nM) for 5-1 Orrin at room temperature in a
buffer consisting of 20mM Bis-Tris, 2mM EDTA,  500mM NaO1, 0.01% NaN3, 0,15%
NOG and 5% DMSO. The sample compound (20-10onM) was then 20 added and the
change in fluorescence monitored. As SKF dissociated from its binding site
on p38a, the  SKF was replaced by the sample compound and a decrease in
fluorescence was observed on a time scale  proportional to the association
rate of the compound. Using the known binding kinetics of SKF-86002, the
association rate of the compound was measured, 25 Dissociation kinetics :
Sample compounds (50 or 100nM) were preincubated with p38a (37nM protein or
21 nM as determined by  C_. active site titration) overnight at room
temperature In a buffer consisting of 20mM 1316-T re, 2mM EDTA,  0.01% NaN3,
0.15% NOG, 500mM NaCi and 5% DMSO. The following day, SKF 86002 was added to
a  final concentration of 50uM. The fluorescence increase observed upon the
binding of SKF 86002 to p38a 30 was monitored by excitation at 340nm and
emission at 420nm, and the dissociation rate was measured.  Data; The
following data were generated using the TNF screen disclosed herein. Example
TNF IC50 nM Exam 1e TNF 1050 nM Exam le TNP IC50 nM  26 1.5 73 0.9 116 3.2
33 2.0 74 4.0 118 15.7  34 1.3 76 0.8 124 4.6  36 4.8 77 2.7 125 80.0  87
2,8 78 0.6 1128 3.7 



WO 2006/018719 PCT/,IU20051002574  44 1.1 80 1.Y 132. 4.5 45 1.4 81 1.8 136
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104 1.0 153 4.8  68 as 105 0.6 179 1,5  70 019 109 1.2 ISO 21.0  71 3.0 114
3.6 . 181' 2.7 182 0,7  Examples and Preparations Nuclear magnetic resonance
(NMR) data were obtained using Varian Unity (nova-400, Varian Unity Inova- 5
300 or Bruker AC300 spectrometers and are quoted in parts per million from
tetrarnethylsilane. Mass  spectral (MS) data were obtained on a Finnigan
Mat. TSQ 7000 or a Fisons Instruments Trio 1000. The  calculated and
observed ions quoted refer to the isotopic composition of lowest mass, For
column  chromatography on silica gel, Kteselgel 60, 230-400 mesh, from E.
Merck, Darmstadt was used, unless  otherwise specified. Kie'selgel 60 F.64
plates from E. Merck were used for TLC, and compounds were 10 visualised
using UV light, 5% aqueous potassium permanganate or Dragendorffi a reagent
(oversprayed  with aqueous sodium nitrite), water content was determined on
a Mitsubishi CAI 00 (Coulometric Karl  Fisher Titrator). Other measurements
were taken using standard equipment, PdCl2(dppt).CH2CI2is
1,1-bis(diphenylphosphino)ferrocene palladium (11) chloride 1:1
dichloromethane  complex 15 . DBU is 1,8-diazablcycto[5.4.0]undec-7-ene.
Preparation 1  2.2-1)imethyl-3-methylsulfanvl-oroplonic acid methvf esfsr
N,N-Diisopropylothylamine (15.5g, 0.12mol) was added to a solution of methyl
2,2-dimethyl-3- hydroxypreplonate (13.2g, Iktmof) in dichloromathane (15OmL)
and the solution was cooled to 0C. 20 Methaneeulfonyl chloride (12,6g, 0.11
mol) was then added dropwise and the mixture was stirred at 0C for  



90 minutes. The reaction mixture was than diluted with 0.5M hydrochloric
acid (106mL) and the layers  were separated. The aqueous was extracted with
dichloromathane (2x60mL) and the combined organic  soluf on was dried over
magnesium sulfate and concentrated in vacuo. Methanethiol sodium salt (7.7g,
0.11 mol) was added to a sotutlon of the residue in dioxan (100mL) and the
mixture was heated under 25 reflux for 24 hours. The mixture was then
diluted with ethyl acetate (250mL), washed with water and brine,  dried over
magnesium sulfate and concentrated In vacua. Purification by column
chromatography on silica WO 20061018718 PCT/ 12095/1102574  -60 gel, eluting
with dichloromethane:pentane 50:50 to 100:0, afforded the title compound as
a pale yellow oil  in 24/ yield, 3.85g. PrePre aeration 2 4
4-Dimethvl-5-methylsulfanvh3-oxo-pentanenitrile 5 A suspension of sodium
hydride (60% dispersion in mineral all, 1.20g, 30mmot) in tetrahydrofuran
(2OmL)  was brought to reflux. A soiution of the product of preparation 1
(3.84g, 23.7mmol) in acetonitrile (1.56rL,  3ommol) was added and the
mixture was heated under reflux for 3 hours. The cooled reaction mixture was
then diluted with water, acidified with 2M hydrochloric acid (36mL) and
extracted with dichioromethane  (3x50mL). The combined organic extracts were
dried over magnesium sulfate, concentrated in vaouo and 10 the residue was
purified by column chromatography on silica gel, eluting with
dichloromethane to afford the  title compound as a pale yellow oil in 67%
yield, 2.70g. Prenardf)en 3  4-Methyl-4-methylsuifanyl-33oxo-aentanen lt(le
15 -The title compound was prepared from ethyl
2-methyl-2-(methylihio)propionate and acetonitrile, using a  method similar
-to that of preparation 2, as a colourless oil in 81 % yield. Preparation
(3-Metlhylsulfanyfphenyf)-hydrazine  20 Magnesium turnings (0.79g, 33mmol)
and a single crystal of iodine were added to a solution of 3
bromothioanilsole (6.118, 30mmol) in tetrahydrofuran (5OmL) and the mixture
was stirred at room  temperature for 18 hours. The mixture was cooled to
-78C and di-tertbutyldiazooarboxyIate (6.91 g,  30mmol) was added. The
mixture was stirred at -78C for 30 minutes and was then quenched by the
addition of I M citric acid (40mL). The reaction mixture was allowed to warm
to room temperature and was 25 extracted with ethyl acetate (250mL). The
organic solution was washed with brine and water, dried over  magnesium
sulfate and concentrated in vacuo. The residue was re-dissolved in Isopropyl
aioohot (200mL)  and the solution was saturated with hydrogen chloride gas.
The mixture was then allowed to cool to room  temperature and was
concentrated in vacua. The residue was taken up In water, basified with
saturated  sodium hydrogen carbonate solution and extracted with
dichloromethane:methanol, 90:10, (4x50m1). The 



30 combined organic solution was dried over magnesium sulfate concentrated
in vacua and the residue was  purified by column chromatography on silica
gel, eluting with dichloromethane:methanol, 100:0 to 70:30, to  afford the
title compound as a dark orange liquid in 36% yield. Preparation 5 35
di-tert-BUM 1-(Amathoxy-3-methylphenvi)hydrazine-12-dicarboxylatQ
"Butyllithiutn (2.5M in hexanes, 23.9mL, 59.75mmot) was added to a solution
of 4-bromo-2-methylanisote  (log, 49,74mmoi) In tetrahydrofuran (150mL)
cooled to -78C, and the mixture was stirred at this  temperature for 1 hour.
A solution of di-tert-butyldiazocarhoxylate (13.749, 59.68mmol) in
tetrahydrofuran  (50mL) was then added dropwise and the mixture was stirred
at -78C for one hour and then at room WO 20061018718 PCTIIB20951i102574
temperature for 2 hours. The reaction was quenched with water (25mL),
concentrated in. vacua to low  volume and partitioned between diethyl ether
(300mL) and brine (300mL). The aqueous layer was  separated and
ro-e,ctracted with diethyl ether (2x1O0mL), and the combined organic
solution was dried  over sodium sutphate and concentrated in vacua.
Purification of the residue by column chromatography on 5 silica gel,
eluting with heptanes:ethyl acetate, 75:25, afforded the title compound as a
pale yellow solid in  62k yield. 10.83g. Preparation 6
(4-Methoxy-3-melhylphenv2hydrazine hvdrocbloride 4M Hydrochloric acid
in.1,4-dioxane (37.5mL, 150mmol) was added dropwise to a solution of the
product  10 of preparation 5 (10,758, 30.5ommol) in 1,4-dloxane (12.5rn) and
the mixture was stirred for 46 hours at  room temperature. The mixture was
then concentrated in vacua and the residue was stirred in diethyl ether ( at
0C for 30 minutes. The precipitate was filtered off, washing through with
diethyl ether, arid the solid was  dried under vacuum at 40C for 8 hours to
afford the title compound in 94%'yield, 5.43g. 15 Preparation 7.
3-tart-Butyl-1-f4-(methylthio phenvll-1H-nvraznl-5-amine Concentrated
hydrochloric acid (1mL) was added dropwise to a mixture of
4-meihylthiophenyl hydrazine  (2g, 10.5mmot) and 4,4-dirnethyi-3-axopentane
nitrite (1.44g, 1 f.5mmcl) in ethanol (3OmL) and the mixture  was heated
under retlux for 18 hours. The cooled mixture was then diluted with ethyl
acetate, washed with 20 saturated sodium hydrogen carbonate solution, dried
over magnesium sulfate and concentrated In vacua.  The residue was purified
by column chromatography on silica gel, eluting with
dichloromethane:methanol,  100:0 to 97:3 to afford the tkle compound as a
yellow oil that crystallised on standing (2.59g, 95% yield). Preparations B
to 19 25 The following compounds, of the general formula shown below were
prepared by a method similar to that  described for preparation 7, using the
appropriate hydrazine and nitrite starting materials. The reaotlans  were
monitored ey tic analysis and were heated under reflex for 3-24 hours. 



R1 N NHp  X  Y 30 WO 20061018715 PCT/1B2055/002574 -42- No. X Y Data Yield
Compounds of formula: (Preps. 8-13) NH2 k  H3 Y  HC CHs. 8 SCHs H LAMS: mlz
APCI 261 [MH]' 77%  9 CI CI LRMS: m/z APCI 284 [MH]' 68%  10 H CO2CH2CH3
LRMS: m/z APCJ 288 [MH]' 55%  11 0O2CH2CH3 H LRMS: mlz APCI 28B [MH] 2B%'
12 H CN m/z APCI 241 [MH]' 5201.  13 CN. H 58%  Compounds of formula: NHZ X
HaC IN Y  CH3 iS  H3C (preps. 14 and 1S) 14 H CH3 m/2 APCI 276 [MH]' S7'/.
15 H H m/zAPCl262{MH]" 48%  NN Her ' N \ N y H6 C~S CH3  Compounds of
formula  (preps 16-19) 16 H H nvz APCI 248 [MH]' 72%  



17 O-CH3Ph H m/z APCI 354 [MH]' 540/  18 H CF3 mtz ES 316 [MH]' 55'!  19 H
Cl m/z ES 282 (MHr 201. WO 2006101g718 ?C,111B20051002574  Preparations
14-19-. Purification achieved by, column chromatography on silica gel,
eluting with  dichloromethane:ethyl acetate, 80:20 . Preparation 20 5 5 t~
t-Butvl-2nhenv1-2H-pvrazol-3-vlamine N,N-Dflsooropylethylamine (1.7mL,
7.99mmol)-was added to a mixture of phenyl hydrazine hydrochloride
(1.5g,.10.39mmol) and4,4-dimethyl-3-oxopentarie nitrile (1-eg, 7.99mmcl) in
ethanol (lSmL) and the  mixture was heated under reflux for 18 hours. The
cooled mixture was then concentrated to low volume  and partitioned between
ethyl acetate and saturated sodium hydrogen carbonate solution. The organic
10 layer was separated, dried over sodium sulfate slid concentrated in
vacuo.. The residue was purified by  column chromatography on silica gel,
eluting with heptanes:ethyl acetate, 75:25, to afford the title  compound as
a pale orange oil that crystallised on`istanding (1,218, 70% yield).
Preparations 21 to 24 15 The following compounds, of the general formula
shown below were prepared by a method similar to that  described for
preparation 20, using the appropriate hydrazine and nitrile starting
materials: The reactions  were monitored by to analysis and were heated
under reflux for 3-24 hours.. H3C CH3  H3C NON NH3  X  Y 20 No. X Y Data
Yield  21 H CH3 LRMS' m/z API-ES 230.7 [MH] 79%  22 H O-CH3 LRMS: mlz API-FS
246"6 [MH]" 56%  23 CH$ OCH3 LRMS: ntfz API-ES 260 [MH] 84%  24 O-CH3 H
LRMS: mlz API-ES 246.7 [MH]' 99%  Preparation 25
(5mmonyridin-2-vll-hydrazine  2-Chloro-5-bromopyddine (64g, 333rnmol) was
suspended In hydrazine monohydraie (25OmL) and the  25 mixture was heated at
70C for 72 hours. The reaction mixture was then diluted vdth water (750mL)
and 



WO 20061018718 PCTIIB20051002574  -64 the resulting precipitate was filtered
off and aieutroped, firstly with toluene (x2) then dichioromethane (x2),  to
afford the title compound as a pale brown solid in 83% yield, 52g.
Preparation 26 5 4-'Chloro-3-hvdroxymethyl-phenol  Lithium aluminium hydride
(1M in diethyl ether, 25m1, 25mmol) was added to an ice-cooled solution of
2- chloro-5-hydroxy-benzoic acid (4g, 23.2mmol) in tetrahydrofuran (200mL)
and the mixture was heated  under reflex fore hours. The mixture was then
diluted with a mixture of water/ tetrahydrofuran, acidified  with 1 NI
hydrochloric acid, and extracted with ethyl acetate. The organic solution
was dried over sodium  10 sulphate and concentrated in vacuo to afford the
title compound in quantitative yield, 4.80. Preparation 27
2-Chloro-5-hydroxy-benzaldehyda  Manganese dioxide (11 g, 125rnmol) was
added to a suspension of the product of preparation 26 (4g, 15 25.2mmol) in
acetone (25mL) and the mixture was healed to retlux for 3 hours. The
reaction mixture was  then cooled to room temperature and concentrated in
vacuo. The residue was dissolved In  dichioromethane:methanol, 95:5, passed
through a pad of silica and concentrated in vacuo to afford the  title
compound as a solid in 81% yield, 3.178 20 Preparation 28
2-Chloro-4-hvdroxy-benzaidehyde  Ciisobuty[aiuminium hydride (1 M in hexane,
24OmL, 240mmol) was added to a solution of 2-chloro-4- hydroxybenzonitrile
(15g, 97.7mmol) in tetrahydrofuran (200mL), cooled to --78C, and the mixture
was  stirred at this temperature for f hour then at room temperature for 18
hours. The mixture was then cooled 25 to 0C. and 1 M hydrochloric acid
(80ml-) was added dropwise. The reaction mixture was diluted with water
(200mL) and filtered, washing through with ethyl acetate (x2). The layers of
the filtrate were separated and  the organic solution was dried over
magnesium sulfate and concentrated in vacuo. Trituration of the  residue
with diehioromethane afforded The title compound as a solid in 84% yield,
12.92g. 30 . Preparation 29 isohutwic acid N j5-bromo-rVridin-2-vq-hydrazide
N,N-Lliisopropylethytamine (137g, 1.06mol) was added to a suspension of the
product of preparation 25  (40g, 21.3mmol) in dichicromethane (100mL) and
the solution was cooled to 0C. Isobuiyryl chloride  (22.7g, 213mmol) was
then added dropwise and the mixture was stirred at 0C for 2 hours. The
reaction 35 mixture was quenched with water and the resulting solid was
filtered off and dried for 48 hours in air. The  solid was then
re-crystallised from methanoVN,N-diisopropytethyiamine, 25:75, to afford the
title compound  as a white crystalline solid in S5% yield, 1.16g. 



Preparation 30 WO 2006/018718' PCT/fB2005/002574  -65
2-(Berzvloxv)benzaldehvde (5-bromdnvridin-2-01hydrazons A mixture of
2-benzyloxybenzaldehyde and the product of preparation 25 (10g, 53.2mmol) in
ethanol  (35omL) was heated at 60C for 15 minutes. The resulting precipitate
was fiitered off, washing through with  elhanoi, and dried under vacuum for
18 hours to afford the title compound as a white solid in 94% yield. 5
Preparation 31  6-Bromo-3-isopraovl-f 1,2.4ltriazclof4.3-ajQ)ridine A
suspension of the product of preparation 29 (16g, 32mmol) In phosphorus
oxychlorids (320mL) was  heated at 75"C for 18 hours. The reaction mixture
was then concentrated in vacuo and the residue was  10 dissolved In water,
basifled with 2M sodium hydroxide solution and extracted with ethyl acetate.
The organic solution was dried over sodium sulfate and concentrated in
vacuo. Trituration of the residue In  ethyl acetatelmethanol, 98:2, afforded
the title compound in 75% yield, 11.23g. Preparation 32 15
3-(6-Bmmo41,2,4ltrlazolor4,3-aipvrldin-3yf-4-chfomvphenol .  A mixture of
the product of preparations 27 (3.1g, 19.7mrnol) and 25 (3.7g, 19.7mmol) in
ethanol (75mL)  was heated under reflux for 1 hour. The mixture was then
cooled to room temperature, diluted with ethanol  (75mL) and iodobenzene
diacetate (6.30g, 19.7mmol) was added. The reaction mixture was then stirred
at  room temperature for 18 hours. The mixture was concentrated in vacua,
triturated with a mixture of ethyl 20 acetate and methanol and filtered off.
The residue was iuither purified by column chromatography on silica  gel,
eluting with dichloromethane:methanol, 90:10, to afford the title compound
in 15% yield, 0.958  Preparation 33 k 16-Bromo-f1 2,411r azolof4.3-aipvridin
3-yl)-3i(iloro-ph~tol 25 The tale compound was prepared from the produces of
preparations 28 and 25, using a method similar to  that of preparation 32,
as a solid In 78% yield Preparation 34  3-i2-iBenzvtoxvlphenvl)-6
bramofl.2.4ltriazoiof4.3-afovridine 30 The title compound was prepared from
the product of preparation 30, using a similar method to preparation  33.
The title compound was further purified by column chromatography on silica
gel, eluting with ethyl  acetate:dichloromethane, 50:50, followed by
trituration with diethyl ether) ethyl acetate to afford the title  compound
as a solid in 88% yield. . 35 Preparation 35 . f2-f3-Isoorooyi-fi
2.41triazolofa3-a)pyridln-6-vlsulfanvB-ohenyli-methanol 



2-Mercaptobenzyt alcohol (12.Bg, 91 mmol) was added to a mixture of the
product of preparation 31 (19.8g, - - ,  70mmol), cesium carbonate (31.9g,
98mmol) and 1,1 bis(diphenylphosphino)ferrocenedichloropafladium(II)
dfchtoromethane adduct (5.7g, 7.Ommol) in KN WO 2006/018718
PCTIIB2005f002574  -66 dimethy[formamide (175mL) and the reaction mixture
was heated to 90C for 21 hours. The mixture was  then cooled, diluted with
water and extracted with ethyl acetate. The organic solution was dried over
sodium sulfate, concentrated in vacua and the residue was purified by column
chromatography op silica  gel, eluting with ethyl acetate:methanol, 98:2,
and trietllytalnine (one drop per 100mL of organic solution), 5 to afford
the title compound as a brown solid in 33% yield, 7g.  Preparation 36
4-Chlcro-3-(6j[2-fhydroxvmethvllohenvllthloifi
2,41triazolo14,3-alovridin-3-vl)phenol The We compound was prepared from the
product of preparation 32 and 2-mercaptobenzyl alcohol, using  10 a method
similar to that of preparation 35, as a pale brown solid in 62% yield.
Preparation 37  3-Chloro-4-(6-(F24hvdroxvmethyl}ohenvllthioirl.2
4]triazolof4.3-alnwidin-3vllphenol The We compound was prepared from the
product of preparation 33 and 2-mercaptobenzy[ alcohol, using  15 a method
similar to that of preparation 35, as a pale brown foam in 41% yield,
Preparation 38 f2-((3-12-(Benny oxy)phenytlfI
2,411riazofof4.3-alovridin-6-yi)thio)phen .1 methanol 20 The title compound
was prepared from the product of preparation 34 and 2-mercaptobenzyl
alcohol, using  a method similar to that of preparation 35, as a brown solid
in 57% yield. Preparation 39 642-Azid omethyl-phenytsuifanyf)-3-f sooropv4l
, 2,4ltHazolof4.3-alovridihe 25 1,8-Diazabicyc[o[5,4.0]undec-7-ene (6.4g,
42.1mmo) was added to an ice-cold suspension of the product  of preparation
35 (10.5g, 35.1mmol) and diphenyiphosphoryl azide (11.6g, 42.lmmol) in
toluene (6OmL)  and the mixture was stirred at O'G for 3 hours and at room
temperature for 18 hours. The reaction was  than quenched with sodium
hydrogen carbonate solution and extracted with ethyl acetate. The organic
solution was washed with brine, dried over sodium sulfate and concentrated
in vacua. Purification by 30 column chromatography on silica gel, eluting
with ethyl acetate:methanol, 85:2. and trlethylamine (one  drop per 100mL of
organic solution), then afforded the title compound as a brown oil in 790%
yield, 9g.  Preparation 40 3-(6-ff2-(Azidomethvll?hanvllthio}tt
241tdazolof43 a]pvrldin 3 yl)-4 chloroAhenyl diohenyl phosphate  35 The
title compound was prepared from the product of preparation 36, using a
method similar to that of  preparation 39, in 84% yield. 



Preparation 41 4-(6-FT2-(AzdcmethvflphenA
hio4f1,2.4itriazoln[43-a)ovridfn-3-vii-3-chlorophenef WO 2006/018718 -
PCT/192005/002574  -67 The title compound was prepared from the product of
preparation 37, using a method similar to that of  preparation 39, as a pale
brown foam in 58% yield. Preparation 4 5 6-(f2 (azidomethvl)ohenvilthio
-3-L21benzvloxvlohenvllfl 2 4)triazelof4.3-elpvrd[ne The title compound was
prepared from the product of preparation 38, using a method similar to that
of  preparation 39, as a liquid in 45% yield. Preparation 43
f2-f(3-Isop)opVtf1.2.4)tdazolof4.3afnvridin-6-vllthiolbenzy_Ilamine
hydrochloride 10 Triphenylphosphine (10.6g, 40.3mmol) and water. (0.73mL,
40.3rnmcl) were added to a solution of the  product of preparation 39
(10.89, 33.6 mmof) in tetrahydrofuran (114mL) and the mixture was stirred at
room temperature for 40 hours, then warmed td 4000 for 5 hours. The reaction
mixture was then cooled to  room temperature, diluted with water and
extracted with ethyl acetate. The organic solution was washed  with brine,
dried over sodium sulfate and concentrated in vacuo, The residue was
dissolved in 15 dichloromethane and cooled In an ice-bath. IM Hydrochloric
acid in diethyl ether (35mL) was added  dropwise and the mixture was stirred
for 18 hours at room temperature. The resulting precipitate was  filtered
off and dried over phosphorus pentoxide to afford the title compound as a
grey solid in 65% yield,  7.24g. Preparation 44 20
3-(6.412-(AminomethvilphenvilthiolPt
2,4Ttriazobof4.3alnvridih-3-yli)-4-chtorophenol hydrochloride  The title
compound was prepared from the product of preparation 40, using a method
similar to that of  preparation 43. the crude product was re-dissolved In
methanol and saturated with 1M hydrodhlprie acid in  diethyl ether to afford
the desired product in quantitative yield. 25 preparation 45
4f6-If2-(Aminomethyl)p
nyllthbol[1.2.4]trieieto[4.3-alpyrbdbn-3vll-3-ch1orophehoI hydrochloride
The title compound was prepared from the product of preparation 41, using a
method similar to that of  preparation 43. The crude product was redissolved
In methanol and saturated with 1 M hydrochloric acid in  diethyl other to
afford the desired product in 60% yield. 30 Preparation 46 - f2-(13
f2-(bsnzvloxvlphervl1f1.24]tdazelo(4.3-a1ovddin-6-ylthfo)benzyilamine
hydrochloride The title compound was prepared from the product of
preparation 42, using a method similar to that of  



preparation 43. The crude product was re-dissolved in methanol and saturated
with 1M hydrochloric acid in  35 diethyl ether to afford the desired product
as a white solid in 78% yield. Preparation 47 WO 2006/01S718
PCTAB20051002574  -66 4.4-Dimethyl-3-oxohexanenitrile  A suspension of
sodium hydride (60% dispersion in mineral oil, 3.189, 79,4mmol) in
tetrahydrofuran  (60mL) was heated at 60C for 1 hour. The reaction mixture
was then cooled to room temperature,  acetonitrile (42mL, 79.4mmcl) and
2,2-dimethyl-butyric acid ethyl ester ((7.95g, 6lmmo)), d. Am. Chem. 5 Soa,
1942, 64, 2964] in tetrahydrofuran (1OOmL) were added and the mixture was
stirred for 4 hours at  25C. The mixture was then diluted with 1M
hydrochloric acid (100mL) and the aqueous layer was  separated and extracted
with ethyl acetate. The organic solution was then dried over magnesium
sulfate,  concentrated in vacua and the residue was triturated with heptane
to afford the title compound as a pale  brown solid In 27% yield, 23g. 10
Preparation 48 1-f Benzyloxy)-3-bromo5-methvlben zene A mixture of
3-bromo-5methylphenol ((40.7g, 218mmol).1. Amer. Chem. Soc., 2003, 125,
7792)], benzyl  bromide (28.6mL, 239mmot) and potassium carbonate (90.2g,
653mmol) in acetone (1L) was heated  15 under reflux for 2 hours. The cooled
reaction mixture was then acidified with 2M hydrochloric acid and the
aqueous layer was extracted with ethyl acelttte. The organic solution was
washed with brine (x3), dried  over magnesium sulfate and concentrated in
vacua to afford the title compound as a red all in quantitative  yield.
Preparation 49 20 Benzyt 5-(henzyloxv1-2chl^robenzoate The title compound
was prepared from 2-chloro-5-hydroxybenzolc acid (US200210037905 p15), using
a  similar method to that described for preparation 48, as an oil In
quantitative yield. preparation 50 25 4-(Benzvloxyl-2-chlorobenzenitfile
Potassium carbonate (66.3g, 480mmol) was added to a mixture of
2-chloro-4-hydroxybenzonitrile (25g.  160mmol) and benzyl bromide (19.3mL,
161 mmol) In acelonitrlle (300mL) and the mixture was stirred for  18 hours
at room temperature. The reaction mixture was then filtered and the filtrate
was concentrated in  vacua, Trituration of the residue with heptanes
afforded the Title compound as an off-white solid in 99%  30 yield, 38.65g,
Preparation 51  



4Benrvloxvi-2-ch lorobenzaldehvde The title compound was prepared from the
product of preparation 60, using the same method as that  described for
preparation 28, in 97% yield. 35 Preparation 52 4-Bro mo-l -et hvl-2-meth
oxybonze ne Methyl iodide (3mL, 47.3mmol) was added to a solution of
4-bromo-2-hydroxyacetophsnone (915g,  43mmol) and potassium carbonate
(6.54g, 473mmo)) In acetone (20mL) and the mixture was stirred at  room
temperature for 18 hours. The reaction mixture was concentrated in vacua to
low volume and diluted WO 211061018718 be ' PCT/1132005i002574  -69 with
water, The aqueous mixture was extracted With dtohloromothane (3x50mL) and
the combined organic  solution was washed wah-water, dried over sodium
sulfate and concentrated in vacuo. The residue was  dissolved in
1,2-ethanedlol (10mL), hydrazine (18.47m4 400mmol) and potassium hydroxide
(7.86g,  144mmol) were added and the reaction mixture was heated at 150C for
60 hours. The reaction mixture S was thenquenched with its hydrochloric acid
and+extracted with ethyl acetate (3x2DmL), The combined  organic solution
was dried over sodium sulfate, concentrated in vacua and the residue was
purified by  Kugel Rohr fractional distillation (15DC(D.05mbar) to provide
the title compound as a yellow oil (126mg).  Preparation 53 10
N-(3-Chloro-g^methox nhenvt)-N-,(2,-2-dimethvloronanov112 2
dimetftyinrooanohydrazide The title compound was prepared from
4-bromo-2-chloro-l-methoxy-benzene (J. Org. Chem. 1982, 47,  5270) and
di-teIt-butyldiazocarboxylate, using th(r) same method as that of
preparation 5, as a white  powder In 43% yield. Preparation 54 15
di-tertt3utyl i-f9-(benzvloky)-5-methvloftenylihvdrazlne-i 2-dicarboxviate
The title compound was prepared from the product of preparation 48 and
di-tent-butyldiazocarbexylate,  using the same method as that described for
preparation as that of preparation 5, as a yellow liquid in 84%  yield. Pre
ratio 5 20 di-fed-butyL1-t3-ethyl-4-rnefhoxyphehyilhydrazine-1.2-dicarbo
4ate The title compound was prepared from, 4-bromo-2-ethyl-1-methoxy-benzene
and di-tert- butyldiazocarboxylate, using the same method as that described
for preparation 53, as a solid in 53%  yield.  PreDamtiQn 56 25
di-fert-Butyl 1-(4-ethyl-3-methokWhenvi)hydrazine-1.2-dicarboxvlate The
title compound was prepared from the product of preparation 52 and
di-tertbutytdiazocarboxylate,  



using the same method as that described for preparation 53, as a.pale yellow
oil in 40% yield. Preparation 57 3D (3-0hioro-4-methoxy henv9hydrazine
hydrochloride  The title compound was prepared from the product of
preparation 63, using the same method as that  described for preparation 6,
as an off-white powder in 93% yield. Preoaratlon 59 3S [ Benzvloxv)-5
methylrihenvllhvdrazine hydrochloride The title compound was prepared from
the product of preparation 54, using the same method as that  described for
preparation 6, as a solid in 59% yield. .. Preparatior 59 WO 2006/018718
PCT/1820051002574  -70 f3-Ethyl-4-methoxvnhenvilhvdrazine hydrochloride The
title compound was prepared from the product of preparation 55, using the
same method as that  described for preparation 6, as a solid In quantitative
yield. 5 P_reparatlon 60  i4-Ethyl-3-methoxyphenylthydrazine h drochloride
The title compound was prepared from the product of preparation 55, using
the same method as that  described for preparation 6, as an off-white sfllid
in 85% yield. 10 Preparations 61 to 88 88 and 89 The following compounds, of
the general formula shown below were prepared by a method similar to that
described for preparation 7, using the appropriate commerc:Wly available
hydrazine and commercially  available nitrile starting materials. Where the
starting materials are not commerclally available, the  syntheses are
disclosed herein. The reactions were monitored by tic analysis and were
heated under reflux  15 for 3-24 hours. A N ~ N NH2  (X)n  No, Data Yield
A=GlC~3~3 61 X=4-F 67%  62 X=3-F 94%  63 X= 3-O0H2Ph 90%  



64 X=4-GH2CH3 91%  85 X=3-CH2CH3 78%  66 X=3.OCH2Ph, 5-CH3 60%  67 X=4-0CHs
49%  68 X-8-0CHs 56%  69 X=3-0CH3.4-CI 50%  A=(CH2CH3)C(CH3)2 70 X=3-OCH2Ph
91%  71 X= 4-CH3 35h WO 20061018718 , PCTLEO20051002574  -71
A=(CHy-S-CHz)C(CHs)z  72 X 3.DCH2ph 71 %  73 X=4-F 35%  74 X= 3-F 75%  75 X=
3-F, 4-F 63k  76 X= 4-OCH2Ph 7495  A=(Crt~S)C(CHs)z 77 X= 3-C Fe 730A  78 X=
4-F 62%  79 X= 3-F 86%  80 X=3-CI 50~  61 X= 3-F, 4-F. 79%  82 X= 4-CH2CH9
79%  83 X= 3-CH2CHg 65010  84 X=3-CHs, 4-OGH3 25%  85 X 4-CHs 5090  86
X=3-CH3 quant  B8 X=3-far 52%  89 X=3-CH3, 5-CH3 73% Crude compounds were
purified by column chromatography on silica gal, eluting with heptanes:ethyl
acetate, 75:25 Preparation 83: was prepared from the product of preparation
3 and. (3-eihylphenyl)-hydrazine  hydrochlocide (FA 177242, p31) 5
Preparation 847 crude compound was purthed by column chromatography on
silica gel, eluting with  



pentsnp:ethyf acetate, 700:0 to 60:40_ Preparation 86: crude compound was
purified by column chromatography on silica get, eluting with  hexane:sthyi
acetate, 91:9 to 83:17. 10 Preparation 87  (4-Chloro-3 methnxvhhenvllhvdrazi
n e Concentrated hydrochloric acid (12mL) and a setution of sodium nitrite
(1.70, 24.4mmol) in water (8mL)  were added to a solution of
4-ch[oro-3-metboxy aniline (3.86g. 24.4mmal) in water (8mL), at -11? 0. The
mixture was stirred for 30 minutes and was then added to solution of tin
chloride (14$ g, 66n rnol) in 15 concentrated hydrochloric acid (24mL) and
water (24mL), cooled to 0C. The reaction mixture was stirred  for 18 hours,
allowing the temperature to rise to 25C.'The resulting precipitate was
filtered off and the  solid was re-crystallised from heptanes/ethyl acetate
(33:66) to afford the title compound the title  compound as white solid in
72% yield, 3g WO 2011611118718 PCT/1B2005/002574  -72 Preparation 90 3-tart
Butyl-l-nyridin-3-vl- -pyrazol-5amina The title compound was prepared from
4,4-dimethyi-3-oxopentane nitrEle and 3-pyridinohydrazide  (US200210143176,
p22), using the same method as that described for preparation 7, as an
orange oil in  5 50% yield. Preparation 91  3-left-Butyl-l-oyridin-2-v1-1
H-pyrazoi-5-amino The title compound was prepared from
4,4-dimethyl-3roxopentane nitrite and 2-hydrazinopyridine, using  the same
method as that described for preparation 7, as a solid in 99% yield. to
Preparation 92 1 L4-(benzvloxylphenyll-3-r1-methyl-I 4methvlthiolothyll-l
H-ovrazol_5-amine Concentrated hydrochloric acid (2mL) was added dropwise to
a suspension of [4- (benzyloxy)phenyl)hydrazine hydrochloride (3.19g,
12.74mmol) and the product of preparation 3 (29,  15 12,74mmol) in ethanol
(60mtj and the mixture was heated under reflux for 2 hours. Water was then
added (5mL) and the reaction mixture was heated under reflux for a further
16 hours. The cooled mixture was  then diluted with ethyl acetate, washed
with saturated sodium hydrogen carbonate solution, dried over  magnesium
sulfate and concentrated in vacuo. The residue was purified by column
chromatography on  silica gel, eluting with dichloromethane:ethyl acetate,
100:0 to 85:15, to afford the title compound as an  20 orange oil that
crystallised on standing (2.79g, 62% yield). Preparations 93 to 97 



The following compounds, of the general formula shown below were prepared by
a method similar to that  described for preparation 20, using the
appropriate commercially available hydrazine and commercially  25 available
nitrite starting materials. Where the starting materials are not
commercially available, the syntheses are disclosed herein. The reactions
were monitored by tic analysis and ware heated under reflux  for 3-24 hours.
N/ 1 N NH2 (X)II  No. Data Yield  AaC(CHy)a 93 X=4-CH3 57%  94 X-3-Cl,
4-OOEt 48% WO 2006/018718 PCT/1B20051002574  -73 95 X=3 F, .4-F 160/6 . -
X=3-CH2CH3, 4-OCH3 651/0 95  97 X=9-OCH3, 4-CHZCH3 27f  Preparation 93: The
Crude compound was triturated with heptane:diathyl ether 68:33. Preparation
98 [4-(5-Amino-3-tef -butvl-iffpvrazol-1 yl)ohenyllmethano( 5 Lithium
aluminium hydride (1M in tetrahydrofuran, 1.83mL, 1.83mmol) was added to an
Ice-cold solution of
4-(5-amino-3-(1,1-dimethylethyl)-1H-pyrazol-l-yl]-benzoic and methyl aster
[(0.25g, 0.92mmof),  WO2004060306, p'134] in tetrahydroturan (5ml); and the
mixture was stirred at 0C for 1 hour. The  reaction was then quenched with
water (0.35mL) and 1M sodium hydroxide solution (0:35mL) followed by
further water (1mL). The mixture was then extracted with diethyl ether,
(10mL) and the organic solution 10 was dried over sodium sulfate and
concentrated in vacuo to afford the title compound as red oil in 98%e
yield, 220.1mg. Preparation 99
3~t-Rini-1-f4-(([~ed-butvlfdlmethvllsilvlinxylmethvilvhenvll-lf
.pvrazol-a-amine A mixture of the product of preparation 93 (0.5g,
2.04mmol), Serf-butyidimethylsilyl chloride (0.348,  15 225mmol) and
imldazoie (0.189, 2.55mmol) in N,N-dlmethylformamide (2rL) was stirred at
room  temperature for 18 hours. The.reacliort mixture was then diluted with
methanol (1mL) and stirred for 15  minutes at room temperature. The mixture
was diluted further with sodium hydrogen carbonate solution  



(20mL) and extracted with ethyl acetate (3xl5mL). The combined organic
solution was dried over sodium  sulfate, concentrated in vacua and the
residue Was purified by column chromatography on silica gel, 20 eluting with
heptanes:ethyl acetate, 85:16, 75:25, to afford the title compound as a
colourless sWid fn 30%  yield, 220.5mg. j repast on 100
3-tort-Butyl-1-(3-fftart-butylfdlmethvilsllyi7nxvl4-melhulphenvil-1 l
~pvrazol-5-amine The title compound was prepared from
6-(5-amino-3-(1,1-dimethylethyl)-1H-pyrazol-1-yl]-2-methyl-phenol  25
hydrochloride (WO 031005999, p81-p82) and tort butyidimethylsilyl chloride,
using the same method as  that described for preparation 99, as a solid in
86% yield. Preparation 101  3-(5.Amino-3-tart-but l-1-H-uvrazot-l-YTi
phenol'  30 Baron tribromide (1M in dichiorornethane, 12m6, 12mmol) was
added dropwise to an ice-cold solution of  the product of preparation 63
(1.289, 4mmo[) in dichlaromathane (50mL) and lbs mixture was stirred for 30
minutes, allowing the temperature to rise to.25C. The reaction mixture was
then diluted with rbethanol  (20mL) and water, basilied with 0.88 ammonia
and extracted with dichloromethane (3x50mL). The 35 combined organic
solution was dried over magnesium sulfate concentrated in vacua and the
residue was WO 20041018718 PC711620051002574  -74, purified by column
chromatography on silica gel, eluting with dichloromethane:ethyl acetate,
100:0 to  80.20, to afford the title compound as a pale yellow foam in 89%
yield, 825mg, P aration 10$ 5 4-f5-Amino
3-fl-methyl1-(Methyllhio)ethvti-iH-nvrazoi-t-yllahenof The title compound
was prepared from the product of preparation 76, using a similar method to
that  described for preparation 101, as a white solid in 40% yield.
Preparation 108 10 N~f-(4-tBenoxv)nhe"yl]~-tet butyl-i H-uvrazol-
yllbenzamlde The title compound was prepared from the product of 244 and
phenyl chloroformate, using the same  method as that described for
preparation 116, as a brown oil in quantitative yield. Preparation 104 15
144fftert-autyltdimethyiisfivlioxylphenvf)-3-f1-methyl-1
jmathvlthia)ethvf)-1N pxrazol-5-amine The title compound was prepared from
the product of preparation 102 and tort-butyldimethylsllyl chloride,  using
the same method as that described for preparation 99, as a yellow oil in 48%
yield. Preparation 105 20 1-f3
((tort-Bulvlfdfinefhvllsifvtloxvlnhenvl)3'(1-metiM-l-(methylthio4ethy11-1H-o
vrazol-5-mine 



The title compound was prepared from the product of preparation 110 and
tent-butyldimethylsilyl chloride,  using the same method as that described
for preparation 99, as a red oil in 49% yield. Preparation 106 25
3-fen-Butyl-t-C fterl-butyl dim eihvl)silviloxylphenv0-1H-py-W9I-5-amine The
title compound was prepared from the product of preparation 101 and
lent-butyldimethylsilyl chloride  using the same method as that described
for preparation 99, as a colourless oil in 34% yield. Preparation t 07 30
345 Amino-341,1-dimethvl-2-finethvltbio)ethvtl-1 H-ovrazol-l-vf}phenol The
title compound was prepared from the product of preparation 72, using the
same method as that  described for preparation 101, as a yellow solid in 18%
yield, Preparation 108  .t-dimethxiprobyl~llf iyrazol-l-yi]phenol  35
345-Amino-3-0 A solution of boron tribromide (1.7mL, 17.9mmol) in
dichloromethane (20mi) was added dropwise to an  ice-cold solution of the
product of preparation 70 (1.20g, 3.6mmol) in dichloromethane (15mL) and the
mixture was stirred for 90 minutes, allowing the temperature to rise to 25C.
Dintethylamine (40'/o in water,  6mL) was then added dropwise and the
mixture was stirred for I hour at room temperature. The aqueous 40 layer was
separated, extracted with ethyl acetate and the organic solution was dried
over magnesium WO 20061018718 PC111B20051002574  -75,.  , sulfate and
concentrated in vacuo. Purification of the resldue by column chromatography
on silica gel,  eluting with heptanes:ethyl acetate, 100:0 to 50:50,
afforded the title compound: as a yellow foam in 4$%  yield, 390mg: 5 Preoa
lion log 2-(6df2-(Aminomethvf lghanyflthfoNl,2,ARdazolof4 3
a]ftvrfdin-3-vlluhenol The product of preparation 46 (3.43g, 7.22mmol). was
suspended in hydrobromic acid (8.7M in glacial  acetic acid, 7mL, 40mmol)
and the mixture was stirred at room temperature for 18 hours., The reaction
mixture was diluted with diethyl ether (Y50mL),. stirred at, room
temperature for 15 minutes and than filtered 10 off. The residue was
partitioned between diehlowmethane and saturated sodium hydrogen carbonate
solution and the resulting precipitate was filtered off and re-dissolved In
dichloromethane:methanol, (90:10,  400mL). The aqueous layer of the filtrate
: was separated . and extracted three times with  dichloromethane:methanol,
(90:10). The extracts were then combined with the solution of dissolved
residue, dried over magnesium sulfate and concentrated in vacuo. Trituration
of the residue with diethyl  15 ether afforded the title compound as a solid
in 9,6% yield, 2.40g, Preparation 110  



3~(5-Amino-3-]1-methvi-1-(methy1thio)ethvll-lfi-eyrazof-1 vllphenc! The
title compound was prepared from the product of preparation 87, using the
same method as that  20 described for preparation 109, as a white foam in
44% yield. Preparation 111  3-fart-Butyl-143-f2-ftetrahydro-2hhpyar
n-2-vloxyjethoxylnhenyl4-1U-pyrazol-5amine A mixture of the product of
preparation 101 (750mg, 325mmoi), 2-(2-bromoethoxy)tetrahydro-2H-pyran  25
(1,02g, 4.88mmol) and potassium carbonate (690mg, 5mmof) in
N,N-dimethylformam{de (lQmL) was  stirred at 600 for 4 hours. The reaction
mixture was then cooled to room temperature diluted with ethyl  acetate and
washed with, water (x2) and brine. ,The organic solution was. then dried
over magnesium  sulfate, concentrated in vacuc and the residue was purified
by column chromatography on silica gel,  eluting with dichtoromethane:ethyl
acetate, 100:0 to 86:15, to-afford the title compound as a yellow oil in  30
71% yield. Preparation 112 3-f1-Methyl-l-finet
ithio)ethvii-1-f3-[2-(tetrahvdro 2H pyran-2-y{oxylsthoxy]Qhenvll-1
1pyrazoi-5-amne  The tide compound was prepared from the product of
preparation f 10 and 2-(2-bromeethoxy)tetrahydro- 2y-pyran, using the same
method as that described for preparation 111, as an orange oil in 94% yield,
35 Preparation 113 3-(1.1-Dimethv!-2f meithio}athy!]-Y
-f3~2-(tetrahvdro-214ovran-2vioxyl>rthoxyinhenvl}1H-ovrazoi-5- amine WO
2006/018713 PCT/t1320051002574  76 The title compound was prepared from the
product of preparation 107 and 2-(2-bromoethoxy)tetrahydro- 2H-pyran, using
the same method as that described for preparation 111, as a yellow oil in
71% yield.  Preparation 114 5 $-i1
1-Dimethyloropyf-143.2-(tetrahvdre-2H-owan-2-vloxy
ethexvlohenvl)-1H-pvrazol-S-amine The title compound was prepared from the
product of preparation 108 and 2-(2-bromoethoxy)tetrahydro- 2H-pyran, using
the same method as that described for preparation 111, as a yellow oil In 71
% yield.  Preparation 115 to 3 f t Methyl 1 [methvlihlo)ethvA 1 (4 L2
itetrahvdro 2hl pyran 2 vtoxvlethoxviphenvl] 114-pyrazol 5 amine  The title
compound was prepared from the product of preparation 102 and
2-(2-bromoethoxy)tetrahydro- 2H-pyran, using the same method as that
described for preparation 111, as a yellow oil In 82% yield. Preparation 116
15
Phenyl,(3-tent-butyl-l-(3-(2-(fetrahydro-2H-pyran-2-yloxy)ethoxylbhenvf)-iHn
vrazol-5-vllcarbamate  Phenyichloroformate (1.94g, 12.4mmol) was added to an
ice-coaled solution of the product of preparation  



1 f 1 (4.05g, 11,3rnmot) and pyridine (1.09mL, 13,Smmol) in tetrahydrofuran
(50mL) and the mixture was  stirred at 0C for 5 minutes and at room
temperature for 20 minutes. The reaction mixture was then diluted  with
ethyl acetate, washed with water, 5% citric acid and saturated sodium
hydrogen carbonate solution, 20 dried over magnesium sulfate and
concentrated in vacua to afford the title compound as a yellow oil in  86%
yield, 5.22g. Preparation 117 Phenyl (3 f
i-meif7vl-1-(rnethvlthiolethy0-1-f342-(tetrahvdre
-2H-pyran-2-)Lxy)eihoxy}phenyi)-1 H nyrazol-5- 25 yllearbamate  The title
compound was prepared from the product of preparation 112 and
phenylohloroformate, using the  same method as that described for
preparation 116, as an orange all in quantitative yield. Preparation 118 30
Phenyl 11 3-(benzyloxv)phenvll-3-tent-butyl-1 H-pyrazoh5 vilcarbamate The
title compound was prepared from the product of preparation 63 and
phenylchlorofotmate, using the  same method as that described for
preparation 116, as a brown solid in 94% yield. 35 Preparation 119 Phenyl
f3-tent-butyl-l-f9
(ftertbut(dimethy~si~f]oxy)phenyl}-1H-pyrazol-6-yl)carbamate The title
compound was prepared from the product of preparation 106 and
phenylchloroformate, using'the  same method as that described for
preparation 116, as a clear oil In quantitative yield. WO 2066in18718
PCTi1B20051002574  -77 Preparation 120 . Phenyl f1-l3-{iterf
tautv!(dirnethvfisily3loxy}nhenvl)-3-ii-methyl-l-(methvlihialathyl1-1fl-yvra
zol-5- I carbmate The title compound was prepared from the produpt;,of
preparation 105 and phenylchlorotormate, using the  5 same method as that
described for preparation 1161 as a red oil In quantitative yield.
Preparation 121
N42-f(3-2afbenzytoxy]phenvlf124lfriazolof4(3a1pyrtdtne-6-yl}thiolbenzvtl-flr
[3-terf-butvFt 4- f lucro oltersyf l-1 / Fpl~ol 5vtl urea 10 The product of
preparation 61 (117mg, 0.50mmol) was, added to a solution of
N,N-carbonyldiimidazole  (405mg, 2.50mmol) in dichioromethane (20mL) and the
mixture was stirred at room temperature for 16  hours. The reactior mixture
was then diluted with voter and extracted with dichloromethane (3x20mL). The
combined organic solution was dried over magnesium sulfate and concentrated
Jr; vacua. The product of  preparation 4$ (142mg, 0.30mmol) was added to, a
solution of the residue and N-ath 4diisopropy}amine 15 (12dmg, Immol) In
diebloromethane (10mL) avid the mixture was stirred for 45 minutes at room
temperature. The reaction mixture was then diluted with ethyl acetate,
washed with 0.5M'hydrochloric acid  



and brine, dried over magnesium sulfate and concentrated in vacua, The
residue was purified by column  chromatography on silica gel, eluting with
ethyl' acetate:methanol, '1O0:0,to 90:10, to afford the title  compound as a
glass in 90% yield, 189mg. 20 Pre aaraiion 122 N42-ffs- {benzyJoxvlohenvJl 2
4ltriazolof4 3-a1Pyrr dined yt ihio}benzyll N- 3 pert-hutvf-1-l3-f2-
(tetraFrydro2Fr ovran-2~y~or ~etholohenyf K-oyrazotw5-vt)urea. The product
of preparation 111 (180mgi O.SOmmol) was added to a solution of N
N-carbanyldifmldazole  25 (405mg, 2.50mmol) in dichloromethane (20mL) and
the mixture was stirred at room temperature for 18  hours. The reaction
mixture was then diluted with water and extracted with dichloromethane
(3x2OrnL). The  combined organic solution was dried over magnesium sulfate
and concentrated in vacua The product of  preparation 46 (167mg, 0.35mmol)
was added to a solution. of the residue and N-ethytdfssopropylamins
(0.17mL, Immoi) in dichloromethane (lOmL) andithe mixture was stirred for 1
hour at room temperature. 30 The reaction mixture was then diluted with
ethyl acetate, washed with GIN citric acid and brine, dried over  magnesium
sulfate and concentrated in Vacua. The residue was purified by column
chromatography on  silica gel, eluting with ethyl acetete:methanot, 95:5, to
afford the title compound In 95% yield, 273mg. Preparations 123 to 166 35
The following compounds, of the general formula'shown below were prepared by
a method similar to that  described for preparation 121, using the
appropriate amine, N,N`-carboryldiimidazole and the appropriate
aminopyrazole starting materials, which are avaifable from the syntheses
disclosed herein or are  commercially available. The reactions were
menitored by tic analysis and were stirred at room temperature  for 20-72
pours. W020061018718 PCTII$20o5/002274  -78 ~~(H3  N a  ' N y N Data Yield
A=C(CH3)3  123 X= 3-(benzyloxy)phenyl, R-2-hydroxyphenyl 72%  124 X= 4-C1%;
R =2-(benzyloxy)phenyt 82%  125 X= 3-CH3; R 2-(benzyloxy)-5-chlorophenyl
78%a  126 X= 4-CH2CHg; R = 2-(benzyloxy)phenyl 80%  



127 X= 3-CH2CH3; R = 2-(bonzyloxy)phenyl 86%  128 X=3-CI, 4-CI; W=
2-(benzyloxy)phenyl 73%  129 Xr3-CN; R l-- 2-(benzyloxy)phenyl 87%  130
X=4-CN; R'= 2-(benzyloxy)phenyl 58!  131 X=H; -W= 2-(benzyloxy)phenyl 77%
132 X=3-OCH2Ph, S-CH3; R =HC(CH,)2 48%  133 X=3-CHECH,, A-OCH,; R =HC(CHa)z
42%  134 X_3-OCH3, 4-CH2GH3; R =HC(CH3)2 17%  135 X= 3-F, 4-F; W=
2-(benzyloxy)phenyl 34%  136 X=4-(([tert-butyl(dlmethyi)silyl]oxy)methyl); R
=HC(CHa), 68%  137 X= 3-([tent butyl(dimethyl)silylloxy}, 4-CHa; R =HC(CH3)2
66%  139 X=4-00H6, W-- 2-(benzyloxy)phanyl 8401o  139 X=3-00H2; W=
2-(benzyloxy)phenyl 699/0- 140 5G=3-OCH2, 4-CI; R =HC(CH3)z 58%
A=(GHa-CH2)C(CHa)2  141 X=4-OH,; R _2-(benzyloxy)phenyl 36%
At(CH3-SCH2)C(CH3}2 142 X= H; W-= 2-(ben zylo)cy)phenyl 86% WO 2006/018718
PCT/IB20051002574  79 143 X= 4-CHs; R3 = 2r(bsnzy]oxy)phenyi  78%  144 X=
4-F; R = 2-(benzyloxy)pheny1 7-r1a  145 X= 2-(benzyl6xy)phenyl 78%  146 X=
3-F, $F; R = 2-(benzytoxy)pheny1 44%  147 X= 3-banzyloxy; H-- CH(CH3)2 87%
148 X= 4-benzyloxy; R = CH(CH3)2 72%  149 X-CH3; R
=2-(benzyloxy)-5-chfora-phenyl 75% A=(CHrS)C(CHs)2 '  150 X= 3-CF3; W=
2-(benzyloxy)pheny1 70%  151 X= 4-benzyloxy; R ~ 2-(behzyloxy)phenyl 56%
152 X= 4-F; R'= 2-(benzyloxy)pheny] 63%  153 X= 3-F; R'=;
2-(benzytoxy)phenyl 70%  154 X=3-CI; W-- 2-(benzylpxy)phenyl 46%  155
X=3-8r, R= 2-(benzyloxy)phenyl 28%  



156 X= 3-F, 4-F; W= 2-(benzyloxy)phenyl 61%.  157 X= 4-elhy[; R'--
2-(benzy1oxy)pheiryl 83%  158 X= 3-ethyl; R a 2-(beniyioxy)phenyl 76%  159
X= 3-methyl, 4-methoxy; W= 2=(benzytoxy)phenyl 93%  160 X= 3-benzyloxy; W-
2-methylphenyl 12%  161 X= 3-[2-(te1rahydro-2H-pyran-2-yl6xy)ethoxyj; W--
HC(CH$)2 88!%  162 X- 3-[2-(tetiahydro-2H-pyran-2-yloxy)efhoxy); R4=
2-chlorophenyl 36%  163 X= 4-{(terf-buiyl(d1mel yl)sily1Joxy}; R
-fluerophenyl 48%  164 X: 3-CH9, 5-CH3; R = 2-(benzyioxy)phenyi 2%  165
X=3-CH5; R =2-(benzylcxy) -5-chtorophenyl 72%  166 X=4-CH3; R =
2-(benzyloxy)-5-ohtorophenyl  60% i 'Crude compounds were purified further
by trituration with diethyl ether. Preparations 124, 132 and f33: crude
compounds were purified by column chromatography on silica gal,  elut]ng
with dichloromethane: 7M methanolic ammonia, 100:0 to 97.6:2.5. This was
followed by further  purification using reversed phase column chromatography
on C18 Silica gel, eluting with water/7M  5 methanolic ammonia
(98:2):acetonitrile/7M methanolic ammonia (98,2),75:25 to 25:75. Preparation
134: crude compound was purified. by column chromatography on silica gel,
eluting with  dichloromethane: 7M methanolic ammonialdichloromethane
(10:90),!l 00:0 to 50:50-'this was followed by  further purification by
trituration with dich[oromethane:me.thai'iol:diathyl ether. Preparation 160:
prepared from the products of preparations 17 and 206  10 Preparation 163:
prepared from the products at preparations 104 and. 214 Preparation 165 and
166: were prepared from the appropriate aminopyrazales and the product of
preparation 206. The crude compounds were purified by column chromatography
on silica gel, eluting with WO 20061018718 PCT/IB260510e2574  _8o
hexane.ethyl acetate, 90:10, followed by pentane:ethyl acetate, 80:20 to
20:80, followed by ethyl  acetate:methanol, 100:0 to 50:50. Preparation 167
M12-(f3.2-fbenz toxy}phenYfi 2 4ltriazefof4 3
aipyridin-6-vQthic)henzv])-N-13-terf-hutvl-l-pyridin-3-v1-1 ff.  5
pvrazoI-S-vllurea  The title compound was prepared from the product of
preparations 46 and 90, using the same method as  that described for
preparation 121, in 15% yield. preparation 168 10
N-i2-((3-2-(hsnzyloxv)phenyifl2411riazolo[43-alpvrkdin-6-vllihiolbenzvil-N-(
S-tart-butvi-l-pyddin-2-vl-1H  pyrazol-5-vllurea  



The rifle compound was prepared from the product of preparations 45 and 91,
using the same method as  that described for preparation 121, in 63% yield.
15 Preparation 169 fy-f2-f{9-2-fhenzylo%ylphegylf 1,2.41triazclo~4
3-a)pyridin-S-yl}ihio)6enzylLl~f-(3-11,1-dimethyl-2-
finethvithlolethvll-l-f3-F2.ltetrahvdro20-pyran
2-ylaxylethoxvlphenvll-114-oyrazol-5 yllu oa  Pyridine (64pL, 0.6mmof) and
phenylchloroformate (110mg, 0.70mmol) were added sequentially to an ice-
cooled solution of the product of preparation 113 (250mg, 0.62mmot) In
tetrahydrofuran (10mL) and the 20 mixture was stirred at 0C for 10 minutes
and at room temperature for 40 minutes. The reaction mixture  was than
diluted with ethyl acetate, washed with water, dried over magnesium sulfate
and concentrated in  vacuo. The residue was dissolved in dimethylsulfoxide
(5mL). the product of preparation 46 (332mg,  0.70mmol) and
N,N-ethyldiisopropylamine (0.17mL, Immol) ware added and the mixture was
stirred at  50C for 90 minutes. The reaction mixture, was than cooled to
room temperature, diluted with water and 25 washed with DAM citric acid,
saturated sodium hydrogen carbonate solution- The organic solution was
dried over magnesium sulfate and concentrated In vacua to afford the title
compound as a yellow foam in  quantitativeyie1d,614mg. preparation 170 30 t
F2df3-2-(benzyloxy)phenylf1241lriazotof43-ajpyridia-B-vllthio)benzvll-N-(3-(
11-dimethylpropyl)-1-(3-12_  (tetrahvdro-2H-p
ran-2-vloxv)ethoxvlphenvll-iH-pvrazoI-3-vllurea The lttl compound was
prepared from the products of preparations 114 and 46, using the same method
as that described for preparation 169. The crude compound was purified by
column chromatography on  silica gel, eluting with dichloromethane:ethyl
acetate, 100:0 to 30:70, to afford the desired product as a  35 white foam
In 59% yield. Preparation 171 ~f
f34BenzvtoxyiDhenyQ-3-tor-butyl-1H-pyrazol-5-yl)-N-(2.113
(2-methy__iphenvl)f1,2.41triazofof4.3- alpvridi n-6-yl1thlotbenzvl lu re a
WO 20061018718 PCTiffi20051002514  gt_ The title compound was prepared from
the, products of preparations 63 and 206, using the same method  as that
described for preparation 169. The crude compound was purified by column
chromatography using  a 12g ISCO silica cartridge, eluting with ethyl
acetate, to afford the desired product In 43% yield. 5 Preparation172
ly_(2{13-(2-Hydroxvphentyl)r1.2 4)triazolof4.3-abwidin-6-vtlihio}benzyl)-N
r3-il-methyl-l -(methvtthio)ethvti- 1-(4-methylphenvll-1 H-ovrazol- yLlurep
The title compound was prepared from the products of preparations 85 and
109, using the same method  



as that described for preparation 169. The crude compound was purified by
column chromatography on  10 silica gel, eluting with
dlchforomothahe:methanol, 95:5, to afford the desired product in 33% yield.
Preparation 17 N-(2-r(3-Isoprogylfl 241tsfazotot43
aipvridin-e-vllthiolhenzvl)-N-(3-rimethvi l-finethylih1olethvll-1-1342-
(tetrah ro-2fpyran-2-yfoxy)ethoxviohenwtt-1l3oymzol-5-vflun2a 15 A mixture
of the product of example 26 (89mg, 0.15mmol),
2-(2-bromoelhoxy)tetrahydre-2H-pyran (36mg,  0.17mmol) and potassium
carbonate (28mg, 0.2fnmol) In NA-dimethylformainide (2mL) was stirred at
room temperature for 18 hours and heated at 60E for 12 hours. The reaction
mixture was then cooled to  room temperature diluted with ethyl acetate and
washed with water and brine. The. organic solution was  then dried over
magnesium sulfate concentrated in vacuo and the residue was purified by
column 20 chromatography on silica gel, eluting with
dichlorometharle:methanol:4.88 ammonia, 100:0:0 to 34:6:1, to  afford the No
compound'as a glass in 87% yield, Preparation 174 N
H-13-(Benzyloxy)phenylh3-tart-butyl-1Ff-thcazol-5-vll-tt-i2-i(3-t2424ielrahy
dro-2H-pyran-2- 25
yloxylefhoxylphehyi)[1,2.41triazolo143-glpyridin-6-vl)thiolbenzvl urea The
title compound was prepared from the product of preparation 123 and
2-(2-brcmcethoxy)tetrahydro- 2H-pyran, using the same method as that
described for preparation i i f, as a white foam in 75% yield.  Preparation
175 30 lr~i3-terf>3uty1-1 f4-f2-ftetrahydro 2HpyL-2-
Ioxvlethpxvlphenyll-1N-c irazol5-vl)-N-(2- f9 f2- chlorcp henvf
1x1.2.41triazolof4,3-alpvridin-6-vflthio)benzvf lurea The title compound was
prepared from. the product of preparation 257 and
2-(2-bromcethoxy)tetrahydro- 2H-pyran, using the same method as
thal.described for preparation 111, as a pale yellow, learn,in 45%  yield,
35 Preparation 176 f5-(_Benz foxy) 2-ahloroohenyVmefnahct The title compound
was prepared from the product of preparation 49, using the same method as
that  described for preparation 26. The crude compound was triturated with
diethyl ether to afford the desired  product as a white solid In 91 % yield.
WO 2006!078718 PCT/E620051002574  32 Preparation 177
5-(Benzvfoxv)-2-chlorobenzaidehydg I  The title compound was prepared from
the product of preparation 176, using a similar meted as that 5 described
for preparation 27. The crude compound was re-crystallised from isopropyl
ether to afford the  desired product as a solid in 67% yield, 



Preparations 17$ to 183  t-1  Z IVY Or  10 The following compounds, of the
general formula shown below were prepared by a method similar to that
described for preparation 30, using the product of preparation 25 and the
appropriate commercially  avaifabie aldehyde. For preparation 182, the
starting material 4-benzyloxy-2-chioro benzaldehyde was  prepared as
described In J. Chem. $ac. Perkin Trans 1990, (2), 253. No. Data Yield  178
7-- 2-ethyl 84%  179 Z-- 2-methyl Quant  180 - Z-2-(methylthlo) 89%  181
Z=2-vhloro 98%  182 Z -chloro, 4-benzyloxy 89%  183 Z= 2-benzyloxy, 5-chloro
94%  15 . Preparation 184  6-Bromo-342-ethvloherM
l.2.41triazolof4.3-alpyridine (Diacetoxyiodo)benzane (6.95g, 22mmol) was
added to a solution of the product of preparation ITS (5.46g,  I ammol) in
dichloromethane (200mL) and the mixture was stirred at room temperature for
18 hours. The  20 reaction mixture was then concentrated in vague and the
residue was purified by column chromatography an silica gel, eluting with
ethyl acetate:dichloromethane, 50:50, to afford the title compound as a
solid fn  quantitative yield. Preparation 185 B-Bromo-3- 2-chloroehanyl) 1
2.4lrlezofot4.3-aTpyridine 25 The title compound was prepared from the
product of preparation 181, using the same method as that  described for
preparation 184. The crude compound was further purified by trituration with
ethyl acetate to  afford the desired product In 73% yield. WO 20061018718 '
PCTlIB20051002574  - ' 431  Preparation 186
6-Brorno-3-(2-Imethvlthio)phenyllf12.4ltriazoio)4, 3-aloyridine
(diacetoxyikdo)benzene (500mg, 1.55mmol) was' added to an ice-cooled
solution of the product of  preparation ISO (500mg. 1:55mmot) and the
mixture was stirred for 6 hours, allowing the temperature to  



5 rise to 25C. Further (diacetoxylodo)benzene (500mg, 1.55mmel) was added
and stirring continued for 18 hours at room temperature. The reaction
mixture was then concentrated in vacua and the residue was  purified by
column chromatography on silica gel, eluting with ethyl aeetale to afford
the title compound as a  white solid in 66% yield. Preparation 187 10
8&Bromo-3-(2-melhviobonvf h1,2.41triazolo 4.3-alpyridlne Ammonium ceric
nitrate (35g, 63.76mmol) was added to a solution of the product of
preparation 179  (9.25g, 3t.B8mmol) in ethanol (19OmL) and dichloromethane
(60mQ and the mixture was stirred for 72  hours at room temperature. The
reaction .mixture was that) concentrated in vacua and the residue was
partitioned between ethyl acetate (200mL) and water (lOOmL). The organic
solution was separated, 15 washed with water (4x10OmL), dried over sodium
sulfate and concentrated in vacua. Purltlcation of the  residue by column
chromatography on silica gel, eluting with pentane:athyl acetate, 75:25,
followed by  dlchloromethane:ethanot, 50:50, afforded the title compound in
21% yield, 1.94g. Preparation 188 20 8-Bramo
3.(2-iluoroohenvltt1.2.4iiriazolof4,3-a1p_vridine The title compound was
prepared from 2-ffuorobenzaldehyde and the product of preparation 25, using
the  same method as that described for preparation 32, as a white powder in
540/. yield. Preparation 18 25
6=iiromovl2-meihoxyPheny]~1,2.41lriazoto(4,3-a1 yfyddine A mixture of
2-methoxybonzaldehyde (10g, 73.4nimol) and the product of preparation 25
(13.8g,  73.4mmol) in dichloromethane (ipmL) and ethanol (1 OOmL) was heated
to 65C for 5 minutes. The mixture  ( . was then cooled to room temperature
and ftered oft The residue was re-dissolved in dichferomethane (50mL) and
ethanol (5OmL), lodobenzene.diacetate (23,68g, 73.4mmol) was added and the
reaction  30 mixture was then stirred at room temperature for 90 minutes.
The mixture was concentrated in vacua and  the residue was triturated three
times with diethyl ether to afford the title compound as a white solid In
64%  yield, 14.29. Preparation 190  e-Bromo-3-(2-chloro-3-methoxvphenvl)l
4ltrlazoloF4 3-alpyridine 35 A mixture of 2-chloro-3-methoxybenzaldehyde
((10g, 58.6mmol), WO 200510071665, p471 and the product   of preparation 26
(11.13g, 58.6mmol) in ethanol (70mL) was heated to, 70C for 2.5 hours.
lodabenzene  diacetate (24.5g, 76mmof) was added and the reaction mixture
was diluted with ethanol (40ML) and stirred  at room temperature for 18
hours, The resulting precipitate was filtered off, washing through with
ethanol,  and dried under vacuum to afford the title compound as a solid in
64% yield, 12.70g 40 WO 2006/018718 PCT/020Os/O02574  



-$4 Preparation 191 3-i5 (6erizvfoxy)chtoronhenvll &bromofl 2 4 triazalnf4
3-alpyridine The title compound was prepared from the product of preparation
177, using a similar method to that described for preparation 190, as a
solid in 60% yield. ~  5 t  Preparation 192
3-14-Benzyloxv)-2-chlorophenyll-6-bmmor1,2,41triazoiof4,&a1pVridine  A
mixture of the product of preparation 182 (53.4g, 128mmol) and iodobenzene
diacetats (41.38,  12Bmmol) in dichioromethane (50mL) and ethyl acetate
(50mL) was stirred at room temperature for 18 10 hours. The resulting yellow
precipitate was filtered off, affording a first portion of title compound.
The filtrate  was then treated with dichloromethane (50mL) and diethyl ether
(t00mL) and the resulting yellow  precipitate was filtered off to afford
further title compound, providing a total yield 37.1g (70%). Preparation 193
3 (2-(6enzybxvl-5 chloraphenyll-fi-bromo11.2.41triazolo[4,3-ajpyridine  15 A
suspension at the product of preparation 183 (6.2g, 14.Bmmot) in
dichloromethane (300mL) and ethanol  (100mL) was warmed to 40C. lodobenzene
diacetate (6.39g, 19.24mmol) was added and the mixture was  stirred at 406
for 10 minutes then allowed to cool to room temperature over 3 hours. The
reaction mixture  was diluted with dichloromethane (400mL), washed with 5%
sodium bisuiphlte solution (300mL) and water 20 (300mL), dried over
magnesium sulfate and concentrated in vacua The residue was then triturated
with  diethyl ether to afford the title compound as a white solid In 92%
yield, 5.79. Preparations 194 to 208 The following compounds, of the general
formula shown below were prepared by a method similar to that  25 described
for preparation 35, using the appropriate starting material and
2-mercaptobenzyl alcohol. OH  ga No. Data Yield u  194 R'= 2-ethylphenyl 75%
195 R= 2-methylphenyl 771  496 R =2-(methylthio)phenyl 48% 'O 20061019719
PCTAAB20051002574  197 =2 4luoraphenyl 198 R =2-methoxyphenyl 61%  



199 R .2-chlorophenyl 93%  200 F =2-chloro-3-methoxyphenyl 91%  .201 A
=2-chioro-4-benzytd?typhenyl 87%  202 R -chtoro-8-5enzyldxyphenyl 71%  203 A
=2-benzyloxy- 5-chforophenyl 37% Preparation 195: The crude compound was
purified by column chromatography on siftca gel, eluting with  ethyl
acetate:dichloromethane, 50.50, followed by dichloromethane:methanot, 95:5.
P oaraifon 198: The crude compound was purited by column chromatography on
silica gel, eluting with  dichtoromethane:ethyl acetate, 40[6 to 0100. 5
Preparation 197 198 and 202: Crude compounds were triturated with diethyl
ether  Preoarattion 204 f2 ii9 t2-Ethylphenvi1t1.2
~triazalo(4.3-alpvridin-6-vllttrielhenzvQamine hydrochloride
Methanesultonic anhydride (6g, 29mmol) was added to a solution of the
product of preparation 194 (3.5g,  10 9.7mmol) and N,N-ethyldiisopropylamine
(6.smL, 8.8nirr ol) Jr? dichlororirethane (100m1) and the mixture was
stirred at room temperature for 90 minutes. 7M Methanolic ammonia (140mL)
was then added and the  mixture was stirred at room temperature for'72
hours. The reaction mixture was then concentrated in  vacuo and the residue
was dissolved in dichloromethane (200mL) and washed with sodium hydrogen
carbonate solution (2x200mL) and 2M hydrochloric acid (4x50fL). The acidic
washings were combined, 15 basitied with 2M sodium hydrbxlde to pH8 and
extracted with dichloromethane (3x100mL). The combined  organic solution was
dried over sodium sulfate; concentrated in vacuo and the residue was
ro-dissolved in  dichloromethane. The resulting solution was cooled in an
ice bath and hydrogen chloride gas was then  bubbled through until
saturation occurred. The reaction mixture was then concentrated In vacua and
the 7 residue was azeotroped with diethyl ether, followed by dichlmomethane
to afford the title compound as an  .20 orange loam in 43% yield, 1.669, '
PreParalton 205
l2-iF3-(2-Chloroohenvnf1,2,41triazolor4.3-elnvddin-6-vllthin)benzytlamine
hydrochloride  Methanesultonic anhydride (4.99g, 28-S6mmo1) was added to an
ice-cold solution of the product of  preparation 199 (5.27g, 14,33mmol)
and.- N,N-ethytd'dsopropylamine (7,4mL, 42.99mmol) in 25 dichloromathane
(1SOmL) and the mixture was stirred at 0C for 10 minutes and at room
temperature for 4  hours, 7M Methanolic ammonia (143mL) was then added and
the mixture was stirred at room temperature  for 1S hours. The reaction
mixture was then concentrated in vacuo and the residue was dissolved in
dichloromethane (150nL) and washed with. Sodium hydrogen carbonate solution
(156mL) and 2M  hydrochloric acid (3x70mL). The acidic washings were
combined, basitied with 2M sodium hydroxide 30 (250mL) and extracted with
dichloromethane (4x125mL}. The combined organic solution was dried over  



magnesium sulfate, concentrated in vacuo and the residue was purified by
column chromatography on WO 2006/018718 PCTIIB2005l002574 silica gel,
eluting with dichloromethane:methanol:0.88 ammonia, 95:5:0.5, to give an
orange foam. This  foam was then dissolved in dichloromethane (l5mL) and
acidified with hydrochloric acid (4M in dioxane,  3.1nL), The mixture was
azectroped with methanol and dichioromathane, and the residue was triturated
with diethyl ether to afford the title compound as a white solid in 48%
yield, 2.82g Prenaratlon 20fi S2
(L3-(2-meth*benvllf1,24~triazotof4,3aioyridin-6-VI1Ihio benzvtlamine
Methanesulfonic anhydride (2.7g, I5.49mmol) was added to a solution of the
product of preparation 195  (1.8g, 5.18mmol) and RN-ethyldiisopropyfamine
(3.6mL, 20,72mmol) in dichtoromethane (50mt-) and the  to mixture was
stirred at room temperature for 1 hour. 7M Methanolic ammonia (140mL) was
then added and the mixture was stirred at room temperature for 72 hours. The
reaction mixture was then washed with  sodium hydrogen carbonate solution,
brine and 2M hydrochloric acid (3x100mL), The acidic washings  were
combined, basified with 2M sodium hydroxide to pHB and extracted with
dichloromafhane (5xl50mL).  The combined organic solution was dried over
sodium sulfate and concentrated in vacuoto afford the title  15 compound as
an orange gum in 55% yield, 982mg. Preparation 207 f 2-f {3-f2-1
Methylthio)phenyl1{i,2,41triazolof 4.3aloyridin-B-vRthic)benzvilami ne 20
The title compound was prepared from the product of preparation 196, using
the same method as that  described for preparation 206, as a pale orange
foam in 49% yield. Preparation 208 i2-({3 [2-fi3anzvloxvi3
chlorochenVilf1,2,41triazolof4.3alovrldin-6-vllthiolbenriflamine 25 The
title compound was prepared from the product of preparation 203, using the
same method as that  described for preparation 206. The crude compound was
purified by column chromatography on silica gel,  eluting with
dichloromethane:methanol:0s6 ammonia, 97:3:0,2 to 95:5:0.5, to afford the
desired compound  as a pale brown gum in 52% yield. Preparation 209 30
6%ff2-(Azidomethvilphenvllthio)-
-f2-ftuoroohenvilfl.2,41triazo10143-alovddine The title compound was
prepared from the product of preparation 197 and dlphenylphosphoryl azide,
using  a method similar to that of preparation $9, in 95% yield, Preparation
210 35 f,
{J2-(Azidomethvl)nhenyllthlo5-3-(2-melhoxVohenvl))1,2.41triaiolof4,3-alpvrid
ine The title compound was prepared from the product of preparation 198 and
diphenylphosphoryl azide, using  a method similar to that of preparation 39,
in 85% yield. Preparation 211 



WO 20061018718 PCT/020051602574  87
B-{12-fazidomethyllahenNlthio)-3-(2chlaro-3-matRaxvohenvt1f1247iriazotor42-a
1DVridne - The title compound was prepared from the product of
preparation.200 and diphsnylphosphoryl azide, using  a 'method similar to
that of preparation 39, The crude compound was triturated with
dichlorornethane(diethyl ether to afford the desired product in 59% yield, 5
.  9 - Preparation 212 a-n2-tA idomet
wnphenyllthioi-3-l4-Ibenzvloxv1-2-chlerooheny fl 2 4ltriazotoj4 3-alovridine
The title compound was prepared from the productkof preparation 201 and
diphenylphosphoryl azide, using  a method similar to that of preparation 3g,
as a brown foam in quantitative yield. 10 Preparation 213
6-[[2.1AzidamelhN)phenyllfhio~3L {6enzvioxvl-2
chlorouheny~[12.41triaxala~4.3-alovridine 'The title compound was prepared
from the product~"of preparation 202 and diphenytphosphory} azide, using  a
method similar to that df preparation 39, iri quanti tative yield. 15 .
Preparation 214  (2.113-(2-Fluorophenvll[1.2.41lriazoloL4.3:aio
rridih-6-yll}thiolhenxvlSar~t(ne hydrochloride  Triphenylphosphine (8.53g,
32.5mmol) and water. (0.58rnL, 32,5mmol) were added to a solution of the
product of preparation 209 (10.2g, 27.1mmol) in tetrahydrofuran (100mL) and
the mixture was stirred at 20 room temperature for 18 hours.. The reaclibn
mixture was then concentrated in vacua and the residue was  dissolved in
dichloromothane (200mL). Hydmchlo'rb sold (4M in dioxane, amt.) was added
dropwise and  the mixture was stirred for 72 hours at room temperature. The
resulting precipitate was ifltered off and  triturated with dichloromsthane
to afford the title compound as a solid in 35% yield, 3,79. ~reoamtidn 9,1
25 (2-{1&!2-MethoxvphenviSf1,2.41triazc ol4.II-alcwridin O ihio1tenzyl~amihe
hvdrochtodde The title compound was prepared from the product of preparation
210, using, the same methnd.as that  described for preparation 214, as a
solid in 52% yield. Preye mttoa 248 30 (2-Q3- -Chtaro-9-methoxvohQnyllfl
2.4ltria2olofA 9,'a]pvrldin-t yllthio]benzvfSamirie hydrochloride The title
compound was prepared from the product of preparation 211, using the same
method as that  described for preparation 214, as a solid in 72% yield
Preparation 217 



35 f2. 3[4-(berizyloxy) 2 chioraohenvl~T 2.4}triaxalo[A 3~~pyridin 8yf
)thiolbenzvllamine hydrochloride  i Y 1 WO 20061018718 PCTIIB20051002574
-88 The title compound was prepared from the product of preparation 212,
using a similar method to that  described for preparation 214, as a solid in
64% yield. Preparation 218 5
r2-f(3-T5-(Benzvloxv)-2-chloroohenylU1.2.4EMazolor4,3-alovridln-6-vllthiolbe
nzvilamfna  The title compound was prepared from the product of preparation
213, using a similar method to that  described for preparation 214, as a
solid in 85% yield. Preparation 219 10 N-(3-tert-Butyl
t-f3-12-fietrahvdro-2H-pyran-2-ytoxy~ethoxyjphenvll-1Hovrazol-5-ull-N-(2-Ff3
-(2- fiucro hhenyllf1.2,41triazolof4,3-alnyrldin-6-vllthiolbenzyllurea A
mixture of the product of preparation 214 (360mg, 0.93mmol), the product of
preparation 115 (446mg,  0.93mmol} and N,N-ethyldiisopropylamine (0,39mL,
2.23mmol) in dimethylsulfoxide (4mL) was stirred at  room temperature for 72
hours and at 60C for 1 hour. The reaction mixture was then cooled to room 15
temperature, diluted with ethyl acetate (50mL) and washed with 0.5M
hydrochloric acid, saturated sodium  hydrogen carbonate solution and brine.
The organic solution was dried over sodium sulfate concentrated in  vacua
and The residue was purified by column chromatography an silica gel, eluting
with  d(chloromethane:methanol, 99:1 to 93:7, to afford the title compound
as a light brown oil in 33% yield,  223mg. 20 Preparation 220
N-13-tent-Butyl-1-13-f2-(tetrahvdro-2H-ovran-2-vtoxy)ethoxvlohenvl}-1
F~ovrazoI-5-vIl-M-f2-(f3-f2- chlorohen 1 2 4 tdazole 4 3-a idin-6- Thio be z
re The title compound was prepared from the products of preparations 205 and
116, using the same method  as that described for preparation 219, as a
white foam in 45% yield. 25 Preparation 221
N-(3-rertbutvi-id342-Itetrahvdro-2H.bran.2-vloxvlethoxvlohenvB-1N-ovrazol-5-
vll-N-t2-ff3-f2- isoorcoylpheny](12,41triaznlof4,,3~p~ridin-6-yttt~o1ben
urea The title compound was prepared from the products of preparatlort 227
and 116, using the same method  30 as that described for preparation 219, as
a while foam in 37% yield. Preparation 22
N-(3-tent-Butyl-1d3-f2-(tetrahvdro-2H.pvran-2-v(oxylethoxvit)henvil-1
1-F2vrazo1-5-vl)-N-124f3-t2  



methoxyohenyflf1.2.4 'azglal4.3^alp din- 1]thio}benzyl)urre 35 The title
compound was prepared iron the products of preparations 215 and 115, using
the same method  as that described for preparation 219, as a white foam in
46% yield. WO 20061018718 ^4 PCTIW20051002574  89-. Preoaretlon 223
hEll{3-(Banzyloxv)pheIM]3
-tMpvrahol-5-vit-Rfd2-ff3-(2-chioroehenyf)11.24}triazotof4.3- a] pydd in-6-y
iTUiio}benzvll urea 5 The tide compound was prepared from the products of
preparations 118 and 205, using the same method  as that described for
preparation 219, as a pale yellow foam in 59% yield. Preparation 224
N-f1-f3-(Ben2yfoxv)ohenviPa-Pert-butvt-i H-nvrazol-5-vll-N-j2413-2-(ben
oxv)nhenyli1.2.4Brlaxolo 4,3- 10 a]fiyri iri-6-vi)thiojbenzvllurea The this
compound was prepared from the prbdudts of preparations 118 and 46, using
the same method  as that described for preparation 219, as a white solid in
58% yield. Preparatbn 225 15 N,(1-(3-ffret-Butyl(dimethA
suvnoxvlohepyll-3-h-methvhi-(methylihio)e1 fl 1H-pyre ol-5-vll-N-f21(3-
iseoropyl11.2.41ts azalol4'.3-alnvridin-6vl]thlolbenzyl}urea The title
compound was prepared from the products of preparations 120 and 48, using
the same method  as that described for preparation 219, as a white foam in
69% yield. 20 Preliaretion 226
(3,_(f-tetButylfdimethvllsllvlloxvlphenyl]-3-(1-methyl-l-(methvlthio)ethyl]-
1N-ovrazoi-5-vllN-(2-f13-(2- fluoroohenvla(1 2.4Ttriaw
oi4,3-a]pyrridin-6-vllthiolbenzvl]urea The title compound was prepared from
the products of preparations 120 and 214, using the same method  as that
described for preparation 219, as an off- white foam in 48% yield. 25
preparation 227 N41 -(3-(heft
eutvl(dimethyi)srlvlloxv)oheny(]-3-f1-methyl-l-(methylthMethyll-1I3pvraza! 5
vlt-N-{2-113 (2- methoxvphhenyI)fi  2
41trlazolof4.3-a)pyridin-6-vilthio)benzyi]urea The title compound was
prepared from the products of preparations 120 and 215, using the same
method  30 as that described for preparation 219, as a white loam In 53%
yield. Preoaratlon 228 Ndi
13-(Benzvloxvlotienvll-3-t1-methyl-l-(methvlthio)ethytl-t H-ovrazol 5-yr)-N
(2-fi342- ethvtohenvlIl 2 41Wazotol4 3-alnvridin.6-yl]thio]benzylLtea WO
20061018718 PCTlIB20051002574  



-90 The title compound was prepared from the product of preparation 204 and
preparation 17, using the same  method as that described for preparation
121, in 41% yield. Pra aratfon 229  5 N-0 -f3-(Ben oxy}pheny]3-fertiwtyl-1
H- zoESv!!-M [2 [{ a-rmetbyjthiolohepylf1241triaznlof43
alpvridln-6-yl)thiol benzvllu rea The title compound was prepared from the
product of preparation 207 and 63, using the same method as  that described
for preparation 121, as a white solid in 52% yield. 10 Preparation 230
N-tl-r4-(senzvloxv)oherrvll-3-r1-methyl-l-(methylthiolethvll-1
F!-nvrazol-5-vll-N-(2-{f3 2-
methylohenyl)f1.2,4ltriazolof4.3-alpvridin-6-yffthiolbenzyl Area The title
compound was prepared from the products of preparations 92 and 206, using
the same method  as that described for preparation 121, in 19% yield 15
Preparation 231 N-[2-{(3- 4f (Benzyloxy)-2-chloroehenvlJF1 2 4ltrlazolof4
3-alpyridin-6-vilthiolbarcvll-N-[3-teribbutyl-l ($4-
difluoroohenvl)-1H-pyrazof-5-vl urea The title compound was prepared from
the products of preparations 95 and 217, using the same method  20 as that
described for preparation 121, as a brown powder in 59% yield. Preperatior;
23 f~2-((3d5-(Benzvloxyl-2chlorornenyllft 241trfazpio~4 )-alpvridin
8vilthiolbenzvl~l ^[ terf is rtY 1-(3  ditlucrophenvll-1 N-ovrazob5-vriurea
25 The title compound was prepared from the products of preparations 218 and
95, using t he same method  as that described for preparation 121, as a
white powder in 40% yield. Preoerat(on 234 e-Bromo-3f
-isopmoylohenyl)j1.2.41triazolof4,3-a1uyridine 30 The title compound was
prepared from the product of preparation 25 and 2-isopropylbenzaldehyde,
using  the same method as that described for preparation 159. The crude
compound was purified by column  chromatography on silica gel, eluting with
tiichlommethanemethanol, 95:5, to afford the desired product as  a yellow
liquid in 35% yield. Preparation 235 35 j3-(2-lsopropvlohe
llE_?~4~trazonf43-alnuridin-6-yllmethanol The the compound was prepared from
the product of preparation 234 and 2-mercaptobenzyl alcohol,  using the same
method as that described for preparation 35. The crude compound was purified
by column  



chromatography, eluting with dichioromethane:methanol, 95:5, to afford the
desired product as a dark  brawn oil In 45% yield. WO 20061018718
PCTRB20051002574  -91 Pre oration 236
6~21Azidomethvllohenvilihiol-3-(2-iseoroovlohanyllff
2.41triazolor4.3-lnvddine The title compound was prepared from the product
of preparation 235 and diphenylphasphoryl azide, using  the same method as
that described for preparation. 39, as a brown oil in 66% yield. 5
Preparation 237 (2-ff3-
2-lsopropvlpheny)(1.2.4Jtriazolor4.3-alpyddin-6-vllthioJbenzyiaamine
hydrochloride The title compound was prepared from the product of
preparation 236, using the same method as that  described for proparaticn
214, as a white solid In 805 yield. 10 Preparation 238
N-[2-IFS.12-Fluoroohenyil11 2 4ltriazolof4$!a)gyridln-y 11
iolbenzvil-M-f3-ri-methyl-l-irnethNithio%thvp-l-
(3-r2-ftetrahvdro-2H-avran-2-v oxvlath^xybphenvil-1 H-nvrazol-5-vUure A
mixture of the product of preparation 117 (399mg, 0.78mmol), the product of
preparation 214 (307mg,  15 0.78mmol) and N,N-ethyldiisopropytamine (0.30m4,
1.70mmol) in dimethyfsulfoxide (2mL) was stirred at  room temperature for 18
hours. The reaction miitture was then diluted with ethyl acetate (5DmL) and
washed with 0.5M hydrochloric acid, saturatedrsodlum hydrogen carbonate
solution and brine. The organic  solution was dried over sodium sulfate
concentrated in vacua and the residue was purified by column  chromatography
on silica gel, eluting with dichloiomethane:methanol, 100:0 to 95:5, to
afford the title  20 compound as a while foam in 40% yield, 2d6mg.
Preparation. 239 N(2-0(2-Mefhox~eny r1
2,41triazo[of4.8-aJpvrfdin-6-vfllhiolbenzvll-)V-f3 fi-methyl l-finethvlthio
etMVll- 1-43d2dtefrahvdro-2H-pvran-2-vioxvlethoxy anylZl't-pvrzoi-5-y)urge
25 The title compound was prepared from the products of preparations 117 and
215, using the same method  as that described for the product of preparation
238, as a white foam in 45% yield. Preoaratipg 240
1-f3-(Benzyllgxghenvtl-3-(1.1 dimelhvlnropvll-l H-nvrazol-5-amine 30 The
title compound was prepared from the product of preparation 47 and
3-benzyloxyphenylhydrazine  hydrochloride, using the same method as that
described for preparation 7. The crude compound was  triturated with diethyl
ether to afford the desired product as a pink solid In 91 % y1aid.
Preparation 241 



3{5 Amino-3.4ij1 dimeihylpropyr~-11.1-nvrazol-1-yl]phenal 35 The title
compound was prepared from the product of preparation 240, using the same
method as that  described for exampre 99, as a yellow foam in 49% yield.
Preparation 242 i-f3 tifert-hutvlfdimetf yllsilvl1oxv1nhenylL-(1 1
dimetIwiuroovll-1 H-nvrazol-5-amine WO 20061018718 PCTffB20 0 510 0 2 5 74
92 The title compound was prepared from the product of prpearation 241 and
fett butyldimethylsilyi chloride,  using the same method as that described
for preparation 99, as a solid in 69% yield. P e aratlon 242 5
rl-f3-fftert-ButvlfdimethvllsiMToxvlnhen(1 1{iimeihvlpropyl)-f
1-xpy1imol-5-vll-N-f2-(1342 r  1meth-v
thio)ohenylj(1,2.4ltdazolor4.3-alrvridin6-yllthio)benzviiurea The title
compound was prepared from the products of preparations 242 and 207, using
the same method  as that described for preparation 169, In 47% yield. 14 r
ration 244 1 j4-LBenzvl xvlph nvll-3-tert butvt-i H-pyrazol-5-amine The
title compound was prepared from 4,4-dimethyl-3-oxopentane nitrlle and
4-benzyloxyphenylhydrazine  hydrochloride, using the same method as chat
described for preparation 7, as a pale pink powder in  quantitative yield,
15 Preparation 245  4-15-Amiho-3-fern-butyl-1 H-ovrazoM-vllohenol The title
compound was prepared from the product of preparation 244, using the same
method as that  described for example 99, as a brown powder In 72% yield. 20
Preparation 246  3-tent-9utvl-1-(4-(ltert-butWdlmethiyljsiM1oxv}ghenvfl-1
H-oyrazol-5-amine The title compound was prepared from the product of
preparation 245 and tent-butyfdimethylallyl chloride,  using the same method
as that described for preparation 99, as a white solid in 18% yield. 25
Preparation 247 Phenyl f3-tert butyl-l-f4-fffert
buNl(dimethvl)sllyltoxylphenyl)-1 ftovrazol-5-vlloarbamate The title
compound was prepared from the product of preparation 246 and
phenyichloroforrnate, using the  same method as described for preparation
116 in quantitative yield. 30 Preparation 246
N-i3-tent-Butyl-l-(4-Iftent-butylfdirnethvllsIIy loxv3ghenvll-1
H-pvraad-5-vii-N-(2. l3-(2- fluoraph(?n v1V1.2.41triazolof4, 3-alnvri
din-6-yl lhiolbenzvl) u rea 



The title compound was prepared from the products of preparations 214 and
247, using the same method  as that described for preparation 219, as a
colourless glass in 93% yield. 35 Preparation 249
4-(Methvlthio)benzaldehvde (5-bromopvridir-2-yI)hydrazone The title compound
was prepared from the product of preparation 25 and
4-(melhy8hio)benzaldehyde,  using the same method as that described for
preparation 30, as a pale yellow solid in 92% yield. WO 20061018719 t''
PCT/182e05/002574  -93 ' Preparation 250 , ' 6
Bromo-3-f4-tmethvithiolpilenvilf1.24ltrazoloj4.3-alpwM!ne The title compound
was prepared form the product of preparation 249, using the same method as
S described for preparation 184, as awhite solid in 7$'/o yield. Preparation
251 [2_{t3d4-lMethvitt iolphenvl7f],2.41triazolo 4 3-a1ovridin-6-yflthio)
enyllmethanol The title compound was prepared from the product of
preparation 250 and 2mercaptobenzyl alcohol,  10 using the same method as
that described for prepaation 35, as a white solid in 58% yield, Preparation
252 f2-(f
4-(rnethvlthiolahenytl1t.2.4itriazoio[4:3-alnvridin-6-vilthiolbenzvflamine
hydrobromide  Thionyl bromide (235pi, 3.03mmpl) was added to. an ice-cooled
aoiutlon of the product of preparation 251  15 (384mg, 1.Olmmol) In
dichioromethane (10mL) and the mixture was stirred for 1 hour. The reaction
mixture was then concentrated in vacuo and the residue was re-dissolved in
dichioromethane. The solution  was cooled to 0C, 7M methanolie ammonia
(15mL) was added dropwise and the mixture was stirred for  18 hours at room
temperature. The reaction mixture was then concentrated in vacuo and the
residue was  diluted with dichioromethane, washed with saturated sodium
hydrogen carbonate solution, dried over 20 magnesium sulfate and
concentrated in vacuo. Purifioatibti of the residue by column chromatography
on .  silica ga), eluting with methanol:ethyl acetate, 20:80 to 50:50, then
afforded the title compound as a pale  yellow solid in 40% yield, 154mg.
Prepares-lion 253 !V(-1 f9 Ibe ,yioxvlohenvfl 3-tort buts -1 uyrazal 5 vii K
T2 (i3 f4 finethvfthio1nhenyld[1 2 4 triazolot4 3- 25
alpyridin-6-1flthiotbenzvf{urea  The title compound was prepared from the
products of preparations 252 and 63, using the same method  as that descdbed
for the product of preparation 121, as a white solid in 65% yield.
Pranaretlon 254 34 !J i2dt3-f2 (13enzviaxvlphenyll[1.2.G;tr{azato~4 &$)py
idln 5-vl}thio~benzylyflr-f3 terf butyl-l-f3  



ituorophen1)-1 H-ovrazal-5-vAurea The title compound was prepared from the
products of preparations 62 and 46, using the same method as  that described
for preparation 121, The crude compound was triturated with diethyl ether to
afford the  desired product as a solid in 85/G yield.  35 Prenaration 255
NL2-([3-l2-isopropy{phenvilft 24liriazolc(43-a1iMidin-6-vl]ihiolbenzvO-W-
-t11nethvl-l- inel,brAh-io ethvll-f -(3-[2 (tot ri
dro-2H-pyran-2-vloxylethaxylphenytL1 H,Pvrazol-5-vtlura WO 20061018718
PCTAB2005/002574  -44 The title compound was prepared from the products of
preparation 237 and 117, using the same method  as that described for
preparation 219, as a white foam in 48% yield. Preoaration 256 5 /
4144-1Benzylnxvlphenyl1-3-terfbutyt-lH-pyrazel-5-vl}-N-(2d{3-f2-chlorooherrf
l.p4Mazobf43- a)pyridin-6-yllthio)benzyllnraa  The title compound was
prepared from the product of preparations 103 and 205, using the same method
as that described for preparation 219, as a foam in 74% yield. 10
Preparation 257 (~[3-tert Hutyl-l-{4-hvdroxuehenyll-j H-pvrazot-5-v11
W-(2-Q3-(2chlorophenyl ,1 2 4jtriazolojd 3-alowidin- 6-yijthloTbenzvilurea
The title compound was prepared from the product of preparation 256, using
the same method as that  described for preparation 101. The crude compound
was further purified by triturated with diethyl ether to 15 afford the title
compound the title compound as a white solid in 47% yield.  Example 1
N43-tent-Bufvi-l-l4-(methvltho)ahenylblH-pvrazol-5-vl}-N' {3-Isopropylt1
,2.4jtilazolot4.3-a]ovrfdin-6 yltthiolbanzv1turea  Hoe CHs H3C N, N N Hoe N
CH3  20 H3C  The product of preparation 7 (0.13g, 0.50mmol) was added to a
solution of N,N'-carbonyldiimidazole  (0.489, 3.00mmol) In diohloromethane
(10mL) and the mixture was stirred at room temperature for 20  hours. The
reaction mixture was then diluted with brine and stirred vigorously for 15
minutes. The aqueous  layer was separated and extracted with dlchloromeihane
(3x15mL) and the combined organics were dried 



25 over sodium sulfate and concentrated in vacua. The product of preparation
43 (D-i59, O.49rnmol) was  added to a solution of the residue and
N-ethyldiisopropylamino (65mg, 0.60mmol) in 1,4-dioxane (tOmL)  and the
mixture was stirred for 18 hours at room temperature. The reaction mixture
was then diluted with  ethyl acetate, washed with water (25mL) and brine
(25mL), dried over sodium sulphate and concentrated 17 WO 2006/018718
PCTAB20051002574  -95- in vacuo. The residue was purified by column
chromatography on silica gel, eluting with dicflloromethane:  7M ammonia in
methanol, 100:0 to 97.5:2.5. The appropriate fractions were concentrated in
vacuo and the  residue was repurifled twice using a Flashmaster(r) silica
column, eluting with dichloromethane: 7M  ammonia in methanol, 100:0 to
97.5:25 to afford the We compound. 5 rH NMR (300MHz, CDC13) 6:1.20(d, 6H),
i.40(s, 9H), 229(8, 3H), S.15(m, 1H), 4.50(d, 2H), 8.30(8, 1H),  6.72(d,
1H), 6.80(d, 2H), 7.05(d, 2H), 7.21(m, 5H), 7.48(d, 1H), 7.65(s, 1H),
B.15(s, 1H) LRMS_ mlzAPl-ES  586.7 (MH)' Esxampies 2 tol2  10 The following
compounds, of the general formula shown below ware prepared by a method
similar to that  described for example 1, using the product of preparation
43, N,N'carbonyldiim(dazole and the  appropriate pyrazole starting material;
The reactions were monitored by 110 analysis and were stirred at  room
temperature for 20-48 hours. 15   H3 CH3 HsC \N FNi ~1  N H3C CH3 No. X Y
Data Yield  2 SCH3 H H NMR (300MHz, CIJCIy) b: 55%  1.30(m, 15H), 2.25(s,
SH), 3.15(m, 1H)', 4.55(4, 2H), 6.32(s, 11-1), 6.76- 7.30(m, 8H), 7.45(d,
IH) 7.72(s,  iH), 8.40(brs, IH) LRMS: n11z API- ES 586.7 [MN)' WO
20061018718 PCT1m2005/002574 -96~ I  



3 C1 Cl 'H NMR (400MHz, CD0I3) S: 27% 1.28(m, 15H), 114(m, 1H), 4.55(d,
2H), 6.33(s, I K), 6,87(d, 1H).  6.99(d, 1H), 7.09(d, 1H), 7.23(m,  1H),
7.28(m, 3H), 7.40(m, 1H), 7.45(d, 1H), 7.54(s, 1H), 7.68(s, J  1H), 8.79(bs,
1H) LFIMS: mfz AFCI 608 [MHf' 4 H C02GH2CHa 'H NMR (400MHz, CDCIa) 6: 1.24-
46%  1.33(m, 18H), 3.14(m, 1 H), 4.26(q, 2H), 4,54(d, 2H), 6.33(s,1 H),
6.85(d, 1 H), 7.03(d, 114), 7.19(m,  IH), 7.26(m, 3H), 7.43(d, 1H),  7.49(d,
2H), 7.71(m, 3H), 8,56(s,  i H) LRMS: m!z APCI 612 (MHJ  Microanalysts:
CaaH37N703S.  0.1DCM requires (%): C 64.10; H  6.05; N 15.81; found (%) C
63.85; H  6.14, N 15.43. 5 CO2CH2CH3 H H NMR (400MHz, CDCI3) 6: 24%'
1,28(m, 1SH), 3.15(m, 1H), 4.21(q, 2H), 4.52(d, 2H), 6.33(s, 1H),  6.86(d,
1H), 7.03(bs, I ti), 7.12(d,  1H), 7.15-7.27(m, 4H), 7.40(d, 1H),  7.59(d,
1H), 7,66(d, 111), 7.71(s,  1H), 8.08(s, IH), 8.31(s, 1H) LAMB:
m/ZAPCI812[MHr 6 H CM H NMR (400MHz, CDCI3) 6: 52%  1.29(m, 15H), 3.17(m,
1H), 4.85(d, 2H), 6.30(s, 1H), 6.94(d, 1H),  7.13(d, . I H), 7.24-7.33(m,
4H),  7.40(m, 2H), 7.45(d, 1H), 7.65(d,  2H), 7.74(s, I H). 8.64(s, I H):
LRMS: mIz APCI 566 {MH)' WO 208610187)8 4  PCT/W240510(c)Z574 



I -97 f 7 ON H NMR (400MHz, -CNOD) S: - 5810  1.31(5, 9H), 1.41(d, 6H),
3-46(m, 1H), 4.50(d, 2H), 6.27(5, 1H),  7.20(d," 1H), 7.25-7.39(m, 4H),
7.58- 7.64(7n, 2H), 7.71(d, iH), 7.81(d,  s 1H), 7.87(s, 1H), 8-31(5, IH)
LRMS:  mtz APC1565 [MHr H H 1H NMR (300MHz, DMSO-de) 5: Quantit  1.21(s,
9H); 1.35(d, 6H), 3.55(m, a5ve  IH), 4.40(d, 2H), 6.25(s, 1H), 7.1 O(d, IN,
7.20-7.30(m, 4H),  7.35(m, iH), 7.50(m, 4H), 7.65(s,  IH), 7.70(d, 1H),
8.30(s; iH),  8.60(s,.IH) LRMS: mlz API-ES  540.8 [MH)` 9 H' CH3 ' H NMR
(300MHz, DM50-da) S: 71%  i.25($; 9N), 1.40(d. 6H), 2.27(s, 3H), 3.55(m,'
1H), 4.40{d, 2H),  6.20(5, 1H), 7.00(m, 1 H), 7,10(d,  1H), 7.20.7.40(m,
8H), 7.55(d, 1H),  6:20(s, 1 H), 8.56(s, 1 H) LRMS: mlz  API-58 554.8 [MH)
WO 2046/018718 PCT/W20051002574  -98 10 H O-CHs H NMR (300MHz, CID Is) 5:
800/0  1.30(s, 9H), 1,36(d, 6H), 3.16(m, f H), 3.68(5, 3H), 4.54(d, 2H),
6.27(6, i H), 6,42(m, 1 N), 6.66(d,  211), 6.85(d, 1 H),. 7.17-7.31(th, 7H),
7.38(d, IH), 7.70(6, 1H), LRMS: m!z  API-ES 570.8 [MHf 11 CH3 Q-CHy 'H NMR
(300MHz, CDC14 8:. 49%  9H), 1,38(d, SH), 2.05(9, 



3H), 3.20(m, 1H), 3,71(s, 3H),  4,60(d, 21ri), 6.27(m, 2H), 6.60(d,  1H),
688(d, 1H), 7,10(d, 1H),  7.15(m, 2H), 7.20.7.34(m,'4H),  740(d, UH),
7.75(s, 1H), LBMS: uil  API-ES 584.6 [MH)' 12 Q-CH3 H 1H NMR (300MHz, CDCI3)
S: 88%  1.30(m, 15H), 3.15(m, 1H), 3.62(s, 3H), 4.55(d, 2H), 6.32(5, 1H),
6,G5(d, 1H), 6.66-7.10(m, 5H), 7.20- 7.40(m, 5H), 7.72(s, 114), 8.40(brs, f
H) LRMS: m/z API-ES 570.8 [Ml-I Example 3 Reaction carried out in
dichioromethane only. Purified using Biotage silica column, eluting  with
ethyl acetate. Example 4: Reaction carried out in dichioromathane only.
Purified by ISCO companions silica column,  eluting with pentane:ethyl
acetate, 100:0, 50:60, 20:80. 5 Example 5: Purified by ISCC companions
silica column, ofut)ng with ethyl acetate. Example 9: Crude product Is
further purified by re-crystallisation from di chIoromethanefdiethy) ether
to  afford final compound. Example 11: Crude compound is further purified
using a Flashmasters silica column, eluting with ethyl  j acetate. to
Exampia 13 N [3-tent-i3utvi-l-t4 methvip envil-lH-ovrazol5-vl]-N-(2-j(3-
f2-chtoro-4-hydroxyritenyl)M.24jtriazalof4.  alovridin-6-v11thioltbenzWluraa
WO 20061018718 PCT/1S2 0 0 5/00 2 574  H3C CH3 N H S  l N CH3 N~ G OH  The
We compound was prepared from the Products of preparation 21 and 45, using a
met#tod similar to  that of example 1, as a whita foam in 54% yield. iH NMR
(300MHz, CACI3) 5: 1.30(s, aH), 2,40(8,3H), 4.45(d, 2H), 6.30(s, 1H),
6,85(dd, 11-1), R00(d, 1H),  



5 7,16(d, 1H), 7.20.7.32(m, 10H), 7.40(d, 1H), 7.66(s, 1H), 7.70(d, 1H) LAM
m/z API-ES 698.5 (MH3'  Example 14 N-r3-tart6ulyl
1~4-mefhvlnheny#1-iH-pyrazal-5-v17-N-( j3
(2-chloro-S-hvdrmcyohenv#~,2.4llthzolor4 3- a1pw#d#n-6.vi lthiol6e nzy#lure
a 10 H3C CH3  HSC N H H .. S .  N~ N CH3 N~ CI The title compound was
prepared from the products of preparation 21 and 44, using a method similar
to  that of example 1, In 51% yield. WO 20061018718 PCT1ID20051002574  -100
'H NMR (300MHz, DM-SO-de) 5: 1.25(5, 9H), 2.30(s, 31), 4.35(d, 211), 6.20(s,
1H), 6.95-7.10(m, 311), 7.20- 7.40(m, 91), 7.45(d, 1W), 7.85(d, 1i), 7.99(s,
IH), 8,20(s,111) LRMS: m/z API-ES 638.5 (MHr Example JS 5 N-f3-fl 1
Dimathv!-2
[methylthio)ethvtT-1phenyl-lH-ovrazol5-vtl-N'-f2-[{3lsopropylf124tMnazolof43
- alnvridin-6-vll thlolbenz vi} urea I-tgt'i OH a  ' t{3{if N H H '  I  N/ N
N- CH3  The product of preparation 15 (209mg, O.Sommol) was added to a
solution of N,N'-carbonyldlimidazole  (810mg, 5.OOmmol) in diohloromethane
(1OmL) and the mixture was stirred at room temperature for 24 10 hours. The
reaction mixture was then diluted with water and extracted with
diohloromethane (3x25mL). The  combined organic solution was dried over
magnesium sulfate and Concentrated in vacuo. The product of  preparation 43
(215mg, 0.64mmol) was added to a solution of the residue and
N-ethylOsopropylamine  (129mg, 1 mmol) in diohloromethane (10mL) and the
mixture was stirred for 24 hours at room temperature.  The reaction mixture
was then diluted with 0.114 hydrochloric acid (25m1-) and extracted with 



15 diohloromethane (3x25m1,), The combined organic solution was dried over
magnesium sulfate and  concentrated in vacua. The residue was purified by
column chromatography ort silica gel, eluting with ethyl  acetate:methanot,
100:0 to 85:15. The appropriate fractions were concentrated in vacua and the
residue  was crystallised from ethyl acetate to afford the title compound in
55% yield, 205mg. SH NMR (40OMHz, DMSO-de) 5: 1-29(s, 611), 1.34(d, 6H),
1,97(s, 311), 2.77(s, 2H), 355(m, 111). 4.40(d,  20 211), 6.29(s, 111),
7.02(1, 111), 7-10(d, 11-1), 7.26(m, 411), 7.38(t, 11), 7.46(m, 4H), 7.70(d,
114), 8.36(s, 1N),  8.60(s, 11) LRMS: mfz APCI 586 (MH1' Microanalysis:
CmHs5N7O52. 0.21120 requires (%)_ C 63.17; H  5.05: N 16.63; found (%) C
63-03; H 6.00, N 16.42. Examples 16 to 20  25 The fallowing compounds, of
the general formula shown below were prepared by a method similar to that
described for example 15, using the product of preparation 43,
KW-carbonyldlimidazate and the WO 2006/018718 PCTI1B20051002574  -101
appropriate pyrazole starting material, The reactions were monitored by tic
anaiysis and were stirred at  room temperature for 0.5-18 hours. . H3C CH,.
I  H3C'8 n N~ ! ~ 5  Y N CH3  H30 No x Y n Data Yield WO 200Q018718
PCT/020051002574  -102 1 6 H CHs 1 H NMR (400MHz, DM -d,) 5; 67"/a  1.28(s,
6H), 1.34(d, 6H), 1.96(s, 3H), 2.34(s, 3H), 2.76(s, 2H), 3.55(m, 1 H),
4.39(d, 2H), 6.26(s, 1H), 7.00(1, 1H),  7.10(d, IH), 7.23-7.33(m, 8H),
7.69(d,  111), 8.27(s, 1H), 8.80(s, 1H) LRMS:  m!z APCI 600 [MHr
Microanalysis:  CazH37N7O52. requires (%): C 64.08;  H 6,22; N 16.35; found
(%) C 63.79;  



H6.20,N16.14. 17 H H 0 'H NMR (400MHz, DMSO-d5) S: 76a/o  1 .33(4, 61-4),
1.57(s, 6H), 1,89(a, 3H), 3.55(m, IH), 4.40(d, 2H), 6.36(s. 1H),  7.06(m,
1H), 7.10(d, 1H), 726(d, 4H),  7.40(m,1 H), 7,48(m, 4H), 7.70(d,  1H).
8.38(s, 1H), 8.60(s, 1H) LRMS:  rnlz APCI 572 [MHT Microanalysis;
030H3%N7082. requires (%): C 63.02;  H 5.82; N 17.16; found (%) C 62.75;  H
5.80, N 17.09. 16 -OCH2Ph H 0 H NMR (400MHz, CDCI3) 6:1.37(d, 77%  6H),
1.68(s, 6H). 1.95(5, 3H), 3.17(m,  1H),-4.58(d. 2H), 4.98(s, 2H), 6.15(bs,
1.H), 6.46(s,1H), 6.80(d, 1H), 6.95(d,  1 H), 7.00(d,1 H), 7.06(ba, 1 H),
7.09(t,  1 N), 7.17(t,1N), 7.23-7.37(m, 9H).  7.46(s, IH), 7,72(s, 1 H)
LRMS: nVz  APCI 678 (MH3' Microanalysis  Oz3H35N70S2. 0.2H2O requires (a/o):
C  63.17; H 6.05; N 16.63; found (%) C  63.03; H 6,00, N 16,42. 19 H Cl 0 H
NMR (400MHz, COCI3) 6: 1.38(d, 58%  611), 1.55(s, GH), 1.96(s, 3H), 3.18(m,
1H), 4.61(d, 2H), 6.48(s, 1H), 7.00- 7.65(m, 1$H), miz ES 606IMHV
C33H32CIN7OS2 requires (%): C 59.44;  H 5.32; N 16.17; found (%) 0 59.29;  H
5.19, N 16.07 WO 20061018718 PCT/IB20051002574  103- 20 H CP3 0 1H NMR
(400MHz, CDCIj) b: 1.35(4, 87%  6H); 1.65(s, 6H), 1.98(s, 3H), 3.15(fn, 1H),
4.62(d, 2H), 6.49(s, IH), 7.20- 7.65(m, 13H), mfz ES 640 [MHr  



CwH;,2F3NbOSx 0.4 H2O requires C 57.19; H 4.86; N 15.00; sound (%)  C57.55;
H5.11,N15.15.  Examples 21 to 23 The following compounds, of the general
formula shown below were prepared by a method similar to that  5 described
for example 15, using the predutl of preparation 46 M,N'-carbnnyldi{midazote
and the  appropriate pyrazole starting material. The reactions were
monitored by tlc analysis and were stirred at  room temperature for 0.5-18
hours. HaC CH3  I-!3C`S N N H H I f ff ` S.J~  Y 10 No X Y Data Yield  21 H
H 'H NMR (400MHz, CDCI3) 6: 1.66(d, 61-1), $2%  1,34(s, 3H), 4.51(d, 2H),
5:02(s, 2H),  6.20(bs_ I H). 6.45(s, 11-1), 6.86(d, I H), 6.99(d, 1H),
7.05(t, 11-1), 7.10-7.15(m, SH),  7,17-7.28(m, 7H), 7.36-740(m, 3H), 7.61-
7.58(m, 2114), 7,8i(s, 11-1), LRMS: mlz APCI  712 [MH)' WO 2006/01&718
PCT11B20051002574  - 104  22 H CI 'H NMR (400MHz, CDCt3) b: 1,65(d, 6H), 75%
1.95(s, 3H). 4.55(d, 2H), 5.01(s, 2H),.  6.42(s, 1H), 6.43(brs, 1H),
6.90(brs, 1H),  7.05.7.35(m, 15H), 7.42-7.60(m, 4H),  7,72(brs, iH) LRMS:
m/z ESI 746[MHr 23 H CF3 1H NMR (400MHz, CDCl3) 5: 1,55(4, 6H), 52%  1,96(s,
3H), 4.56(d, 2H), 4.97(s, 2H), 6.49(s, 1 H), 6.71(d, 11-1), 6.82(d, 11-1),
6.91(brs, 1H), 7,00(brs, 111), 7.01-7.32(m,  10H), 7.40-7.56(m, 4H), 7.68
(s, 1 H)  



8.38(brs, IH) LRMS: m/z i S1780[MH)" Example 24
N-L9tort-Butvl-l-(S-hydroxvohenyl}-1H-ovrazol-5-y_]I-N'-f2-f(3-isoproovlil,2
,41tnazolei4,3-a ridiin-6- yAthlolbenzvilurea  H3C CH3 H3c N N N  i F dOH /
NGH  S Hac A solution of the product of example 12 (0.26g, 0.45mmol) in
dichloromethane (5.5mL) Was cooled to  10C, boron iribrorrude (t M in
dichloromethane, 5.SmL, 5.50mmot) was added and the mixture was stirred  at
room temperature for 18 hours. A solution of ethylenediamine (15% in water,
25mL) was added  dropwise and the mixture was then acidified with SM
hydrochloric acid to pH1, The aqueous layer was 10 separated and extracted
with ethyl acetate (3x20mL) and the combined organic solution was dried over
sodium sulphate and concentrated in vacuo. Purification of the residue by
column chromatography on  silica gel, eluting with dichloromethane:methanol,
96:4 to 92:8, followed by trituration with  dichloromethane(dlethyl ether
afforded the title compound in 35% yield, BSmg_ tH NMR (300MHz, CDCI3)
6:1.20(s, 91-1), 1.40(d, 6H), 3.60(m, 1H), 4.40(d, 2H), 6,20(s, 1H), 6.75{d,
IH),  15 6.e6(m, 2H), 7.20(m, 2H), 7,30(m, 5H), 7.72(d, 1H), 8.30(s, 1H),
8.50(s, 1H), 9,70(8, 1H) LRMS: rnfz API- ES 556.8 [MHr WO 20061018718 -
PCTlIB2005/002514  105 Example 25
N43-tert-Butyl-1-(4tiydrox)-3-methvlnhenyll-I H-ovrazo(-5v1J-N'
{2~(3fsooropvf(1 2y41triazo{os4,3- alpyrldin-5-VI)thioThenzyl}u rea HsG
Cl-f3 HC IJ  NN N NH NH HOC azj  OH . ~N... - GH3  



5 H3G The title compound was prepared from the product of example 11, using
a method similar to. example 24.  The crude compound was purified using a
Flashmastert silica column, eluting with dichloromethane: 7M  ammonia in
methanol, 100:0 to 95:5, to afford the desired product in 64% yield. rH NMR
(300MHz, DMSO-dt) 3: 1.20(s, 91-1), 1.35(d, 6H), 2.14(s, 3H), 3.55(m, 1H),
4.60(d, 2H), 6.20(s,  10 1H), 6.80(d, iH), 6.95-7.05(m, 2H), 7.10(m, 2H),
7.20-7.34(m, 4H), 7.70(d,'1H), 8.10(s, tH), 8.60(s, 11-1),  9.60(bs, 1 H)
CRMS: m/z API-ES 570.8 JMH]' Example 26 - f-(1-
3-HydroxvohenvO-3-fi-methvl-1'-(methvftofolethvfl-lM-y
'razol-5-yfl-N'12-ff3- 15 fsopropvifl.2
4ltdazufof4.3-alpvrfdin-6-vt)thiolbenzvt}urea Her' GH3  H3C,,S N N., r1  OH
N N N CH3  H3C WO 20061018718 PCTIM2005/002574  -106 The the compound was
prepared from the product of example 18, using a similar method to example
24,  The crude product was purified by column chromatography on silica gel,
eluting with ethyl  acetate:methanol, 100:0 to 90:10. The appropriate
fractions were concentrated in Vacuo and the residue  was re-crystallised
from ethyl acetate to afford the title compound as a solid'in 55% yield. 5
'H MMR (400MHz, DMSC-d3) $: 1,34(d, OH), 1.57(s, 6H), 1.$8(s, 3H), 3.66(m,
11-1), 4.41(d, 2H), 6.34(9,  1 H), 6.79(d, I H), 6.88(m, 2H), 7.10(m, 2H),
7.23 7.30(m, 51-1), 7.70(d, 11-1), 8.35(s, 1 H), 8.60(s, I H), 9.79(s,  1 H)
Li1MS: nVz APGT 588 [M3-T Examples 27 to 29  10 The following compounds, of
the general formula shown below were prepared by a method similar to that
described for example 24, using the appropriate urea starting material. The
reactions were monitored by tic  analysis and were stirred at room
temperature for 0.5.1,0 hours. HsC CI-13  H3C\S D  



N; N N S  NahN~ Y \~ DH ' 15 No X Y Data 27 H H HRMS: m/z found: 622.2072;
CMHaN7D252  requires 622.2053 28 H Cl HRMS: m/z found 656.1669;
C33H3DCN7O9S2  requires 656.1664 29 H CF3 HRMS; m/zfound 690.1927;
C33H3OF3N7O2S2  requires 690,1927 Example SO 20 3-(3-tert Butvi-6 !3 T2-f3
isooroavl Tf 2 ltriezoloT4 3-a3 vridin-6-V
Isulfanvll-benzvlT-ureidot-ovrazni-l-vll-benzoic acid WO 20061018718
PCT/1B200S1002574  -107- H3 CH3 Fl9Cr N H H  HO N  N CH3  H3C A mixture of
the product of example 5 (68.5mg, 0ilmmol) and 2M sodium hydroxide solution
(lmL) in  dioxan (2mL) was heated at 90C for 1 s hours. The sotvent was than
evaporated under reduced pressure  and the aqueous residue was diluted with
water (10mL), acidified with 1M hydrochloric acid to p"3, and 5 extracted
with ethyl acetate (2x10rnL). The organic solution was dried over sodium
sulfate, concentrated in  vacua and the residue was purified by column
chromatggraphy on silica gel, eluting with  dichloromethane:mathanal;acaiic
acid, 95-5:0.5. The relevant fractions were concentrated in vacuo and the
residue was dried under vacuum at 54C to afford the title compound in 27%
yield, 16.8mg. 'H NMA (400MHz, CDaOO) 5: 1.3t(s, 9H), 1.41(d, 6H), 3.48(m,
1H), 4.49(s, 2H), 6.28(s, 1H), 7.19(d, 1H),  10 7.23-7.31(m, 3H), 7.37(d,
1H), 7.52-7.65(m, 3H)','8.02(d, 1H), 811(a, 1H), 8.27(s, 1H) LRMS: mfa APCI
582 [MH)' Microanalysis: C3iHnN7O35. 0.55 DCM requires C 60.11; H 5.45; N
15.55; found (%) C  59.76; H 5.57, N 15.42. . Example 31 



15
4-(S-tert-butvt-5fff(2-i(3-isoproavlf1.2.41tdazolof4.3-alovddin-8-vilthiolbe
nzvflamino)carbonvilarninol-rtli- pvrazol-l-vribenzoic acid H3C Cii3  H3CO N
NH NH N  N` O OH C  H3C WO 20061018715 PCTIIB20051002574  -109 A mixture of
the product of example 4 (130mg, 0.21mmet) and 2M sodium hydroxide solution
(1.5mL) in  dioxan (3mL) was heated at 90C for 16 hours. The mixture
was'then diluted with ethyl acetate (1 OmL) and  extracted with sodium
hydroxide solution (2x5mL). The aqueous solution was acidified to pH5 with I
M  hydrochloric acid and extracted with ethyl acetate (2x5mL). The organic
solution was dried over sodium 5 sulfate, concentrated in vacuo and the
residue was purified by column chromatography on silica gel,  eluting with
dichloromethane methanol:acetic acid, 95:5:0.5 to 90:10:1. The relevant
fractions were  concentrated in vacuo, and the residue was azeotroped with
toluene and dried under vacuum at 50C to  afford the title compound in 6%
yield, 7mg. III NMR (400MHz, CP3O0) S: 1.31(a, 91-1), 1.41(d, 6H), 3.47(rn,
1H), 4.50(s, 211), 6.28(s, 1H), 7.20(d, 1H),  10 7.24.7.39(m, 4H), 7.55(d,
21-1), 7.59(d, IH), 8.09(d, 2H), 8.27(s,1H) Lt3MS: mfz ES 607 [MNa]4 Example
32
N-(3-tert-3utvl-1-(4-hvdroxvohenvl)-lH-ovrazof-5-vll-N'-f2-fl3-isoprooylf
2.411 as zolof4.3alovridin6- vlltttlolhenzvBurea  M3C CH3 1-130 0  NNH  N NH
S  aJ OH NcH3 15 HUG  The tale compound was prepared from the product of
example 10, using a method similar to that described  for example 24, as a
white powder in 46% yield tH NMR (400MHz, DMSO-d6) b: 1.24(s, 9H), 1.35(d,
6H), 3.56(m, 1H), 4.41 (d, 2fi), &.22(s, 1H), B.85(d,  2H), 7.03(m, 111),
7.12(dd, 1M), 7.19-7.34(m, 611), 7.71(d, iH), 8.16(s, 1H), 8.60(s, 11-1),
9.74(s, IH);  



20 LRM$: m/z API-ES 556.4 (MHr Emple 33 N-f3-tart Butvl-l
-(3-chforo-4-methoxvohenyU-1 H nvrazol-S-vll-M-t2-[(3-isoproovlh 2
41triazelo4 3- alpyridin-a-yilthiof benzypurea WO 241061018719
PCT11B2005/002514  -109- . ] HA OH3 H30 1 O ry~N ! ~ II H I ' 3  tho 3 The
this compound was prepared from the products of preparations 94 and 43,
using the same method as  that described for preparation 121. The crude
compound was purified by column chromatography on silica  gel, eluting with
dichioromethane: 7M methanollcammonia, 100:0 to 97.5:2.5. This was followed
by further 5 purification using reversed phase column chromatography on C1S
silica gel, eluting with waterl7M  methanolio ammonia (9&2):acetonlrt1e/7M
methanolia ammonia (98:2), 75:25 to 25:75,-to afford the  desired product as
a white.solid in 22% yield.  fHNMR(30OMHz, CDCI3) S: 1.25-1.47(m, 151-1),
3-15(m, 111), 379(s, 3H), 4.55(d, 2H), 6.30(s, 1H) 6.67(d,  lH), 6.e1(m,
2H), 7.07(m, 1H), 7.17-7.31(m, 01), 7.36(m,_1H), 7.42(m, lH), 7.66(S, 1H),
7.94(m, IH);  10 LCMS m/z 604/606 [M+H)` Example 34
N-l3-red-Bulvi-1-pvridin-3-vl-t H pyrazol-5-~1-Nrf2-f
l3,isonr~vifi.2.41triazoloi4.3alpvddln-6- yhthiollbenzyl}uteri  H3 cH3  H3C
.- I  N/ I \ N N  15 The title compound was prepared from the products of
preparations 90 and 43, using a similar method to  that described for
preparation 121. The crude compound was purified by column chromatography
using a  Biotage ' silica gel cartridge, eluting with
dichleromethane:methanol:0.88 ammonia, 1013:0Z to 95:5:0,5.  The residue was
further purified by column chromatography on silica gel, eluting with ethyl
20 acetate:methanol, 90:10, to afford the desired product In 5% yield.
-'HNMR(400MHz, CD9OD) 6: 1.32(s, 9H), 1,42(d, 6H), 3.49(m, 11), 4.50(s, 2H),
6.29(s, 1H), 7.21(d, 1H),  7.26-7,40(m, 4H), 7.54(m, IH), 7.61(d, 1H),
7,96(d, 1H), B_31(s, 11-1), 8.55(d, 1H), 8.74(s, 1H); LRMS APCI  m/z 541
iM.H]' 



WO 2006(018718 PCTIEB20051002574 - - 110  Example 35
N-f3-tert-Butyl-i-(4-methvlphenyi)-1H-pvrazol-5-y4-M-(24t3-(2-ehloro-3-metho
xyphenyil(1 2 4ltriazolo[4,3- alovridin-6-vllthtolbernr )urea Hoc CH9 H'C ,
' 0 \ I  CHy N = 014  . ! CFI a  5 The iltie compound was prepared from the
products of preparations 21 and 216, using the some method  as that
described for preparation 121. The crude compound was triturated with
diethyl ether to afford the  desired product as a solid in 58% yield.
1HNMR(SOOMHz, COCI3) 3: 1.29(s, 9H), 2.27(s, 3H), 3,96(s, 3H), 4.51(d, 2H),
5.79(s, 1H), 6.24(s, IH),  6.58(s, IH), 6.97(m, 1H); 7.07-7.38(m, loH),
7.41-7,49(m, 1H), 7.52(m, 1H), 7,70{s, 1H)LOMS m1z 652.6  10 [M+H)' Example
36 ,V-i3-tent Butvi-l-(4-methWphenN)-i
/-pvrazol-5-y(f-N-lr2-((3-(2chloro4-hvdroxyohanvllf 1.2.4ltriazolof4
a]pyridin-6-vfithiolbenzvflurea  Hs0 H s  HsC N~ ~ f ' N H J CHI N OH  15
The title compound was prepared from the product of example 36, using a
similar method to that described  rcr example 72. The crude compound was
re-crystallised from dichloromethanelmethanol: diethyl ether, as  a solid in
23% yield. IHNMR(300MHz, DMSO-d,) 5: 1,29(s, 9H), 2.34(s, 311), 4.35(d, 2H),
6.21(m, 1H), 6.95(m, 1H), 7.11(m,  20 1 H), 7.20-7,36(m, 11 H), 7.8a(m, I
H), 8.01 (m, I H), 8.22(m, 1 H), 10,67(s, 1 H); LOMS mh 638.6 [M+Hr n. - 



Y . W02006/018718 PCT/020051002574  -111- Example 37 j3
j2-Hvdraxyethox')phenyll-3-f 1-methyl-l -(meihvlthlo)sthvl -1
H-pvrazol-roll-N-124f3- isopropyl11.2,41triazotoE4.3-a7oyridin 6 vi4thio
henzvlSuYea tr~c n~,  HO~f`C \l N N CHe 5 pars-Toluenesultonlc acid (20mg)
was added to-a solution of the product of preparation 173 (72mg,  0.1 mmol)
in methanol (10mL) and the mixture was stirred at room temperature for 18
hours, The reaction  mixture was then diluted with ethyl acetate, washed
with sodium hydrogen carbonate solution, dried over  magnesium sulfate and
concentrated in vacuo. Purification of the residue by column chromatography
on  silica gel, eluting with ethyl ecetate:methanol, 100:b to 9010, afforded
the title compound as a white solid  JO in 98% yield, 62mg. tHNMR(400MHz,
DMSO-do) 5: 134(d, 6F), 1.57(s, 8N), 1,89(s, 3H), 3.56(m, 1H), 3.71(m, 2H),
4.02(m,  2ki), 4.41(d, 211),4.88(t, 1H), 6.36(s, 1H), 6.97(d, 1H), 7.03(m,
2H), 7.09(m, 2H), 7.24(m, 2H), 7.29(m, 2H),  7.39{m, 1K), 7.69(d, 1H), 1H),
8.38(s, i8); LRMS ARCI m/z 6$2 (M+HJ' L5 Examples 38 to 42 . The following
compounds, of the general formula shown below were prepared by a method
similar to that  described $or example 37, using the appropriate starting
material and pare totuenesulfonic acid. I'D  N N N\ jM I ` - fx)~ .Yield
No. Data A=C(CHO)s WO 20061018718 PCT/11820051002574  -112 38 X=
3-(2-hydroxyethoxy), R =2-chlorophenyl 77%  'HNMR(400MHz, DMSO-ds) 6:
1.23(s, 9H), 3.70(4, 214), 4.00(t, 2H), 4.37(d, 2H), 4.83(t, 1H), 6.23(s,
iH), 6.94(d, 1H), 6.98(m, 1H), 7,03(m.  2H), 7.21-7.30(m, 5H), 7.35(m, I H),
7.55(rn, I H), 7.63-7.72(m, 3H),  



7.88(d, 1H), 8.02(s, I H), 8.26(s, iH); LRMS APCI m!z 668 [m+Hf 39 X=
4-(2-hydroxyethoxy), R =2-chlorophenyl 51%  'HNMR(400MHz, DMS0-da) S:
1.22(s, 9H), 3.72(q, 2H), 4.01(t, 2H),  4.35(d, 2H), 4.85(t, IH), 6.19(s,
1H), 6.93(d, 1H), 7.01(d, 214), 7.21- 7.33(m, 7H), 7.55(m, IH), 7.63-7.72(m,
3H), 7.88(d, 1H), 8.01(s, IN), 8.13(s, 1 H); LRMS APCI rntz 668 [M#Hr
A=(CH3-S)C(CH3)2  40 X= 3-(2-hydroxyethoxy), R =2-chlorophsnyl 65%
'HNMR(400MHz, OMSO-d) d: 1.57(s, 6H), 1.89(s, 3H), 3.70(q, 2H),  4.01(1,2H),
4.37(d, 2H), 4.84(t, 1H), 6.34(s, 1H), 6.97(d, 1H), 7.02(m, 3H),
7.22-7.31(m, 5H), 7.38(m, IH), 7.66(m, iH), 7.63-7.72(m, 3H), 7-88(d,  1H),
5.02(3, 11), 6.32(s, 1H) 41 XX 3-(2-hydmxyothoxy), R =2-methoxypheny} 80%
'HNMR(SOQMHz, DMSO-ds) 6. 1.58(s, 6H), 1.90(s, 3H), 3.69(m, 5H),
4.01(1,2H), 4.37(d, 2H), 4.87(t, 1H),.6.32(s,1H). 6.95(d, 1H), 7,02(m, 2H),
7.20(m, 8H), 7-38(m, 1H), 7.58(m, 2H), 7.84(m, 2H), 8.46(a, 1H); LCMS  ni/z
698 [M+H)' 42 X= 3-(2-hydroxxyethoxy), R =2-fluorophenyl 83%  'HNMR(300MHz,
DMSC-d6) b-, 1.58(s, 6H), i.90(s, 3H), 3.69(m, 2H), 4.00(t, 2H), 4,35(d,
2H), 4,91(t, 1H), 6.28(s,1H), 6.91(d, 1H), 7.05(m, 2H),  7.28(m, 8H),
7,44(m, 2H), 7,67(m, iH), 7.85(d, 1H), 8.19(d, iH), 9.08(s,  i H); LCMS mfz
684 (M+H)` Example 43 N43-tart-Butyl-1-f3-(2-hvdrr vethoxylnhsnvt-1 H
nvrazol-8-vk-N-f2fj3-f2-fluorophenvlNi.2,41kriazol0f4.8-
a]pvridin-6-v11thiolbanzvPlurea  pf, 'H C^t'5 N i N - Ei N F  O 5 HO WO
20061018718 P.CT/020051002574 A solution of the product of preparation 219
(215mg, 0.29mmol) was dissolved in a mixture of acetic acid  (4mL),
tetrahydrofuran (2mL) and water (1 mt_} and the resulting solution was
tteated to 60G for 18 hours.  The reaction mixture was than concentrated in
vacua and the residue was purified by column  



chromatography on silica gel, eluting with dichloromethane:methanol, 99:1 to
92:8. The appropriate 5 fractions were evaporated under reduced pressure and
the residue was triturated with  dichloromethaneldiethyl ether, to afford
the litle'oornpound as a white powder in 25% yield. 50.2mg.  `HNMR(40OMHz,
DM80-ds) 6; 1.24(s, 9H), 3.68(m. 2H), 3.98(m', 2H), 4,37(m, 24), 4.85(t,
1H), 8.22(s,  1H), 6.92(m, 1H), 7.00-7.11(m, 3H), 7.21-7.44(m, SH),
7.65(m,111), 7.78(m, 1N), 7,87(m, 1H), 8.19(m, 1F),  8.35(s, 1 H); LCMS m/z
652.6 [M+H]' 10 - Example 44  hL13-refl.Butyl-l-(342-hydroxycthgx4o
envf(-1H-Dvrazol-5-yfl-N-{2-113-(2- isopropvlghenyi)f
1.2,41triazolol4,3-a)ovtidinn 6-vtithlolbenzvi)urea HIC l N H SN - , '
rj"'N FI a rN Hs  CHI  N The title compound was prepared from the product of
preparation 221, using the same method as that  15 described for example 43,
as a white powder in 66% yield. HNMR(400MHz, OMSO-d6) 6: 1.07(4, 6H),
1.24(s, 91-1), 2.75(m, 1 H), 3.68(m, 2H), 4.00(m, 21-1), 4.35(m,  2H),
4,86(1, 1H), 6,21(s, 111), 6,90(m, 1H), 7.01(m, 3H), 7.16-7.36(m, 7H),
7.47(m, 1H), 7.58(m, 2H),  7.86(m, 2H), 8.31(s, tH); LCMS mlz 678.2 [M,t;H]t
20 Example 45  N-f3-fed-Bufvl-l43.12-hydroxvethox0phenvii-IMrY~razol-b-fit
methoxyohenvnii.2,g]triazolbr4 3-alpvddin-5-vflthi6tbenzyf)urea  CHI Hsq NN
~-.N  /_ WO 2006/018718 PCT/1B20051002574  -114 The title compound was
prepared from the product of preparation 222, using the same method as that
described for example 43, as a white powder in 45% yield. 'HNMR(400MHz,
DMSO-d,) 5. 1.25(s, 9H), 2.75(m, IH), 3.68-3.70(m, 5H), 4.01(m, 21-11),
4.35(m, 2H),  4.86(t, IH), 6.22(s, 1H), 6,94(m, 11-1), 7.01(m, 3H),
7.13-7.34(m, SH), 7.57(m, 2H), 7.85(m, 2H), 8.31(s,  5 1H); LCMS m/z 664.6
[M+H]' Example 46 



N-[3-ferf-Butyl-l-l4-flucroohenyi)-1 yrazoi-5-vh-N-{2 j[3 (2
hvdraxyghenvllt1,2,41triazoloj4.3-0lpyridin-6  1 is he I urea CH  HaC / 1
JfO~~~ `  H1 N" f  N 5  \ I I J  19 ~  Boron iribromide (1M in
dichloromethane, imL lmrnol) was added dropwise to an ice-cold solution of
the  product of preparation 121 (186mg, 0.27mmol) In dichloromethane (1 OmL)
and the mixture was stirred for  10 minutes at 0C. The reaction mixture was
then diluted with dichloromethane (25mL) and water (25mL)  and stirring
continued at 0C for a. further 10 minutes, 0.88 Ammonia (SmL) was added and
the aqueous 15 layer was separated and extracted with dich[ororneihane
(2x25mL). The combined organic solution was  dried over magnesium sulfate
concentrated in vacuo and the residue was purified by column  chromatography
on silica gel, eluting with ethyl a eetate:methanol, 100:0 to 95:5. The
appropriate fractions  were evaporated under reduced pressure and the
residue was re-crystallised from ethyl acetate to afford  the title compound
as a pale yellow, solid In 48% yield, 78mg. 20 1HNMR(400MHz, DMSO-d6) 6;
1,22(s, 9H), 4.35(d, 2H), 6.23(s, 1H), 6.96(m, ill), 7.00(t, 11-1), 7.05(d,
1H),  7.04-7.55(m, 71-1), 7.43(m, 1H), 7.48(dd, 2H), 7.54tdd, 11-1), 7.SS(d,
1H), 8.05(s, 1 H), 8.28(s, 11-1), 10.44(s,  1H): LRMSAPCI uti 6D8 [M+H]'
Examples 47 to 69 25 The following compounds, of the general formula shown
below were prepared by a method similar to that  described for example 46,
using the appropriate starting material and 4-6 equivalents of boron
tribromide. WO 2006(018718 PCTI18200S1002574  115-'  N` N (Vi)n -  Ne. Data
Yield  A=C(CHa)3  ~V 47 X= 3-F; A'-- 2-(hydroxyphanyl) 'HNMR(400MHz; (MO-dg)
6: 1.24(s, 9H), 4.36(d, 2H), 6,26(s, 1H),  7.02(m, 3H), 7.19-7.25(m, 6H),
7,35(d, 2H), 7.43(m,. 1H), 7.49(m, 1H),  7.54(dd, 1H), 7.sS(d, 1H), 8,06(s,
1H), 8.39(hrs, 1H), 10-45(s, 1H); LRMS  



APCI miz 608 [M+H[` 48 X= 4-CH2CHa; W= 2-(hydroxyphenyt) 58%  'HNMR(400MHz;
DMSO-d6) S: 1,18(t, 3H), 1,23(s, $H), 2.63(q, 2H),.  4.36(4, 2H), 6.23(s,
1H), 7.01(m, 2H), 7.05(d, IH), 7.177.36(m, 9H),  7.42(m, U-I), 7.54(d, IH),
7.83(d, IH), 8.06(s, 1H), 8.26(s, ,1H), 10,46(s, 1 H); LRMS APC! rr1Z 618
[M+H)'  49 X= 3-CH2CH3; W-- 2-(hydroxyphenyl) 640/6  'HNMR(400MHz, DMSO-d8)
8: 1.17(t, 3H), 1.23(s, 9H),, 2.63(q, 2H), 4,36(d, 2H), 6.24(s, IN), 7.00(m,
2H), 7.05(d, 1H), 7.19-7.29(m, 8H),  7,37(m, 1H), 7,43(m, IH)77.54(d, 1H);
7r83(d, iH), 8.06(s, 1H}, 8.27(s,  IH), t0.46(s, 1H); LAMS APCI rn/z 618
[M+H[{ 50 X=3-CI, 4-CI; R =2-(hydroxyphenyl) 31% '  'HNMR(400MHz, CD30D) 5:
9.31(x, 9H), 4.48(d. 2H), 6.26(s, 1H), 6.87(d; .  1H), 7.03(m, 1H), 7,27(m,
2H), 7.31-7.38(m, 3H), 7,45(m, 2H), 7.54 7.59(m, 2H), 7.70-7.74(m, 2H),
7,82(s, 1 H); LRMS APCI m/z 658 [M+H 51 X=5-ON; W= 2-(hydrexyphenyl) 47%
'HNMR(400MHz, CD3OD) 6: 1.32(5, 9H), 4.48(s, 2H), 628(s, 1H), 6.97(d, 1H),
7,03(m, 1 H)', 7.24-7.38(m, 5H), 7.44(m, 1H); 7.55(d, 1H), 7,62(m, 1H), -
7.70.7.72(m, 2H), 7.81-7.82(m, 2H), 7.SA(s, iH); LRMS APCI m(z,615  [M+H)' '
WO 2006/018715 PCTl1S2 6 05/0 02 574  -116 52 Xm4-CN; R = 2-(hydroxyphenyl)
60%  'HNMR(400MHz, CD300) S: 1.31(s, 9H), 4.48(s, 2H), 6.29(6, TH), 6.97(d,
IH), 7.02(m, 1H), 7.26-7.46(rn, 6H), 7.54(d, 1H), 7.70-7,71(m, 3N), 7,76-
7.79(m, 2H), 7.82(s, 1 H); LRMS A?CI m/z 615 [M+H]' 53 X=H; W=
2-(hydroxyphenyl) 83%  'HNMR(400MHz, CDaOD) b: 1.31(s, 9H), 4.48(s, 2H),
5.29(s, 1H), 6.98 7.04(rn, 2H), 7.23-7.33(m, 4H), 7.36((, TH), 7.40-7.49(m,
6H), 7.54(d,  1H), 7.69(d, IN), 7.81(s,114); LRMS APC] m/z 590 [M+H]' 54
X=S-OH; R= 2-chlorophenyl 48%  'HNMR(40OMHz, DMSO-de) 6: 1,22(8, 9H),
4,37(d, 2H), 6.21(s, 1H), 6.75(4, 1H), 6.86(ci, IN), 6.87(s, 1H), 6.89((,
1H), 7.22.7.30(m, 6H),  7.55(m, 1H), 7.63-7.72(m, 3H), 7.68(d, IN), 8.02(s,
1H), 8.P4(s, 1H),  9.70(s, 1H) 



55 X=3.OH; W-- 2-(hy(froxyphenyl) 509'0  'HNMR(400MHz, DMSO-dg) b: 1.13(s,
914), 4.40(d, 2H), 6.23(s, 1H), 6.76(d, AN), 6,89(s, 2N), 6.95-7.1 O(m, 3H),
7.16 7.28((, 6H), 7.40(m, 1 H),  7.55(d, 1H), 7.77-7.90(m, 1H), 8.06(5, 1N),
8.65(s, 1H); LRMS APCI m/z  606 [M+H]' 56 X=3-OH; W-- 2-methylphenyl 57010
'HNMR(400MHz, CDCI3) 5: 1.29(s, 9H), 2.14(s, 3H), 4.48(d, 2H), 6.36(s, 1H),
6.47(d, 1H), 6.56(brs, 119), 675(s, 1H), 6.80(d, 1H), 6.95(m, 2H),  7.17((,
2H), 7.33((, 7H), 7.42((, 1H), 7.60(s, 1H), 7.72(brs, 1H); LRMS  APCI mlz
604 [M+H]' 57 X=3-OH, 5-CHg: R =HC(GH3)2 59%  'HNMR(SOOMHz, DMSO-d5) b:
1.35(d, 6H), 3.56(m, 119), 4.38(d, 2H), 6.19(s, 1N), $.96.7.04(m, 2H),
7.09(dd, 1H), 7.17-7.30(m, 5N), 7.39(d,  lH), 7.68(d, 1H), 822(s, 1H),
6.58(s, IN), 10,53(s, tH); LOMS mlz  590/592 [M+HI' 58 X= 3-CHg; R
=2-hydroxy-5-chloraphenyl 39%  'HNMA(400MHz, DMSO-d,) S: 1.22(s, 9H),
2.31(s, 3H), 4.37(d, 2H), 6.22(s, iN), 7.00((, 1N), 7.05(d, 1N), 7.20((,
6H), 7.33(m, 1H), 7.45(d,  1H), 7.54(s, 1H), 753(d, 1H). 8.10(s, 1H),
8.27(s, 'H), 1015(s, 1H); LAMS  APCI m/z 638/640 [M+H]` A=(CHrSCH2)C(CH3)2 1
WO 2006/0167181;;' PCT/1B21r05/002574  -II7 59 X= 3-(2-hydroxyethoxy), R
=2-(hydroxyphsnyl) 63%  'HNMR(400MHz, DMSO-d8) 5: 1.28(x, 614), 1.96(s, 31),
276(s, 214),  3,70(m, 2H), 4,00(1, 2H), 4.37(d, 214),.4,88(brs, 1H),.6,28(s,
114), 6.94(d, Ill), 7.02(m, 514), 7.19(m, 314), 7.27(m, 214), 7.37(m, iH),
7.43(m, 114),  7.54(d, '1H), 7,84(d, 1H), 8,06(s, 114), 6,37(6,. IH),
10,47(brs, 114); LRMS  ES) m/z 696 [M+H]' 60 X=H, R =2-(hydroxyphenyI) 47% -
tHNMR(400MHz, ' DMSO-dg) 3: 1.39(s, 6H), 2,00(s, 31), 2.83(s, 21), 4,56(d,
2H), 6.35(s, tH), 6,85(bmi, 114), 6,92(m, IH), 7.00(d, 114), 7.12- 7.52(m,
141), 7.74(brm, 1 H); LRMS ESI m(z 636 [M+H]' 61 X=4-CH3 R
=2-(hydr6xyphenyl) 49%  



'HNMR(406MHz, OMSO-da) 5: 1.39(s, .614), 2.00(s, 31), 2.18(s, SH); 2,84(s,
214), 4.56(4, 21), 6,35(s, 114), 6.87(bnn, 114), 6.93(m, 114), 7.01- 7.05(m,
314), 7.15(4, IH), 7.20-7,52(m, 1014), 7.72(bnn, 114); IRMS ESI  m/z 850
[M+H]` 62 X= 4-F; R =2-(hydroxyphenyl) ' 32%  'HNMR(400MHz, CDaOD) b;
1.37(s, 614), 1,99(6, 3N), 2.82(6, 21), 4.49(s, 214), 6.31(s, 1H), 7.01 (m,
214), 7.15-7.49(rrl, 1014), 7.65(d, 114), 7.71 (d, 114),  7,82(6, 1 H); LRMS
APCI m/z 654 [M+H]`. 63 X= 3-F; R =2-(hydroxyphenyl) 34%  'HNMR(400MHz,
CD3OD) 5: 1.38(s, 614), 1.99(s, 31), 2.83(s, 21), 4.50(s, 214), 6,31(s, IH),
6.98(d, IH), 7.03(m, 114), 7,14(m, 114), 7,23-7,33(m, 61),  7-37(4, 114),
7.41-7.50(m, 21), 7.55(d, iH), 7,71(d, 14),7,80(G, 114); LRMS  APCI mh 654
[M+H]' 64 X= 3-F, 4-F; R =2-(hydroxyphenyl) 19%  'HNMR(400MHz, CDCI3) 5:
1.38(s, 6H), 1,99(s, 3M), 2.79(s, 2H), 4.50(6, 214), 6,22(s, IH), 6,97(m,
214), 7.15-728(m, 61), 7.30-7.41(m, 51), 7.45(4,  I H), 7.55(m, 1 Hj,
7.78(m, 1 H); LRMS` APCI mlz 672 (M+H]' 65 X= 3.ON; R %CH(CH9)2 63%
'HNMR(400MHz, OMSO-d,) 5: 1,28(x, 61), 1,34(d, 6H), 1,96(s, 3H),.  2.76(s,
2HH), 3,56(m, 114),. 4.40(d, 21), 6.26(s, 114), 6,77(d, IH), 6.87(m, 21),
7.04(m, 114), 7,11(4, 11), 7.24(m, 214), 7.30(m,.3H); 7.70(4, IH),  6,32(s,
1 H), 8.60(s,1 H), 9.76(s, 1 H); I:RMS APCI m/z 602 (M+H]' 66 X-- 4-OH;
'HNMR(40OMHz, DMSO-d9) 6: 1.27(s, 614), 1.34(d, 614), 1.95(s, 314),  2.74(s,
214), 3.55(m, 1H), 4,39(d, 214), 6,23(s, 114), 6,84(d, 21), 7,00(m,  114),
7.11(d, IH), 7.18(d, 214), 7.24(m, 21), 7.28(m, 214), 7.69(d, 114),  8.15(6,
1N), 8.59(s, i H), 9,73(s, 1K); LRMS APCI m/z 602 IM+H]' WO 20061018718
PCT/1B2005/0&2574  -118 A=( CH3-S)C(CHj)2 67 X= 3-CF3; R ;2-(hydrQxyphenyl)
67%  'HNMR(400MHz, CDCl3) 8: 1.65(s, 611), 1.95(s, 311), 4.56(d, 2H),
6.40(d, 11-1), 6.90-7.00(m, 2H), 7.10(brs, 1H), 7.20-7.45(m, 8N), 7.55(m.
21-1),  7.70(d. 1H), 7.80(brs, 1H), 7.90(s, 1 H), 8.10(brs, IH); LRMS APCI
M& M  [Ma-H)' 



68 X= 4-OH; R =2-(hydroxyphenyl) 66%  'HNMR(400MHz, DMSO-d6) S: 1.55(s, 5H),
1.87(s, 314), 4,37(d, 2H), 6.30(5, 1 H), 6.86(d, 2H), 7.00.1.10(m, 3H),
7.20.7.27(m, 7H), 7.41(m, I H),  7.55(d, 1H), 7,82(d, 1H), 8,09(s, 1H),
8.20(s, SH)99.80(brs,114), 10.42(brs,  1 H); LHMS APCI m/2 780 (M+H)' 69
X=3-Br, R = 2(hydroxyphenyl) 42%  'HNMR(400MHz, DMSO-ds) b: 1.58(s, 61-1),
1.88(s, 3H), 4.35(d, 2H), 6.35(s, 1H), 7.00-7.07(m, 3H), 7.19-7.26(m, 5H),
7.40-7.46(m, 2H), 7.50- 7.60(m, 3H), 7.59(5, 1H), 7.83(d, 1H), 8.06(s, 1H),
8.45(s, 1H), 10.42(s,  1 H); LRMS HS1 m/z 702 [M+H)' -'crude compounds were
triturated with diethyl ether rather than re-crystallisation from ethyl
acetate.  Example 48: Crude compound was further purified by column
chromatography on silica gel, eluting with  ethyl acetate:methanol,100:0 to
95:5, followed by trituration of the residue with diethyl ether. Example 66:
Crude compound was re-crystallised form ethyl acetatelmethanol  5 Example 70
N-(3-tertButvF1-ovridin-3-yl-i
F1-oyrazol-5-vl}-M-(Zf3-f2hudro~lphenYl}j1,2.41trfazotof4.3-alnuridln-6-
yllthicelbenzvi}urea  CH3 ~~; NJ ,~ q \ N fN H \ off 10 The title compound
was prepared from the product of preparation 167, using the same method as
that  described for exampJe 46, in 75% yield. 'HNMR(400MHz, CD30D) 6:
1.32(s, 9H), 4.48(s, 2H), 6.30(s, 1H), 7.01(m. 2H), 7.24-7.37(m, 51-1),
7.44(m,  1H), 7.54(m, 2H), 7.71(d, IH), 7.84(s, LH), 7.97(d, 114), 8.52(d,
1H), 8.73(s, 1H); LRMS APCI mlz 591  [M+4)" 35 Example 71 WO 20061018718 - +
PCT11B2005/002574  119 N-f -tert-9utvt 1-ovridin 2 vl 1 H pvrazol-5 N (2~i3
i2 hvdraxvohenvlgl 2 4Lr azolofa 3 alnvrid n 6  ylithiolhenzv0urea . t Cka _
19 - `p  N/I 



_ d .11 -4N OH H  The title compound was prepared from the product of
preparation 188, using the same method as that  5 described for example 46,
as a brown solid in ,18% yield,: '  'HNMR(400MHz, DMSO-de) 5; 1.25(s, 9H),
4.46(s, 2H), 6.49(s, 1 H); 7.00(m, 1 H), 7.23-7.30(m, 5H), 7.40- 7.45(m,
2H), 7.54(d, 1H), 7.83-7.88(m, 2H), 7.94-8.00(m, 1H), 6.05(m,.IH), 8.11(s,
1H), 8.35(m, 1H),  10-45(s, 11-1), 10.99(s, 7H),, LAMS APO! nhz 591 [M+H+ 10
Example 72 Nf3 tart Bufv! 1-f4-mothvlnhenyl~-1H yrazol-5yli-N-t2 fi3
(2-hvdroavnhenylNl.2 4)triazolof4 3-alnvridin- 6-vilthlolbenzyi}urea , HIC
CHI  H3C N~ .  /  NV N 80 . N-- OH Boron tribromide (1 M in dichloromethane,
5.05mL, 6.05mmol) was added dropwisa to a solution of the  15 product of
preparation 124 (0.189, 0.25mmol) In dichloromethane (2mL) and the mixture
was stirred for 18  hours at room temperature. The reaction mixture was then
diluted with water (1.5mL) and stirring  continued for a further 10 minutes
before.1,2-dismincethane (1.5mL) was added. The mixture was then  stirred
vigorously and acidified to pHI with 6M hydrochloric acid. The.aqueous layer
was separated and  re-extracted with dichloromethane (5r1) and the combined
organic solution was dried over magnesium 20 sulfate and concentrated in
vacua. Re-crystalisation of.tha residue from dfchloromethane:methanol,
50:50,  afforded the title compound as a white solid in 36% yield.
'HNMR(300MHz, DMSO-ds) 5:1.29(s, 91-1), 2,34(s, 3H), 4.39(d, 2H),-6.25(s,
1H), 7:02:7.59(m, 14H), 7.81- 7.91(m, 1H), 8.06(s, IH), 8,28(s, 1H),10.53(s,
1H); LGMS m/z 604,6jM+H}" WO 20U6/018718 FCTIIE20G51002574  120 Examples 73
to 79 The following compounds, of the general formula shown below were
prepared by a method similar to that  described for example 72, using the
appropriate starting material and 4-6 equivalents of boron tribrornide,  A
NAM ~ 0N 1 l .  7 tXh \  



N $  5 R No. Data jYleld  A=C{CH3)a  73 X= 3-CI, 4.OH; R'= HC(CH3)2 59%
'HNMR(400MHz, CDCI9) 6: 1.23(s, 9H), 1.35(d, 6H), 3.56(m, 1H), 4.38(d,  2H),
6.19(s, 111), 6.96-7.04(m, 21-1), 709(4d, IN), 7.S7-7.30(m, 5H),  7.39(4,
1H), 7.68(d, 1111), 8.22(s,1H), 8.58(s, 1H); LRMS API-ES 590!592  [M+H1 74
X= 9-CHzCH3, 4-OH; W a HC(CH6)2 90%  'HNMR(30OMHz, DMSO-d6) Or 1.14(t, 3H),
1.24(s, 9H), 1.35(5, 6H),  2,56(q, 21-1), 3.57(rn, IN), 4.40(d, 2H), 6,18(5,
1H), 6.86(d, 1H), 7.00- 7.14(m, 4H), 7.22-7.30(m, 4H), 7.68(d, 114), 8.13(5,
1H), 8.59(s, 1H),  9.63(s, 1 H); LCMS m(z 584 [M+H)* 75 X = 3-OH, 4-OH2CH3;
P17 HC(CHs)2 33%  'HNMR(3OOMHz, DMSO-d6) 5: 1.15(f, 311). 1.24(s, 9H),
1,35(s, 6H),  2.56(q. 2H), 3.58(m, 1H), 4.41(d, 21-1), 6.22(s, 1H), 6.79(dd,
11-t), 6.89(d, IN), 7,03-7.16(m, 3H), 7.19.7.31(m, 3H). 7.69(d, IN), 8.27(s,
1H), 8.59(a,  1 H), 9.65(s, 1 H); LCMS mlz 584 [M+H]' 76 X=37OH, 4CI; R =
HC(CH3)2 84%  'HNMR(309MHz, DMSOd6) b: 1.24(s, 91-1), 1.35(d, 6H), 3.56(m,
IN),  4.40(d. 211), 623(5, it), 6.88(d, 1H), 6.91(m, 1H), 7.09(m, 21-1),
7.22- 7.37(m, 4H), 7.40-7.67(m, IN), 7.70(d, 1H), 8.31(s, 1H), 8.57(s, 1H),
10.52(s, 1 H); LCMS ink 5901592 [M+H]' WO 20041018719 PCTl1B20051002574
-121 77 X 3-F, 4-F; R= 2-Qhloro-4-hydroxyphenyl 27%  'HNMR(300MHz, CDC13) 6:
1.24(s, OH), 4.35(d, 2H), 6.23(s, 1H), 6.89- 7.01(m, 3H). 7.17-7.51(m, 6H),
7.54-7,62(m, 3H), 7.84(m, 1H), 7.97(s, 1H), 8,34(s, 1H); LCMS mfz 660.6
rM+H)* 78 X=3-F, 4-F; R =2-chloro-5-hydroxyphenyi 72%  'HNMR(300MHZ, CDCI3)
ii: 1.24(x, 9H), 4.35(d, 2H), 6.23(5, 1H), 6.89- 7.00(m, 3H), 7.17-7.45(m,
6H), 7,48-7.62(m, 3H), 7.61(m, tit), 7,97(s, 1 H), 8.34(s, 1 H); LOMS ink
660.6 [M+H)' 79 X = 3-F, 4-F; F12'= Zh. droxyphenyl 26%  



'HNMR(300MHz, CDsOD) S: 1.30(s, 9H); 4.48(d, 2H), 6.24(s, 1H), 6.97(m, 1H),
7-31(in, OH), 7.34(s, IH), 7.40(m, 2H), 7.52(dd, 1H), 7.70(d, 1H),  7.80(s,
1 H); LCMS mlz 624 [M+H]" Exampte 73 The crude compound was further purified
by re-crystallisation from  dichloromethane/methanol: diethyl other Example
74: The crude compound was purified by column chramatography on silica gel,
eluting with  dichlosomethane:methanol, 98:2 to 92:8 5 Example 75: The crude
compound was re-crystallised from dlchloromethanel methanol; diethyl ether
Example 78: The crude compound was purified by column chromatography on
silica gel, eluting with  dichlorarnethane:methanot, 97:3 to 94:6, followed
by trituration with dichloromethanelmethavol: diethyl  ether (x3) Example
79: The crude compound was purified by column chromatography on silica gel,
eluting with  10 dichloromathane:methanol, 100:0 to 95:5, followed by
trituration with dichloromethane Example 80  N-f3-teft Butvl-l-f8.12-hydr
ethoxvlohenviilH vrazol-5_y9-NL2 fT3-f2-
hvdroxyohenvMl.2,4)triazoo14,3-alnyrtdin-a-vtlihio1her yllurea  HaC OHO H,0
0 Nirl i N H H  N N \ H  N 13 Boron tribromide (IM in dichloromethane,
1,6mL, 1.6mmol) was added dropwise to a solution of the  product of
preparation 122 (270mg, 0.33mmo1) in dichloromethane (10mL), cooled to -78C
and IhG WO 20061018715 PC771B20051002574  -122 mixture was stirred for 90
minutes at this temperature. The reaction mixture was stirred for a further
30  minutes, allowing the temperature to rise to 25C, and was then quenched
with methanol (10mL) and 0.88  ammonia (SmL). The mixture was acidified with
2M hydrochloric acid and extracted with dichloromethane  (3x50mL). The
combined organic solution was dried over magnesium sulfate, concentrated in
vacuo and 5 the residue was purified by column chromatography on silica gel,
eluting with dichlorcmethane:melhanol,  100:0 to 90:10. The appropriate
fractions were evaporated under reduced pressure and the residue was  



re-crystallised from ethyl acetatelmoihanol to afford the title compound as
a solid in 56% yield, 120mg.  tHNMR(40OMHz, DMSO-d6) S; 1.24(s, 9H), 3,70(m,
2H), 4.00(t, 2(i), 4.37(d, 2H), 4.66(m, 1H), 6.25(s, 1H).  6.94(cid, 1H),
7C3(m, 5H), 7.19(m, 3H), 7.26(d, 2H), 7.36(t, 1H), 7.54(d, 1H), 7.83(d, 1H),
8.05(s, 11-1), 10 8.32(s, 1H), 10.45(s, 1H); LRMS APGI m1z650 [M+H]'
Example 81  N-f3-tart-Butvl-1-(3-hvdroxyyhertylhl
(~-pyraol-5-y)1-N-f2-U3-f2.(2 hvd roxvethoxvlphenvlf 1.2.4Ttriazolo(4.3-a1
pvrldin-0-vl}ihio)benzvllu rea  H.0 H,p~ \ FFNN~"` H ~  I ~ 4  HO / N  HO D
f  15 Boron tribromide (1M in dichloromethane, 1.3mL, 1.3mmol) was added
dropwise to a solution of the  product of preparation 174 (214mg, 0.26mmol)
In dichloromethane (10mL), at-78C, and the mixture was  stirred for 5
minutes at this temperature. The reaction mixture was then stirred for a
further 5 minutes = allowing the temperature to warm to 0C. The mixture was
re-cooled to -78C, quenched with methanol  20 (5mL) and the temperature was
allowed to rise to 25C. The reaction mixture was then diluted with water
and extracted with dichloromethane (3x4OrnL). The combined organic solution
was dried over magnesium  sulfate, concentrated in vacuo and the residue was
purified by column chromatography on silica gel,  eluting with
dlchloromethane:methanolT0.88 ammonia, 100:0:0 to 93:7:1. The appropriate
fractions were  evaporated under reduced pressure and the residue was
re-crystallised from ethyl acetate/methanol to  25 afford the title compound
as a solid in 47% yield, 79mg. 1HNMR(400MHz, AMSO-d6) 5: 1,23(5, 9H),
3.52(m, 2H), 4.06(t, 2H), 4.36(d, 2H). 4.72(t. 1H), 6.22(s, 1H),  6.76(d,
1H), 8.88(m, 2H), 7.01(t, 11-1), 7.14(t, 1H), 7-17 7.28(m, 7H), 7.68(m, 2H),
7.82(d, 1H), 8.12(s, 1H),  8.28(6, 1H), 9,73(s, 1H); LRMS APOI mtz650 (M+Hj'
30 Example 82 We 20061018718 PCT/102005/902571 Ii
N41-14-Ethylphenyll-3-i1-methyl-l-{methvhhiolethylt-i H
evrazol-5-vflN-f2-ff3-f2 hydmxvohenv9ft.24)iriazolof43-alp
ridin8-Vl71hiolbanzvl)urea  Ham 



i t3/ 1 ~ I ` I  N N F HBO HO y The title compound was prepared from the
product of preparation 157, using the same method as that  5 described for
example 81, as a solid in 60% yield. 1HNMH(400MHz, CDCl3) 5: 1.19(t, 3H),
1.57(s, 6H), 1.88(s, 311), 264(q, 2H), 4.37(d, 2H), 6.34(s, 1H),  7.03(m,
3H), 7.18-7.37(m, 9H), 7.43(m, 1H), 7.54(d, 1H), 8.06(s, IH), 8.32(s, 11-1),
10.46(s, 1H); LRMS  APCI nVz 650 (M+H)' Exam to a 83 10
Nfl-(3-Eihylphanvll-3 t-methyl-1-fineihvlthio)ethvli-f/1o
razol-5-vl)_N~2df3d2- hvdroxvphenvllr1.2.4Rdezof6F4.3-eil
ridin-6-yilihiojbenzyl)urea N30 CH3  HeC`5 NON t _ M  Her Cf  N H6 f The Vie
compound was prepared from the product of preparation 158, using the same
method as that  described for example 81. The crude compound was triturated
with ethyl acetateldichloremethane to afford  15 the desired product as a
solid In 52% yield, 'HNMR(400MHz, CDCI3) 6: 1.17(t,' 3H), 1,57(s, 6H),
1.89(s, 3H), 2.64(q, 2H), 4.37(d, 2H), 6.35(s, 1H),.  7.01(m, 3H), 7.05(d,
1H), 7.19.7.29(m, SH), 7.39(m, IH), 7.44(d, 1H), 7,54(d,.1H),-8,06(5, 1H),
8.38(s, 1H),  10.45(s, 1 H); LRMS APCI m/z 650 (M+H)' Exa- mp1e,8484  20' WO
2006/018718 PCT/1B20051002571  -124 3-11
-MethVI-1-(mDtDvlIhiojethvlrlazalo[4 3
alpyridin-6-yilthio).benzvELN-(1-l4-methaxv-2-meihv[vhe ~  f -1
H-pyrazol-5-yl)urea HSC CHs  H,CI y ~ !  NON 11 ts~ 



HNC {,~ Z~, f  H9C`0 N- HC  The title compound was prepared from the product
of preparation 159, using the same method as that 5 described for example
81. The crude compound was triturated with ethyl acetate to afford the
desired  product as a solid in 43% yield. tHNMR(400MHz. CDCI3) 6: 1.56(s,
6H), 1,88(s, 3H), 2.17(s, 3H), &81(s, 3H), 4,36(d, 2H), S.32(s, 1H),
6.99-7.06(m, 4H), 7.18-7.26(m, 7H), 7.43(m, 11-1), 7.54(d, 1H), 7.83(d, 1H),
8.06(s, 1H), 8.21(s, 1H),  10,45(s, 1 H); LRMS APC[ rnh 666 [M+H)' 10
Example 65
9414(3-Chlorophenvt)-3-f1-methyl-l-(ineihv(thio)ethvf1.1}fpyrazol 5
yj-M-(2-1i3 (2- hydroxvphenvlll1 ,2,41triazolof4.3-alpvridin-s
vllthio}benzvl)urea r~ t-IBC-S CH ZD  H,c N r  NON H ~f Ci  15 The title
compound was prepared from the product of preparation 154, using the same
method as that  described for example 81. The crude compound was triturated
with ethyl acetate to afford the desired  product as a solid in 44% yield.
1HNMR(400MHz, CDCi3) 6: 1.55(s, 611), 1.88(S, 3H), 4.35(d, 2H), 6.35(s, iH),
6.87-7,32(m, SH), 7.34- 7.62(m, 61-1), 7.82(d, 1H), 6,05(s,1K), 8.50(s,
IH),10.50(s, IH); Lf1MS APCI mhz 608/610[M+l-I)' WO 2006/018718
PCTILB20051002574  125 Example 86 N-(2.113-f5-Chloro-2-hvdroxvphenvl)[1
2.41tdazolo14 3 alpyddin-O-Vlitbio1benzvll N 13 fi methyl 1
lmeihylihioiethvll-1=(8-methylphenvll-1l nyrazol-5-vllurea I ~ II  ON N\~
HsG-s CH H9C l ~  



N~ ` N  CH, 5 The title compound was prepared from the product of
preparation 165, using a similar method to that,  described for example 81.
The crude compound was trfturatadwith methanol to afford the desired product
as a solid in 264 yield. 'HNMR(400MHz, DMSt7-de) 6: 1.56(s, 6H), 1.67(s,
3H), 2.34(s, 3H), 4.38(d, 2H), 6.35(s, iN), 7.02(m, 7H),  7.05td, 1H),
7.22(m, 8H), 7,36(m, 11-1), 7;47(m, 11-1), 7.55(s, 1H), 7.83(d, 1H), B.10(s,
1H), 8.31(s, 1M),  11) 10,75(s, I H); LRMS APCI miz 6081610 [M+HJ` Exer"0ple
87  N-f2-113-(5-Chioro-2-hvdroxyghenvl1f1.2.41Mazolof4.3-alpvridin- -
ilthiolbe zyD- t43-fi-methvl-1-
(mefhvlthio)ethv11-1-f4-meihvMOhenvl)-1Hoyrazol-,S-yliur a ci  N~ OH  N\
HsC-S CH  H'G N,N p H ~ ~  CFfa i  WO 1006/01.8718 PCT1JH20051002574  -126
The title compound was prepared from the product of preparation 166, using a
similar method to that  descrlhed or example 81. The crude compound was
triturated with ethyl acetate /methanol to afford the  desired product as a
solid In 24% yield. 'HD4tR(400MHz, DMSO-c4) d: 1.56(s, 6H), 1.87(s. SH),
2.34(s, 3H), 4-36(d. 2H), 6.33(s, 1H), 7.01(M. 11-1),  S 7.05(d, 1H),
7.25(m, 91-1), 7.47(m, 1H), 7.54(s, 1H), 7.83(d, 1H), 8.11(s, 1H), 8.27(s,
1H), 10.75(s, 11-1);  LRMSAPCI mfz$08/610 [M+H]* Example 80
1W(2-0-(5-Chloro-2-hydroxyphenv11f1 2,471riazolor4 3-aloyri
in-6-yllthiolbenzyll-M-x341 1-dfinethvl-2- la
(methylthio)ethvil-l-(4-methylDhenyl)-1 H.rlvrazol-5-vllurea o s  H~ CH, r
' ` NCI/Q 1 ~ HO t1 `~ S The We compound was prepared from the product of
preparation 149, using a similar method to that  



described for example 81. The crude compound was triturated with ethyl
acetate /methanol to afford the  15 desired product as a solid in 52% yield.
'HNMR(400MHz, DMSO-de} 8: 1.26(s, 6H), l.95(s, 3H), 2.33(s, 3H), 2.77(s,
2H), 4.36(d, 2H), 8.27(9, 1H),  8.96(m, 1H), 7.06(d, 1H), 7.16-7.35(rn, 9H),
7,47(d, 1H). 7.55(s, 1H), 7,$4(d, 1H), 8.12(s, 114), 8.27(s, 111),  10.78(s,
1 H); LRMS APCI m!z 6841688 [M+H]" Example 89 20 N-(2-{r3-(2-Ethvlphanvilli
24ttriazofof43-a1ovridin-6-vlithlolbenzyll-N-t1-f3-hvdroxvphenyl)-&r1-methyl
-l- tmethvlthlolethyll-1 H-ovrazol-5-v0urea WO 20061018718'
PCTlIB20051002574  127 V N.- CH3 I  H3C '4I N NJ~N  H  HO . A solution of
the product of preparation 228 (280ing, 0.38mmol) in dichloromethane (6mL)
was cooled to - VC. Boron tribromide (1M In dichloromethane,' 1.9rnL,
1.9mmol) was added dropwtse and the mixture  was stirred for 20 minutes. The
reaction mixture was then diluted with methanol (10mL) and the 5 temperature
was allowed to rise to 25t:" The mixture was concentrated in vacuo and the
residue was re- dissolved in dichloromethane and washed with 6,88 ammonia
(2x10mL). The organic sotut[on was dried  over magnesium sulfate,
concentrated in vacuc'end the residue was purified by column chromatography
on silica gel, eluting with dichloromethane:methanol, 99.75:0,25 to 95:5, to
afford the title compound in  59% yield, 146mg. 10 1HNMR(400MHz, CDCl3) b:
0.96(1, 3H), 1.59(s, 6H), 1.68(s, 3H), 2.38(q, 2H),.4.43(s, 21-1),
6.42-6.45(m,  2H), 6.76(m, 2H), 6.85(m, 1H), 6.95(d, 1H), 7.1O-7.37(m, 8H),
7.37(m, IH), 7.45.(m, 1H), 7.54(s, -H),  8:28(s, 1H); LAMS APCI miz 650
[M+H]' Example 9D 15 N-11-(4-HvdmxvohenyII-341-methyl4l-(m
ettwtthio)ethylj-1 Ff nyszol-5vll-N-(~[3-12
methviphenyll11,2,4)triazotol4.3-alovridin-6-ynthbtbenzyt)urep  : . HsC CH3
..  5 '  H: / OH CH3 The title compound was prepared from the.prOduct of
preparation' 230, using a similar method to that'  



described (or example 69, as a said in 10% yield.  WO 2006/018718
PCT/1B2005/002574 -128- 'HNMR(40DMHz, CD30D) 6: 1.61(s, 6H), 1.90(s, 3H),
2.17(s, 3M), 4,45(s, 2H), 6.36(s, 1H), 6.87(d, 2H),  7.19.7.52(m, 11 H),
7.66(s, 1 H), 7,73(d, i H); LRMS APCI m!z 636 [W-H}' Example 91 5 turd-N3-H
droxvphenv11-3-f1-methyl-71methvlthioleihvll-lH-pyrazol-5yll-tf-(2-({3d2-
TnothvlohenA )[i 244 t lazolof4 3-aloyrldin-6- tllthiolhenzvi)urea ~ .Y CH3
N ttyC'^'S CH `  s N  NgC N\N, NN \ H  HO ~ The title compound was prepared
from the product of preparation 160, using a similar method to that
described for example 89, as a solid in 66% yield. 10 `HNMR(400MHz, 00013)
6: 1,62(s, 6H), 1.91(a. 3N), 2.15(5, 3H), 4.47(s, 2H), 6.44(m, 1H), 6.48(5,
1H),  6.78(s, 1H), 6.82(d, IH), 6.93(m, 2H). 7.04(d, 1H), 7.18(m, 1H),
7.24-7.45(m, 91-1), 7.58(s, 1H), 7.98(8, 1H);  LRMS APCI mfz 636 CM+Hj
Example 92  W-;
1-136-DimethylphenyO-a-Il-methyl-l-(methyfthiolethyil-1H-pyrazol-5-y1 ,-AN
(2-{f342- 15 hvdroxvc en Ilf1 24Rriazoioc43-alnvridin-6-vllthiolbenzvllureg
NN N Hep-9 CH3 11 i  H30 5 N/ 1 \  H3G CH3 WO 20061419719 PCTIIB240i1002574
-129 The, file compound ,was prepared From the product of preparation 164,
using a similar method to that  



described for example. 89. The crude compound was triturated with ethyl
acetatelmethanol to afford the  title compound as a solid In 590 /a
IHNMR(400MHz, DMSO-dd) 6: 1.37(s, 6H), 1.89(s, sH), 2.30(s, 6H), 4.37(d,
2H), 6.44(s, 1H), 7.02(m, 61-1),  5- 7.10(m, 5H), 7.42(m, 11-1), 7.54(4,
11-1), 7.81(d, I H), 8.05(s, 11-1), 8.30(s, J H), 10.45(s, 11-1); LRMS APCI
mfz  7  650 [M+Hr xam le 93 N-13-serf Butyl-l-(3-iydroxv~henuft-1Hovrazcl
v11-N_(2-fr3f2-/mefhvlthiooheny~[1247triazdof43- 10
Ajpyridin-6-y11thio)benzy ]urea f N_ S-CH3  N, N '  H30 0143. H3C N~.N N H .
Ha Boron tribromide (1M in dichloromethane, 0.74mL, 0.74mmol) was added
dropwise to a solution of the  product of preparation 228 (107mg, O.lsmmol)
in dichlaromethane (5mL), at -78C, and the mixture was  stirred for 2 hours
at this temperature. The reaction mixture was then quenched with methanclic
ammonia 15 (7M, 5mL) and allowed to warm to room temperature. The mixture
was diluted with water and extracted  with ethyl acetate, and the organic
solution was dried over magnesium sulfate and concentrated in vacuo.
Purification of the residue by column chromatography on silica gel, eluting
with ethyl aoetate:methanol,  'I00:0 to 90:10, afforded the title compound
as a pale yellow solid in 6b% yield, 64mg. 1HNMR(400MHz, DMSQ-d6) (5:1.22(s,
9H), 2.38(s, SH), 4.36(d, 21-I), 6.21(s, 11-1)" 6.76(d, 1H), 6.86(d, 1H);
20 6.67(s, lH), 7.00(m, 11-1), 7.23-7.34(m, 7H), 7.49-7.65(m, 3H), 7.83(s,
1H); 7.88(d, 1H), 9.26(s, 1H), 9.73(s,  iH); LRMS APCI rnlz 836 [M+Rl+
Example 94 N 1-14-Fluoraofienvl) 3 [i-methyl-1 (metbvlthiotetlwti Ill
cvrazol- -vl] N-12113-(2- 25 hydraxyphenylyl ltrfazo1oi43-sioyddin-6
yl7thiolhanzvl)urea WO 2006/018718 PCTl1$2005/002574  -130 N_ aH  HaC CHa 



HaCs NI  `N H H I  F The We compound was prepared from the product of
preparation 152, using the same method as that  j described for example S3,
as a solid in 41 % yield. '  1HNMR(400MHz, DMSO-dg) 6:1.57(s, el-l), 1,88(s,
3H), 4.36(d, 2W), 6.34(s, iN), 7.01(m, 2H), 7.05(d, 1H),  5 7.17-7.27(m,
5H), 7.32(m, 2H), 7.43(m, 11-1), 7.48-7.55(m, 3H), 7.84(d, 1H), 8.06(s, 1H),
8.33(s, 1H),  10.44(s, 1 H); LRMS APGI m/z 640 (M+H)' Example 93, (i
43.4-Difluorophanvll-3!1-methyl-i -methvlthfolethy i-i Ff nvrazpI-S-WI-M-(2-
f3-12  10 hvdroxvphenvl)r1.2.411riazoIo 4.3-a)pyridln 8 vllthiolbeng~]I urea
Hai CH  . s Ci}i3 HEN  F N f \ r  HNC 1 ~ No  HN The title compound was
prepared from the product of preparation 156, using the same method as that
described for example 93. The crude compound was further purified by HPLG
using a Phenumenex Luna  C18 system, eluting with
acetonitrile:watedtrifluoroacetlc acid (5.95:0.1):acetonitrile, 100:0 to
D:1D0, to  15 afford the desired product In 3% yield. 'HNMR(400MHz, CDCla)
6: 1.65(a, 61-1), 1.84(s, 3H), 4.52(d, 2H), 6.40(s, ii-i), 5.80(d, 11-1),
6.91(m, IH),  7.00(s, 1H), 7.12(m. 1H), 7.19(m, 1H),7.25-7.42(m. eH),
7.61(m, 2M), 8.71(x, 1H) Example 96 WO 20061018718 PCTILB2005/002574
N'f1-(3-Fluoreohenvll-3-[1-meihvl-l drnethvlthio)ethvll-1
IMovrazol-5-vii-&-(2-1f342 hyd raxvphenvllf 12.41triazolo 4,
s-a7pVrldm-6-Ylj)_hi0lbenz-yl)(I ree  N- QH N,, N  HsG HOC GH3 



Boron tribromide (1M in dbhlorortrethane, 0.85mL, 0.85mmol) was added
dropwise to a solution of the  5 product of preparation 153 (150tng,
0,2lmrnol) in dichloromethane (10rnL), cooled to -40C, and the  mixture was
stirred for 20 minutes at this temperature. The reactlon.mixture was then
quenched with  methanol (5mL) diluted with water (30mL) and dichloromathane
(30mL) and allowed to warm to room  temperature. The mixture was basilied
with D8B ammonia (5mL) and extracted with d[chloromethane  (3x3omL). The
combined organic solution was dried over magnesium sulfate, concentrated in
Vaouo and 10 the residue was purified by column chromatography on silica
gel, eluting with dichtaromethane:methanol,  100:0 to 95:5, to afford the
title compound as a white scud in 45% yield, 61mg. 'HNMR(400MHz, DMSO-de) 6:
1.58(x, 6H), 1.89(s, 3H), 4.36(d, 2H), 6.37(s, 1H), 7.00(m, 1H), 7.04(m,
2H), 7.18-7.27(m, 6H), 7.36(m, 2H), 7A3(m, 1H), 7.53(m, 2H), 7.83(d, 1H),
(3.06(5, 1H), 8,44(6, 1H),  10,44(s, 1 H); LRMS APCI mlz 640 [M+H)' 15
Example 97 Abf3-tertButvl-l-(4-methoxypt,
nyl)-1N-nvrazdl-5-vll-N-(24[3-f2-hydroxvohenvilrl24ltriazolof43-
aTnvridin-&vRthiolbenzvhurea WO 20461018718 PCTlID20051002574  -132- CHS HSC
CHS N Ny 140  HSCIO 1 eJ Boron tribromide (2M in dichloromethane, 0.53mL,
1.26mmol) was added dropwise to a solution of the  product of preparation
138 (300mg, 0.42mmol) In dichtoromethane (2.5mL) cooled to -45G, and the
mixture was stirred for 45 minutes at this temperature. Further baron
tribromide (2M- in dich(oromethane, 5 0,63mL, 1.26mmol) was then added and
the mixture was stirred for 30 minutes at -45C. The reaction  mixture was
then quenched with dimethylamine (40% in water, 2mL) and allowed to warm to
room  temperature. The mixture was diluted with water (10mL) and
d(chloromethane (10mL) and the blphasic  system was acidified with 4M
hydrochloric acid. The aqueous layer was separated and extracted with
dichloromethane (3x10mL), and the combined organic solution was dried over
sodium sulfate and 10 concentrated in vacua. The residue was purified by
column chromatography on silica gel, eluting with  dichloromethane:methancl,
100:0 to 90:10, followed by trituration with dichloromethaneldiethyl ether,
to  afford the title compound as a while solid in 29% yield, 76.9mg,
'HNMR(300MHz, DMSO-d6) 6: 1.24(s, 9H), $.77(s, 3l-I), 4.37(d, 2H), 6.21(s,
1H), 6.91-7.04(m, 5H), 7.17- 7.41(m, 8H), 7.51(dd, 1H), 7.81(d, 111),
7.92(s, 1H), 8.03(s, 1H), 10.60(brs, 11-(); LCMS APCI m/z 620  



15 {M+H)' Example 98 IV-M-tart-Butvt-l-t3-rnethoxy+ henyl].113RyrazoI 5
vll-W-t2-(~3 (2-hydroxyphenyll(l 2.41triazoloJ4.3-
a)pvridln-6-vllth1olbenzvflurea  OHS H3C CH N f  Nt \ ~ r  F N Hs~ N HO kf 4
20, The Title compound was prepared from the product of 139, using the same
method as that described for example 97. The crude compound was further
purified by reverse phase column chromatography on 818 WO 200&/Q18718
PCTItB20051002574  -133-  silica gel, eluting with wateracetonitrile, 67:33
to 33:67, followed by trituration with dichforomethane/diethyl  other to
afford the desired product in 11% yield. 'HNMA(300MHz, DMSO-d6.) 8: 1.25(s,
9H), 316(s, $H), 4.37(d, 2H), 6.24(s, 1H), 6.90.7.06(rn, 6H), 7.18- 7.25(m,
5H), 7.32-7.45(m, 2H), 7,53(d, 1H), 7.82(s, 1H), 8.04(5, IN), 8.33(s, 1H),
10.40(brs, 1H); LCMS 5 APCI m/z 620 (M+H}` }  Example 99
N-f3-I1.1-Dirpethyiprooyl)-1.44-methylphenvll-i 1-oyrazol-6-v1T N-(2-([3-i2-
hvdroxyoheny1Jl .2,41tr ofof4.3-alavridin-8-v11tiiiolbenzyl)urea Hg GH3  CH,
~/ Nr \ N  ~: 1 fJ p HO ' H  HaC   10 The product of preparation 141 (203mg,
029mrnol) was suspended,in hydrobromic acid (5.7M in glacial acetic acid,
4mL, 22.6mmol), and the mixture was stirred at room temperature for 18
hours. The reaction  mixture was then diluted with saturated sodium hydrogen
carl%onate sollutlon and extracted with  dichforomethane. The organic
solution was washed with brine, dried over magnesium sulfate and  



concentrated in vacuo. Trituration of the residue with diethyl ether
afforded the title compound as a white  15 solid in 81 % yield. 144mg.
'HNMR(400MHZ, DMSO-d8) 6:0.73(t, 3H), 1.17 (s, 6H),'1,64(q, 21-1), 2.32(s,
3H), 4.36(d, 2H), 6.19(s. 1H),  6.98-7.06(m, 21-1), 7.15-7.33(m, 10H),
7.46(m, 11-1), 7.55(d, iH), 7,65(d, iH),-8.05(a, iH}, 824{s, 1H},  10.47(s,
11-4); LRMS ESI nilz 618 [M+H]` 20 Example 100
P14341,1-QImethyloronyl)-143-(2-hydroxyethoxv)ohenvll-lh{oyrazol
-N-(2413-12: ,  h5ydroxyphenylVl2.41triazoto(4,3-alovrf
it-6-vtlthiolbenzvUurea f . '. WO 20061018718 PCT/1B20051002574  -134- H30
CH9 HAG i i  O OH  The title compound was prepared from the product of
preparation 170, using a method similar to that  described for example 99,
as a solid In 21% yield.  1HNMA(300MHz, DMSO-d6) i3: 0.78(t, 3H), 1.20(s,
6K), 1.56(q, 2H), 3.70(s, 21-1), 4.01(t, 2H), 4.37(d, 2H),  5 4.86(s, 1H),
6.21(s, 1H), 6.94(m, 1H), 7.05(m, 5H), 7.23(rn, 5H), 7.38(m, 2H), 7.53(dd,
1H), 7.82(d, 1H),  8.05(s, fH), 8.32(s, 1H), 10.43(s. 1H); LOMS mfz665[M+Ht
Examcle 101 N-f3-(e$Butvl-1-(3-fluorcvhenyf-1
~vrazpl-5-vll-W42-(f3-[2-12-hydraxvethoxvlohenvl1f1.2,41triazolof4.3- 10
alpvridfn-6-0thiolbenzvfurea  HOC CH9 H0C N~  ~N H H  ~ F N N  . 1 Y  HO~~
0 I  A mixture of the product of example 47 (100mg, 0.17mmcl),
2-(2-brornoethoxy)tetrahydro-2H-pyran (30NL,  



0.20mmol) and potassium carbonate (32mg, 0.2Smmol) in N,N-dimethylformamida
(SmL) was heated at  6000 for 18 hours- Further
2-(2-bromoethoxy)tetrahydro-2H--pyran (1511L, 0.10mmol) was added and the 15
mixture was heated at 6000 for 6 hours. The cooled reaction mixture was then
diluted with ethyl acetate  (20mL), washed with water (10rnL) and brine
(10mL), dried over magnesium sulfate and concentrated in  vacuo. The residue
was dissolved in methanol (3mi-) pare toluenesulfonic acid (20mg) was added
and the  mixture was stirred at room temperature for 48 hours, The reaction
mixture was then diluted with ethyl WO 20061018718 PC71TB2003l002574  -135
acetate (20ml,), washed with water {3x10mL}, dried over magnesium sulfate
and concentrated in vacuo,  The residue was purified by column
chromatography on silica gel, eluting with diohloronethane:methanol,  95:5
to 92:8. The residue was further purified by column chromatography on silica
gel, eluting'with ethyl  aoetate:methanol, 97.5:2.5 to 95:5, to afford the
title compound as a solid in 23% yield, 24.5mg. 5 'HNMR(400MHz, CDCi$) S:
1.24(s, 9H), 3.70(m, 2H), 4.01(m, 2H), 4:37(d, 2H), 6.25(s, 1N), 6.66(m, I
H), 6.92(m, 2H), 7.00-7.07(m, 5H), 7.15(m, 1H}, 7.20-7.39(m, 4H), 7.53(m,
2H), 7.71(m, IH), 7.79(s, 1 H) Example 102 N-j243-(2-Eth*henvllfi 2 4ltr
azolo[4 3ainvridin-6-vmhiolbenzvll-N!41 j (2-hvdroxvethoxv)ohenvll-341- N-R
10 methyl-l-(methvtthiolethvi]-1 H-oyrazol-5-ytlurea CH9  N\ N  HaC-~S -
Cill HO Nr  \N N H  Hover I The title compound was prepared from the product
of example 89, using the same method as that  described for example 101, in
52% yield. 15 'HNMR(40DMHz, CDCl9) 5: 1,0)(t, 3F3), 1.63(5, 6H), 1.92(s,
3H), 2.44(q, 2H), 3.72(m, 2H), 3.86(m, 211),  4.46(d, 2H), 6.47(s, 1H),
6.58(d,114), 6.90-7.36(m, 13H), 7.41(d, 1H), 7,49(d, Ili), 7.49(t,1 H),
7.64(s, 111),  8.03(s, 1 H); LRMS APC! mlz 695 [M+H]` . Example 103 2[)
N-[2-((3-(2{2-HudrC)rvethpxvlphepyllfl,241trlazolof43-alpvddin-6-v1}thio)ben
ayll-N-3-fi-methyl-l- finethyl
hialethyll-l-(4-methAnhenvl)-tH-ovrazol-5-vl]gea WO 20061018718
PCTIM20051002574  -136- HaC 



CH3  H3C~6 ~ 1 \  N`N H H 1  CH3 O The title compound was prepared from the
produce of preparation 172, using a similar method to that  described for
example 101, in 34% yield. 'HNMR(400MHz, COC13) 6: 1.57(s, 6H), 1.89(s, 3H),
2,34(q, 2H), 3.52(m, 2H), 4.06(m, 2H), 4.8e(d. 21-1),  5 4.70(m, 1H),
6,33(s, BH), 6.99(m, 11-1), 7.10-7.34(m, 11H), 7.58(m, 2H), 7.81(d, 11-1),
8.10(s, 1H), 8.25(s,  1 H); LRMS APCJ rttlz 681 f N1+H' Example 104
N43-tert-Butvl-1-13-{2-hvdroxvethoxy)ah n 1-1H-ovrazol-5-yl}IV-{2-(t3-i2
eihyiphehvl)j1 24lfriazolol4,3- 10 a]pyridin-Q-y]thio}benzyl urea N CH3  N
H,C CHs ~r ! 8  H3C 1 q NON H H ~ A solution of the product of preparation
204 (360mg, immol) in dimethyisuffoxide (5mL) was added to a  solution of
the product of preparation 118 (490mg, 1mmol) and the mixture was stirred at
room  temperature for 18 hours and at 6000 for 3 hours. The reaction mixture
was then cooled to room 15 temperature, diluted with dichloromethane (10mL)
and washed with 1M hydrochloric acid (tmL), water  (1 omL), 1M sodium
hydroxide (f OmL) and brine (iamL). The organic solution was dried over
magnesium  sulfate and concentrated fn vacua. The residue was dissolved In
methanol (5m1.), pars-toluenesuitonic acid WO 200451018718 PCTIIB20051002574
-137 (100mg) was added and the mixture was stirred at room temperature for
18 hours. The reaction mixture  was then concentrated in vacuo and the
residue was dissolved in dichioromethane (30mL) and washed  with water
(2xlOmL). The organic solution was dried over magnesium sulfate,
concentrated in vpcuo and  the residue was purified by column chromatography
on sifca gel, eluting with ethyl acetate:methanol, 95:5,  5 to afford the We
compound in 31% yield, 208.3mg. 'HNMR(400MHz, CDCla) 6: 1.07(1, 311),
1.31(s, 9H), 2.52(q, 2H), 184tt, 2H), 4.01(t, 2H), 4.53(d, 2H),  6.13(brs,
1H), 8.33(s, 11-1), 6.75(d, 1H), 7,01(m, 31-1), 7.21(m, 3H), 7.26(m, 3H),
7.36(m, 3H), 7.45(d, 1H),  7.52(m, 1 H), 7.57(d, 11-1), 7.7t(s, 1H); LRMS
APCI Wz 662 [M+H)' 



10 Fmote 105 Nj3-ter1-Butyl-1-13-(2hvdroxvethox~)n
envii-iHoyrazol5-v1-f1f_{2-ff8j2 methvlahenvllf1.24]triamlo[43-
a4oyridin-6-vIlt iolbenzv))ure _ CH,  N\ N ``  1130 H3 i H3C ;N H  N  i I
The title compound was prepared from the products of preparations 116 and
206, using the same method  15 as that described for example 104, as a solid
in 36% yield. . C 1HNMR(400MHz, CDCI3) S: 1.31{s, 9H), 2.21(s, 3H), 3.83(m,
2H), 3-98(m, 2H}, 4.53(d, 2H), 6.18(brs, 1H),  6.33(s, 1H), 6.72(d, 1H),
7.00(m, 3H), 7.09(brs, 1H), 7,20(m, 3H), 7:35(m, 6H), 7.45(d; IH), 7.52(d,
1H),  7.71(s, 1H); LRMS APCI mIz 646 [M+HS' . 20 Example 106 N f3-tart
8uM-1-L(hvdroxxymgth l phenvll-iH-pyrazbl-5-vA-M-(2-ff3-isooronvl[l.2
4}trlazolof4.3-alnvridin- 6-y thllolbenzvllurea WO 20061018718 -
PCTf11320051002574  -138- H9 H3C 1  CHs H 9 N N CHs  H6 N H
Tetraothylammon[um fluoride dihydrata (60mg, 0.40mmol) was added to a
solution of the product of  preparation 136 (200mg, 0.29mmol) in
tetrahydroiuran (5mL) and the mixture was stirred at room  temperature for 6
hours. Further tetraethylammonium fluoride dihydrate (60mg, 0.32mmol) was
then added 5 and the mixture was stirred at room temperature for 48 hours.
The reaction mixture was concentrated In  vacua and the residue was
partitioned between 1M hydrochloric acid (20mL) and dichloromethane (2OmL).
The aqueous layer was separated and extracted with d[chloromethane
-(5x2OmL), and the combined  organic solution was dried over sodium sulfate
and concentrated In vacua. Purification of the residue by  



column chromatography on silica gel, eluting w[th dichloromethane:melhanol,
99:1 to 92.5:7.5, followed by 10 trituration with dichlcromethane/diethyl
ether, afforded the title compound as a solid in 41% yield, 68.8mg,
'HNMR(300MHz, CDCI3) 5: 1.27(s, 9H), 1.29(d, 6H), 3.18(m, 1H), 4.33(s,
21-1), 4.46(d, 2H), 4.69(brs, IH),  6.30(s, I H), 6.87(d, 1 H), 6.95(4, 2H),
7.07-7.25(m, 7H), 7.36(d, 1 H), 7.74(s, 1 H), 8.04(s, 1 k); LCMS mlz  570
EM+H)' Exam,"pl 107 15 N-{1
-(3-Hydroxvohenvl)-3-11-methyl-1-(melhylthlo)ethyl)-1
H-pyrazcl-5-yR-N-(2-41342- m ethoxvohenvi)f 1.2.41tdazolol4.3-alovridi
n-6-vllthiolbenzvl)urea CH s  S ~-, HaC CH3 CH9  N OH Y Yb HH S  The title
compound was prepared from the product of preparation 227, using a similar
method as that  described for example 106, as a white solid in 65% yield. WO
20061018718 PCTII1;2005/002574  -1.39 'HNMR(400MHz, PMSO-d6) 5:' 1.58(s,
6H), 1.89(s, 3H), 3.69(s, 3H), 4.28(d, 2H), 6.32(s, 1 H), 6.77(dd,  1B),
6.86(m, 2H), 7,05(m,1H), 7.22(m, 81-1), t56(m, 2H), 7.84(m,2H); 8.32(s, 1H),
8.77(s, 1H); LCMS m/z  652 [M+H]` Exams7le 08 5 N43
tart-fluty1-1-f34Miroxy-4-methy1phenyl)-1 Ff-avrazol-5-vfl-N-(24(3fsonropyli
.2 4]triazelo1A 3- alnvridin-6yl)thio]henzvl}urea  CH ~~ CH IJ,~OH'  C 3 H
HOC Tetraethylammonlum fluoride dehydrate- (2.76g, ,15.Ommol) was added to a
sotution of the product of  preparation 137 (951mg, 1.39mmol) in
tetrahydroturan (lCmL) and the mixture was stirred at room  10 temperature
for 6 minutes. The reaction mixture was then concentrated in vacuo and the
realdue was 



partitioned between 1M hydrochloric acid (25mL) and dlchloromethane (25mL).
The organic layer was  separated, dried over sodium sulfate and concentrated
in vacuo. PurificaFon of the residue by column  chromatography on silica
gel, eluting with dichloromefhane:mefhanol; 96:5 to 90:10. followed by
trituration  with dichloromethane/methanol: diethyl ether; afforded the
tltle compound as a solid in 11% yield, 83.7mg. 15 'HNMR(300MHz, 6MSC-de) 5:
1.24(s, 9H), 1.37(d, 6H), 2.15(s, 3H), 3.38(m, 1H), 4,42(d, 2l-I), 6.19(8,
1H), 6.74(d, 1H), 6.89(s, IH), 7.10.7.13{m, 2H), 7.25-7,33(m, 41-1), 7.47(m,
1H), 7.88(m, 2H),-8.30(s, IH)88.80(s, 1H); LCMS mh 570.6 [M+H]`  Example 10
20 N-f2-t[3^f2-Fluoroohen l [1 2 4ltriazo;oLA
a)p~ridfnfi-vr1Ihio1benzvll-N-t1-14-hvdrexaoheng-3J1 methyl-
1-(methytthio'Iethvrl-1 Ft pVrazal-5-yllurea H3~ CH,  S CHO  Ho WO
26061018718 PCTlIB2005/002574  -140 The title Compound was prepared from the
product of preparation 163, using a similar method as that  described for
example 108, as a white solid in 26% yield. 'HNMR(300MHz, DMSO-06) 6:
1.56(s, 6H), 1.88(a, 3H), 4.36(d, 2H), 6.30(s, 1H), 6.83(d, 2H), 7.00(m,
1H),  7.23(m, 7H). 7.44(5, 2H), 7.66(5, 11-1), 7.77(m, 11-1), 7.86(d, 1 H),
8.16(d, 2H), 9,72(5, 1H); !.CMS rnlz 640  5 [M+H)+ Example 110 N- 1- 3-H
drax hen I - - 1-meth l-1-meth Chip a#h I -1 N- azal 5- I -fi 2 3
lsorrcpvlFI.2.41tdazoloF4.3-alpyridin-6 thlolbenzvlfurea ctr~ HB  HsC GH1 Y/
~ N1 , CHe .  f H OFI 10 The title compound was prepared from the product of
preparation 225, using a similar method as that  described for example 10B,
as a white solid in 53% yield. 'HNMR(300MHz, DMSO-de) S: 1.24(s, 9H),
1.3B(d, 6H). 3.58(m, iH), 4.41(d, 21-1). 6.23(s, 1H), 6.74(m,  IH), 6.87(m,
2H), 7.01-7.17(5, 21-1), 7.20-7.29(5, 5H), 7.67(5, IH), 828(m, 1H), B.58(m,
1H), 9.72(s, 1H);  LCMS rnlz 632.6 [M+H)+ 15 Example 111
/EL2d[3-(2-Fluorophenyl)[1.2,4jtriazolo[43-alpyridin-6
Vllthio}benayq-W-(1-f3-hydmxvchenvll"3-Fi-methvl- 



1-meth lthic eth ] 114razol- - 1 urea 3  Ha0 S-CH CHa I I N, 1 ;  HN To
H`IFN~ The title compound was prepared from the product of preparation 226,
using a similar mefhed as that  20 described for example 108, as a white
solid In 52% yield. 'HNMR(300MHz, HMSO-d6) b: 1.57(s, 6H), 1-89(s, 3H),
4.38(d, 2H), 6.32(s, 1H), 6.78(dd, 1H), 6.86(m,  2H), 7.05(m, 1H), 7,28(m,
6H), 7.44(5, 2H), 7.67(m, 1H), 7.77(m, 1H), 7.87(d, 1H), 8.20(m, iH),
8,31(r,  1 H). 9.77(s; 1H); LCMS m/z 640 [M+H]` W6 20061018718
PCT/1B20051002579  -141. 1=xamale 112 N I3-(1.1-1)imathvfproavfl1-(3
hvdro~phenN)-i hawrazol-5-v11-M-12-U3-f2-
(methvlthlo)ohenv1A12.41lrlazolol4.3-alnvririn-5 yllthiolbenzvllurea CHe  IT
CHO SUCH,  CI) 'I(r  OH HN s  5 The title compound was prepared form the
product of preparation 243, using a similar method as that  described for
example 108, as a white solid In 31%yield. 1HNMR(300MHz, DMSC-ds) 6: 0.75(t,
31-1), 1.19(5, 61-1), 1.57(q, 2H), 2,40(s, 3H), 4.38(d, 2H), 6.20(s, 1 H),
6.76(d, tH), 6,87(m, 2H), 7.03(m, 1H), 7.24-7.37(m, 8H), 7.55(m, 2H),
7.61(rn, 1H), 7.85.7.92(m, 2H),  8.30(m, 2H), 9.77(s, IH); LCMS m/z 650
IM+Hr 10 Example 1 f 3 N-f3-Pert-13uty!-1,(41h
dArroxyphenvfl-lH-ovrazol-5-yli-lY-f2 ff9
{2-fiuoroahenvllff.2,41triazolof4.3-alovridin-6- yHthio}benzvl)urea  H,C CH;
HL,Jj!QJ~  



N N  OH tJ  15 The title compound was prepared form the product of
preparation 248, using the same method as that  described for the
preparation of example 108, as a white solid in 96% yield, 1HNMR(300MHz,
DMSO-ds) 6 1.23(s, 91-1), 4,87(d, 21-1), 8,14(s, 1H), 6.35(d, 21-1),
7.18.7.30(m, 8H), 7.39- 7-49(m, 2H), 7M8(m, I H), 7.76-7.87(m, 2H), 8,19(s,
1 H), 8,38(s, 1 H), 9.87(5, 1 H); LCMS mtz 608 [Ma-Hr  20 . Example 114 WO
2006/018718 PCT/1626051402574  - 142  TN3-ter! 8ufvl-f-(3-hvdrnxyphenyl)-1 H
bVrazol-5-vl1-N-i2-({3-i4 finethvlthiolohenv1111 2 4ltriazoIo 4 3- al
ovridin-6-vl]thio)benzvllurea CH,  c - GMs  HO N N-,  HN\ 1cfl,  H1YN ~ \ 1
The title compound was prepared form the product of preparation 253, using
the same method as that  5 described for the preparation of example 97, as a
pale yellow solid in 78% yield. 'HNMR(400MHz, DMSO-d6) S: 1.21(s, 9H),
2,53(s, 3H), 4.40(d, 2H), 6.21 (s, 1H), 6.75(d, 1 H), 6.85(d, 1H),  6.88(s,
1H), 7.02(m, 1H), 720(d, 114), 7.25(m, 2H), 7.31(m, 3H), 7.43(d, 2H),
7,81(d, 2H), 7.63(d, 1H),  8.27(s, 1H), 8.37(s, 1 H), 9.73(s, 1H); LRMS APCI
m/z 636 [M+H)' 10 - ]Examole 115 M41-1342-Hvdroxvethoxvlohep
1-3-11-methyl-l-(meflwlhiolethv0.11-Favrazol-5-y11-N(2df3-(2- isoaroovlohen
v1111.2,41triezolo(4.3-elnvridin-6-vl1thio}benzvtlursa H,C CHe a CH,  S~ IN
__-... F3 _ \t_J! IIkfI  I  i  15 pars-Tohlenesultontc acid (53mg, 3,3mmol)
was added to a solution of the product of preparation 255 



(262mg, 3.3mmol) in methanol (15mL) and the mixture was stirred at room
temperature for 72 hours, The  reaction mixture was then diluted. with
water, basified with sodium hydrogen carbonate solution and the  resulting
precipitate was filtered off to afford the title compound as a white solid
In 76% yield. 'HNMR(300MHz, DMSO-db) 5; U9(d, 6H), 1.57(s, 6H), 1.89(s, 3H),
2.75(m, 111), 3.69(s, 2H), 4.40(d, 2H),  20 4.34(d, 2H), 4.66(brs, 1H),
6.31(s, Ili), 6,83(dd, IH), 7.03(m, 2H), 7.26(m, SH), 7.46(d, 1H), 7,56(d,
2H),  7,63(d, 2H), 8.63(s, f H); LCMS mfz 708 [M+Hr WO 200614018718 ' r.
PCTlIB20051002574  143= The following compounds have been prepared by
analogy with the methods previously described. 1'I 111 N H k ~ ~  (A f i~J
Example Definitions LCMS mlz (M+H)'  No 116 A=C(CHa)2; X= 4-CH3; W--2- 694.6
benzyloxyphenyl 117 A4(CHsS)C(CH3)2 X- 3-CFe, Fl'-- 640  CH(CHs)2 Ito
A=C(CH3)a; X= 4-C(O)NHCH3; 597.274  R = CH(CH3)2 119 W . 674.6
chloro-3-methoxyphenyl 120 A=C(CHa)s; X= 3-G, 4-Cl; PV= 2- 748
benzyloxyphenyl 121 A=C(CH3)a; X= 3-CM, W g 2- 705  benzyloxyphenyl 122
A-C(C-6)8; x= a-GN; R = 2- 706 benzyloxyphenyl - 123 A=G(CH3)3; X= 3-F; R'=
2- 698  benzyloxyphenyl 124 A=C(CH3)a; X= 3-benzyloxy, 5- 660.6  CHs; R3
CH{CHa)2 125 A-(CHsS)C(CH3)2; X= 4-(2- 532  hydroxyethoxy); Rs= CH(CHs)2  



126 7 -(CH35)C(CH3)2 X 4-Br, F = 652  CH(cH3)2 127 A=(CH3S)C(CH3)2; X= 3-Br;
R;; 652 WO 2006/018718 PCT/1112005M12574  -144- 128 CH3)2 A=C(CH3)3; X= 3-F,
4-F; R l= 2- 660.5  ch to m-3-hydro a yph enyl; 129 A=C(CH3)s; X= 3.0H3CH2,
4- 598.6  0CHs; R3= CH(CH3)2 130 A=C(CH3)3; X= "CH,, 4- 596.6  CHaCH2; R3=
CH(CH3)2 131 A=C(CH3)3; X= "H, 5-CH3CH2; 584.6  'PX CH(CH3)2 132
A=(CH3S)C(CHa)2; X= 4-OH; R = 650.2364  2-ethylphenyl; 133 A-(GH3S)C(CH3)y
X= 4-OH; 588  CH(CH3)2 134 A-(CH3.5)C(CH3)2; X= 4-Br; R = 2- 700
hydroxyphenyl 135 A=C(CH3)3; X = 3-CCH3, 4-Cl; R = 604.6  CH(CH3)2 136
A=(CH3S)C(CH4)2; X= 3-CH3, 5- 600  CH3; Ran CH(CH3)2 137 A=(CH3$)C(CH3)2; X=
4-CH2CH3; 600  R3= CH(CNs)2 138 A=C(CH~a;X=4-(2-. 664.5  hydroxyethoxy); R=
2 methoxyphenyl  139 A=C(CH))a; X = 4-(2 676.6  hydwyethoxy); As=2
Isopropylphenyl  .140 A=(CH3S)C(CH3)z; X= 4-OH; 652.6  R3=2-methoxyphenyl 



141 A=C(CH3)a; X = 4-(2- 652.6  hydroxyethoxy); R3=2 fluorophenyt  142
A=(CHaS)C(CH3)2; X= 4-OH; 664.6  R a=2-iso ptopylphenyt 14S A=C(CHs)3; X -
4-OH; = 2- 620.6  methoxyphenyl 144 A=C(CH3)3; X = 4-OH; R4= 2- 632.6
iscpropyphenyl WO 20061015718 - PCT/1B2005/1102574  -145 145 A=C(CH3)a; X =
3-OH; R =2- 620,6  methoxyphonyl .  146 A=(CH3$ C(CH3)2; X= 4-(2- . 684.4
hydroxyethoxy); R3=2-fluorophenyl  147 A=(CH3S)C(CHa)z; X= 4-(2- 696;5
hydroxyethoxy); R3=2 methoxyphenyl  148 A=C(GH3)3; X = 3-OH; W= 2- 608:6
fluornphenyl 149 A=(CH3S)C(CHa)2; X=4-(2- 708.6  hydroxyethoxy); R3 =2
isopropylphenyl  150 A=(CH3S)0(CH3)2;X=3-OH; 664.6  R3=2-isoprapylphenyl 151
A=(CH35)C(CH3)2; X-3-CH3; 659.  Fi3=2-hydroxy-4-mathylphenyl  152
A=(CH3S)C(CH3)2; X= 3-CH36669 Ra=2-hydroxy-3-chloraphenyl  153
A=(CH3S)C(CH3)2; X= 4-CH3; Microanalysis found: 0, 60.69; H,
R3=2-hydroxy-3-chloropheny) 4.82; N, 14.27. C34H3RCIN7O2S2 requires C 60.93;
H, 4.81; N, 14.63%.  164 A=(CHaCH2)C(CH3)2; X= H; R W- 604.6 hydroxyphenyl
155 A=(CH$6)C(CHa)2;X=4-CH3; 650  



R3=.2-hydroxy-4-methylphenyl 156 A=G(CH2)3; X=4-F; R =2- 622
hydroxy-4-methylphenyl 157 A=C(G)i3)3; X= 3-F; R = 2 622
hydroxy-4-meihylphenyl 158 A=(CH3CH2)C(CHs)2; X&'3-CI; W-- 570.6  CH(CH3)3
169 A=C(CH3)3; X = 4-OH; R = 2- 624  chlorophenyl 160 A=C(CN3)3; X = 3-(2-
600  hydroxyethoxy); R3= CH(CH3)2 161 A=C(CH3al X == 3-CHL; R = 3. 630, 640
ahloro-2-hydraxyphenyl 162 A=(CH3C}-I2)C(CH3)2; X= 3-C!, 4- 604.6  OH; R33
CH(CH3)2 WO 2006018715 PCTI1B20051002574  -146 163 A=(CH3CH2)C(CH8)2; X=
3-F; R = 622.6  2-hydroxyphenyl 764 A=(CH3S)C(CH3)2; X= 4-OH; - 656  Rg
2-ohlorophenyl 165 A=(CH2S)C(CH3)2; X= 4-CHa; 637  R3=2-hydroxypheny{ 166
A-(CHsSCH2)C(CHy)2; X= 3-CHs; 650  R332-hydroxyphenyf 167 A=C(CH3)3; X
3-CH3; -R"= 2- 604  hydroxyphenyi 168 A=C(CHs)a; X = 4-OH; NJ= 2- 606
hydroxyphenyl 166 A=C(CH3)3, X = H; W= 4- 616  carboxyphenyl 170 A=C(CH3)3;
X o 4-CH3; R= 3 656.1997  chloro-5-flucro-2-hydroxyphenyl  171
A=(CH38CH2)C(CH3)2;X=S-CN; 661  R2=2-hydroxyphenyl 



172 A=(CH3SCHz)C(CH3)2; X-4-ON; 661  H3=2-hydroxyphenyl 173 A=C(CH3)3; X =
4-OH; W= 3-(2- 650  hydroxyethoxy)phenyl 174 A=C(CH3)s; X = 4-CH3; W= 3- 656
chloro-5-$lucro-4-hydrouyphenyI  175 A=C(CHs)s; X ~ 3- 614 carboxymethoxy,
R3= CH(CHa)z 176 A=(OH;S)C(OHb)z; X- 2.(2- 634  hydroxyethoxy); R3~2
hydroxyphenyl  177 A=(CH3S)C(CH3)2; X 4-CH3; 650  R=2-hydroxy-6-methylphenyl
178 A=(CH3S)C(CH3)2; X=4-0H; 6822252  R3=3-(2-hydroxyethoxy)phenyl  179
A=C(CHa)a; X = 3-OH; W. 2-[(2- 666  hydroxyethyl)th!o)pheny! A = HRMS :mlz B
= LRMS :wlz [M-H) . 3 r  WO 20061018718 PCT/1B2e051002574 -147 Rs.  N=C A D
i - Nf N ` H Example Definitions LCMS mh  No, (M+H]'  160 A=C(CH3)s; R r=
pyridin-2-yl; R = CH(CHa)5441 181 A=C(CHa)a; R = isoquinolin-5-yi; W=
CH(CHa)z 591.6  182 P^(CHaCH2)C(CHs)z; R2- pyddin3-yl; R = 2- 605,6
hydroxyphenyl 163 A=C(CH3)a; R4= isaqulnelin-7-yl; R = CH(CH3)s 591.2 The
following compounds in 11s12 may be prepared by analogy with the methdds
previously described. 



5 In another embodiment of the invention, a preferred group of compounds is
that in which each substituent  Is as epeciiied In the list2 below.
Preferably, the compound of formula (1) is selected iram the 1ist2:
N-[3-tert-butyl-l-(3-chlcro-4-hydroxyphenyl)-1
H-pyrazel-5-yfJ-N1-[2-((3-[2-(2- 10
hydroxyethoxy)phenyt][1,2,4]triazoio[4,3-a]pyridin-6-yl}thio)benzyt]urea
N-[3.1ert-butyl-l-(3-chloro-4-hydroxyphenyl)-1
H-pyrazol-5yq-N'-[2-((3-[3-(2- hydroxyeth oxy)phenyl][ 1,2,4]t(azolo[4,
3-a)pyridin-5-yl}thio)benzyi]urea  N-[3-te rt-butyl- l -(3-ch
loro-4-hydroxyphenyl )-1 H-pyrazol-5-yl]-N'-E2-((3-[4-(2-
hydroxyethoxy)phenyl][1,2,4]tdazolo[4,3-a]pyridin--yi}thio)benzyi]urea 15
N-[3-twit-butyl.l-(3-chloro-4-hydroxyphenyl)-1H-pyrazd-5-yl]-N'-[2-({3-[2-
(methylthio)p henyl}[1,2, 4ltriazolo[4,3-a]pyri din-6yl)thio)benzyllurea
N-[3-tart-butyl-l-(3-chloro-4-hydroxyphenyl)-1 H-pyrazol-5- 't]-N'-{2-[(3-
Isopropyl(1,2,4]triazoio(4,3-a]pyridie-6-yi)thio]benzyl)urea  N-[3-te
ri-butyl-1-(3-chtoro-4-hydroxyphenyl)-1H-pyrazet-5-yl]-N'-(2-[{3-(2-((2 20
hydroxyethyl)thio}phenyl)[1,2,4]trlazoto[4,3-a]pyridin-6-yl)thio]benzyi}urea
N-[3-tert-butyl-l-(4-chloro-3-hydroxyphenyl)-1H-pyrazol-5-yl]-N'-[2-({3-[2-(
2- hydroxyethoxy)phenyl][1,2,4]triazolo[4,3=ajpyridin-6-yl)thio)benzyl]urea
N-[3-tert-butyl-l -(4-chloro-3-hydroxyphenyl)-i
Hpyrazol-5yl]-N'-[2-({3-[3-(2-
hydroxyethoxy)phenyl][1,2,4]trlazoia[4,3-a)pyridin-6-yl]thto)benzyl]urea
W020061018718 PCT11u20051002571  -148
N-[3-tert-busyl-1-(4-chtoro-5-hydroxyphenyl)-1
H-pyrazoI-5.4J-N`-[2-({3-[4-(2-
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-aJpyridin-6-yl)thio}benzyllurea
N-13-tart-butyl-i-(4-chloro-3-hydroxyphenyl)-1 H-pyrazoI-5-yiJ-N'-[2 jj3 j2-
(methylthio)phenyl][1,2,4]triazolo[4,3-a]pyridin-6-yt)ihio)benzyl]urea 5
N-13-tert-butyl-1-(4chloro-3-hydroxyphenyl}-1
H-pyrazof-5-yl[-N'-{2-[(3-isopropyl[1,2,4]triazolo[4,3-ajpyridin-
6-yI)thio]benzyljurea N-[3-tert-butyl-l-(4chforo3-hydroxyphenyl)-i H-pyrazot
hydroxyelhynthioJphenyi}[1,2,4]triazolo[4,3-a]pyrtdin-$-yl)thlojbenzyl}urea
N-{1-(3-chloro-4-hydroxyphenyl)-3-[1-methyl-i -(methylthta)ethyl]-1
H-pyrazof-5-yl)-N'-[2-((3-[2-(2 10
hydroxyethoxy)phenyll]1,2,4]triazolo[4,3-ajpyridin-6-yt}ihio)benzyijurea
N-{i-(3-chloro-4-hydroxyphenyl)-3-[1-methyl-l -(methylthfo)ethyl]-1
H-pyrazol-5-yIJ-N'-[2-({3-[3-(2- hydroxyethoxy)phenyl}[1,2,4]triazolol4,
3-a]pyridin-6-yi}th{o)benzyi] urea
N-(l-(3-chloro-4-hydroxyphenyl)-3-[1-methyl-l-(methylthlo)ethyil-lH-pyrazoI-
5-yl}-N'-12-{{3-(4-(2- hydroxyethoxy)phenylg1,2,4]triazofo[4,3-a]pyrid
n-6-yl}thio)benzyl)urea 



15
N-(1-(3chloro-4-hydroxyphenyl)3-[1-methyl-i-(methylthio)ethylj-lH-pyrazoI-5-
yl)-N'-[2-({3-[2-
(methylthfo)phenyl](1,2,4]tdazolo[4,3-a]py(din-6-yl)thlo)benzyl]urea  N-[ i
-(3-chloro-4-hydroxyphenyl)-3-11-methyl-l -(methylthfo)ethyl]-1
H-pyrazol-5-yl}-N`-{2-[(3- isop ropyl(1,2,4]triazolo[
4,3-a]pyddin-6-yl)thio]benzyl)urea N-{l
-(3-chloro-4-hydroxyphenyl)-3-[1-methyf1-(methylthio)ethyf]-1
H-pyrazoI-5-yl)-N'-{2-[(3-(2-[(2- 20
hydroxyethyl)thio]phenyl}[1,2,4Jtriazolo[4,3aJpyridin-6-yl}ihio]benzyl)urea
N-(1-(4-chloro-3-hydroxyphenyl)-3-[1-methyl-l-(methylthio)et
yl]-iH-pyrazoc-5-yf}-N'-j2-((3-[2-(2-
hydroxyethoxy)phenyl][1,2,4]trtazolo[4,3-ajpyridin-6-yl}thio)benzyl!urea
N-(1-(4chloro-3-hydroxyphenyl)-3-{1-methyl-l -(methylthio)ethyl]-i
H-pyrazol-5-yi}-N'-[2-((3-[3-(2-
hydroxyethoxy)phenyl][1,2,41triazolo[4,3-a]pyddin-6-yl}thio)benzyl]urea 25
N-{1-(4-chloro-3-hydroxyphenyl)-3ji-methyl-l-(melhylthlo)ethylj-1H-pyrazoI-5
yl}-N'-[2-((3-j4-(2-
hydroxyethoxy)phenyl)[1,2,4]tdazalo[4,3-a]py(din-6-yl)thio)Benzy]Iurea  C
N-f l-(4-chloro-3-hydroxyphenyl)-3-[1-methyl-l-(melhylthio)ethyl]-1
H-pyrazoI-5-yl}-N'-[2-({3-{2 (melhylthio)phenyl)[1, 2,
4ltriazolo[4,3-ajpyridin-6-yl)thio)benzyl]u rea
N-{1-(4-chloro-3drydroxyphenyl)-3-(1-methyl-l -(methylthio)ethyll-l
H-pyrazoI-5-yll-N'-{2-((3- 30
isopropyl[1,2,4]triazolo[4,3-alpyrln-6-yl)thio]benzyl}urea
N-{1-(4chioro-3-hydroxyphenyl)-3-[1-methyl-i-(meth dtli
o)ethyl]-iH-pyrazoi-5-yl}-N'-{2-ll3-(2-[(2-
hydroxyethyl)thia]phenyl)[1,2,4]triazolo[4,3-a]pyridin-6-yl)thioJbenzyl}urea
N-(1-(3chloro-4-hydroxyphenyl)-3-[1,1-dimethyl-2-(methyflhio)ethyl)-1
H-pyrazoI-5-yI]-N'-[2-((3-[2-(2- hyd roxyeth oxy)ph a nyl)[1,2, 4]triazolo
[4, 3-a] pyridin-6-yl}thi o) benzyl] u re a 35
N-{1-(3-chlore-4-hydroxyphenyl)-3.[1,1-dimethyl-2-(methylthio)ethA-1H-pyrazo
I-6-ylj-N'-[2-({3-[3-(2-
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-ajpy(din-6-yl}thio)benzyl]urea
N-{i-(3-chloro-4-hydroxyphenyl)-3.11,1-dbnethyl-2-(methylthfo)ethyl)-1H-pyra
zoi-5-yl}-N'-[2-({3-[4-(2- hydroxyethoxy) p he ny1] [ 1,2,4]triazolo[4,
3-aJpyridin-6-yi}thin)b a nzyll u rea VWO 20061018718 '-7' PCTlIB20051002574
-149 N-tl-(3-chloro-4-hydroxyphanyl)-3-[1,i-dimethyl-2-(methylthio)ethyll-l
H-pyrazol-5 yt}N'-[2-((3 [2- (methylthio) ph enyl][1,2,
4]triazolo(4,3-a]py(din-6-yi}thio)benzyilurea
N-{1-{3-chloro-4-hydroxyphenyi)-3-[i,1-dlmethyl-2-(methylthio)ethyl]-i
H-pyrazol-5-yl)-N'-[2-[(3- isopropyl[i
,2,4}tdazolo(4,3-a]py(din-e-yl)thiolbehzyl}urea 5
N-{i-(3-cNoro-4-hydroxyphenyl)-3-[1,1-dimathyl-2-(methy)thio)ethyl]-iH-pyraz
o!-5y!)-N'-(2-((3-{2-[(2- hydraxyelhyl)thi o]phenyl }[1, 2, 4]tri azol
o[4,3-al pyrid[n 5-y l)th io] be nzyllurea  N-{1-(4-chtoro4-hydroxyphenyl)-3
[1,1-dimethyl-2-(methylthto)ethyl]-1 H-pyrazoI-5-yl}-N'-(2-({3-{2-(2-
hydroxyethoxy)phenyl)[1,2,4]triazolo[4,3-aipyridin-6-yl}thio)benzyl]urea -
N-{1-(4-chloro-3-hydroxyphenyl)-3-(t,i-dimethyl-2-(methylthio)ethyll-i
H-pyrazol-5-yl}-N'-[2-((3-[3,(2 



IO hydroxyethoxy)phenyl][1,2,41tdazoto[4,3-aipyridin-6-yl}thio)benzyllurea
N-{1-(4-chloro-3-hydroxypheny])-3-(1,1-dimethyl-2-(methylthio)ethyl]-i
H-pyrazoi-5-yl}-N'{2-({3-[4-(2-
hydroxyethoxy)phenyllfl,2,4]lriazolo[4,3-aipyridin-6-yi)thio)benzyllurea -
N-(1-(4-chloro-3-hydroxyphenyl)-3-[1,1-dimethyl-2-(methylthin)ethyl]-1H-pyra
zol.-5-yi]-N'-[2-({3-j2-
(methylthio)phenyl](1,2,4]triazolo[4,3-a]pyridin-6-yl)ihio)benzyllurea 15
N-(1-(4-chloro-3-hydroxyphenyt)-3-[1,1-dimethyl-2-(methyithlo)ethyl]-1H-pyra
zol-5-yl}-N'-{2-[(s-
isopropyi[1,2,4]t(azolo[4,3-a.)pyridin-6-yt)thiolbenzyl)urea
N{1-(4-chloro-3-hydroxyphenyl)-3-(1,1-dimethyl-2-(methylthio)ethyfl-1H-pyraz
ol-5-yi]-N'-(2 ((3-{2-((2-
hydroxyethyl}thiolphanyd][1,2,4]triazoio(4,3-a]pyrid n-6-yt)thio]banzyi)urea
N-[1-(3-chloro-4-hydroxyphenyl)-3-(1,1-dirnethytpropyl)- t
H-pyrazol-5-yI]-N'-[2-((3[2-(2 20 hydroxyethoxy)phenyl][1;
2,4]triazolo[4,3-alpyrldtn6-yl)thio)benzyl]nrea
N-11-(3-chloro-4-hydroxyphenyl)-3-(1,1-dimethylpropyl)-1H-pyrazol-5
yll-N'-(2  h yd roxyethoxy)phenyl](l ,2,4]triazofu [4,3-alpyrldi n-6-ytlthi
o)benzyl]urea  N-[1-(3-chlaro-4-hydroxyphenyI)^3-(i,1-dimethy[propyl)-1
H-pyrazol-5-.y1]-N'-[2-({3-(4-(2-
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-alpyridin-8-yl}thto)benzyl]urea 25
N-11-(3-ch]oro-4-hydroxyphenyl)-3-(1,1-dimethylpropyl)-1H-pyrazol-5-yl)-N`-[
2-({3-[2- (methyithio)pheny~[1,2,4]triazolo[4,3-aipyridin-6-y
)thio)benxyllurea  N-[t-(3-chloro-4-hydroxyphenyf)-3-{1,1-d(motttyipropyi)-i
H-pyrazol-b-yll-N`-{2-[(3-
isopropyl[1,2,41trtazoto[4,3~alpyridin-6-yl)thlo]benzyi}urea
N-[1-(3-chloro-4-hydroxyphenyl)-3-(1,1-dirnethyipropyl)-1
H-pyrazol-5-yl]-N'-{2-[(3-(2-[(2 30
hydroxyethyl)thio]phenyl)[1,2,4lirlazolo[4,3-a]pyridin-6-yl)thio]benzytlurea
N [1 (4 chora-3 hydraxypheny!) 3-(i,1 dimethylpropY!}1H-pyrazol-S {{3-[2-(2-
tiydroxyeth oxy)pheny4][1,2,4]triazolo[4,3=a] pyridin-6-yil thin )benzyilure
a
N-[1-(4chloro-3-hydroxyphenyl)-3-(1,1'-dimethylpropyl)iH-pyrazel-5-yl]-N'-(2
-({3-[3-(2-
hydroxyethoxy)phenyl](1,2,4]triazolo[4,3-aipyridin-6-yl}thio)benzyllurea 35
N-[]-(4-chioro-3-hydroxyphenyl)-a-(1,1-dimethylpropyi)-i
H-pyrazoi-5-yt}N'-[2-([3-[4-(2- hydroxyethoxy)phenyl][ 1,2,4}triazolo[4,
3-a]pyridin-6-yl)thio)bertzygurea
N-(1-(4#chioro-3-hydroxyphenyl)-3-(1,1-dimethylpropyl)-1
H-pyrazoi-S-yll-N'-[2-({3-[2-
(methyltllio)phenyll[1,2,4ltriazolo[4,3-a]pyridin-6-yi)thie)benzyl]urea i I
WO 20061018718 PCTItB20051002574 150-
N-[1-(4-chloro-3-hydroxyphenyl)-3-(1,1-dimethylpropyl)-T
H-pyrazol-5-ylj-N'-(2-((3- isopropyl[1,2,4]t4azolol4,3-ajpyric
in-6-yl)thio)benzyi)urea
N-[1-(4-chloro-3-hydroxyphenyl)-3-(1,1-dimethylpropyE)-i
H-pyrazol-5-yi]-N'-{2-[(3-(2-[(2- 



hydroxyethyl)thin]ph a nyl)[1.2, 4]fdazolo[4, 3-alpyridin-6-yi)th
io]benzyl}urea 5
N-[3-tart-butyl-l-(3-cyano-4-hydroxyphenyl)-lH-pyrazol-5-yl]-N'-j2-(13-[2-(2
- hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-alpyridin-6-yl)thio)benzyl]urea
N-[3tert-butyl-l -(3oyano-4-hydroxyphenyl)-1 H-pyrazol-5-Yl-N'-[2-((3-[3-(2-
h ydro)cyethoxy) ph enyf ][1, 2,4]tria zolcj4,3-a] pyridi n6-yl }thin
}benzyl] u rea  N[3-tart-butyl-l-(3-cyano-4-hydroxyphenyl)-1
H-pyrazol-5-yil-N'-[2-({3-j4-(2 to
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-a]pyridln-6-yl)thlo)benzyl]urea
N-[3-tert-butyl-l -(3-cyano-4-hydroxypheny1)-I H-pyrazol-5-yt]-N'-[2-((3-[2-
(meth ylthio)phenyl](7 ,2,4)triazolo[4,3-alpy(din-6-yl) thlo)benzyl]urea
N-[3-tert-butyl-l-(3-cyano-4-hydroxyphenyl)-1
H-pyrazol-6-yl]-N'-{2-[(3-isopropyl[1,2,4]triazole[4,3.ajpyddin- 6-y1)thi
o]benzyl)urea 15 N-[3 tert-butyl-l-(3-cyano-4-hydroxyphenyl)-1
H-pyrazol-5-y1-N'-(2-[(3-{2-[(2-
hydroxyethyl)thio]phenyl)[1,2,4]triazolo[4,3-alpyridin-6-yl)thiolbenzyt}urea
N-(1-(3-cyano-4-hydroxyphenyl)-3-[1-methyl-1-(methyfthio)ethyl]-1
H-pyrazol-5-yl)-N'-[2-((3-12-(2
hydroxyetho)cy)phenyl][1,2,4]ldazolo[4,3-alpyridin-6-yi}thio)benzyl]urea
N-{1-(3-cyano-4-hydroxyphenyl)-a-[l-methyl-l-(methylthio)ethyl]-1
H-pyrazol-5-yl}-N'-[2-({3-[3-(2- 20
hydroxyethoxy)phenyl][1,2,4]triazolo(4,3-a]py(din6-yl)thlo)benzyl]urea
N-{l-(3-cyan-4-hydroxyphenyl)-3-[1-methyl-1-(methyhhio)eihyi}i
H-pyrazot-5-yl}-N'-[2{[3-[4-(2-
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3a]pyrldin-6-yl)thio)benzyllurea
N-(l-(3-cyano.4-hydro)(yphenyl)-3-[i-methyl-1(methylthio)ethyll-l
H-pyrazol-5-yi}-N'-[2-({3-[2- (m eih ylth io) phe nyl] [1, 2, 4]tri azolo
[4, 3-alpyridin-6-yl) thio)benzyl]u rea 25
N-fl-(3-cyan-4-hydroxyphenyl)-3-[1-methyl-l-(methylthio)ethyl]-lH-pyrazol-5-
yl)-N'-{2{(3- isopropyl[1,2,4]tirazolo[4,3-a}pyridin-6-y?)thio]benzyl)urea
N-(1-(3-cyan-4-hydroxyphenyl)-3-[1-methyl-l-(methylthlo)ethyl)-7
H-pyrazol-5-yl}-N-(2-[{3-{2-[(2-
hydroxyethy))thio]phenyl)[1,2,4]trlazolo[4,3-a]pyrdin-6-yl)ihio]benzyl}urea
N-{i-(3-cyan-4-hydroxyphenyl)-3[1,1 dimethyl-2-(methylthio)ethyl]-1
H-pyrazol-5-ygN'-12-({3-[2-{2 30
hydroxyethoxy)phanyJ][1,2.4]triazolo[4,3-a}py(din-6-yl)thio)benzyi]urea
N-(l-(3-cyano-4-hydroxyphenyl)-3-[I , I-dimethyl-2-(math)4thio)ethyi]-1
H-pyrazol-5-yi}-N'-[2-({3-j3-(2-
hydroxyethoxy)phenyl][1,2,4]trtazolo[4,3-alpy ridin-6-yl}thio)benzyqurea
N4l-(3-cyano-4-hydroxyphenyl)-3-[l ,1-dimethyl-2-(methylthio)ethyl]-1
H-pYrazel-5-yl}-N'-[2-({3-[4-(2
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-a)pyridin-6-yl}thio)benzyl}urea 35
N-[l-(3-cyano-4-hydroxyphenyl]-3-(1,1-dlmethyi-2-(methylthio)ethyt)-1H-pyraz
ol-5-yl}-N'-(2-((3-(2-
(methylhio)phenyl](1,2,4jtrtazolo(4,3-a]pyridin-6-yl)thio)benzyt]urea
N-(l-(3-cyano-4-hydroxyphenyl)-3-[1,1-dimethyl-2-(methyllh(o}ethyl}-i
H-pyrazol-5-yt}-N'{2-[{3- isoproPY[[ 1,2,4]triazolo[4,3-a}PYrid1n-6-Y)I
thio}benzyl)urea 



WO 2006/018718 PCT/IB20051002574
N-(1-(3-cyan-4-hydroxyphenyl),3-[1,i-dimethyi-2-(methyhhio)ethyi]-i
H-pyrazol 6-yi}-fd' {2[(3-{2-((2
hydroxyethyl)ttlio]phenyl][1,2,4]triazolo[4,3-a)pyridin-6-yl)thio]henzyl)ure
a N-I1-(3-cyan-4-hydroxyphenyl)-3-(1,1-dimethylpropyl) 1
H-pyrazol-5-yl]-N'-12-((3-[2-(2-
hydroxyeth(>xy)phenyl](1,2,4]triazoio[4,3-a]pyridin=6-yf)thio)benzyllursa  5
N-(1-(3-cyano-4-hydroxyphenyl)-3-(1,1-dimethylpropyl)-1H-pyrazal5-yi]-N'-t2-
({3-[3"(2 hydroxxyethoxy)phenyl][1,2,4]triazolo[4,
3-alpyridln-6-yl}thio)bonzyl)urea
N-[1-(3-eyano-4-hydroxyphenyl)-a-(1,1-dunethylpropyl)-1
H-pyrazol-5-ylJ-N'(2-((3-[4-(2-
hydroxyethoxy)phenyl][1,2,4]triazolo[4,3-alpyrldin-6-yl)thio)benzyl]urea
N-[1-(3-cyan-4-hydroxyphenyl)3-(1,1-dimethytpropyl)-1
H-pyrazol-5-yf-N'-[2-({3-[2 10
(methyltho)phenyl[[1,2,4]triazolo(4,3-a]pyridin-6-yt)thio)benzyi]urea Nql
-(3-cyano4-hydroxyphenyl)-3-(1,1-dirnethylpropyl)-1
H-pyrazol-5-yq-N'-(2-[(3- isopropyl[ l 2,4]tri a zof o[4, 3-a}py
ridin-6-yl)thiolbe nzyl}urea
N-[1-(3-cyano-4hydroxyphenyl)-3-(1,1-dimethylpropyl)-1
H-pyrazol-$-yil-N'-{2-[(3-{2-f(2- hydroxyethyl)th i o]p h e n yl) [1, 2,
4]triazolo [4, 3-a]pyri df n-6-yl)ih i(kJb a nzyl) urea 15
N-{3-tart-butyl-l-[3-(2-hydroxyethoxy)phenyl)-1H pyrazol_5 yl}-N'-(2 {[3 (5
chloro2  hydroxyphenyl)[1,2,4]triazol o[4,3-aJpyddin-6-yt]tttio}benzyl)urea
N-CStart-butyl-1-(3-(2-hydroxyethoxy)pheny)[-1
H-pyrazol-5-yl}-N'-(2-([3-(2-chioro-5- hyd roxyph e nyl) [1, 2,43riazolo [4,
3-aJpyr[d 1n-6-yllth ib)b a nzyl )urea
N-(3-tert-butyl-l-[4-(2-hydroxyethoxy)phenyl3-1H-pyrazol-5
yf)-N=(2-{[3-(5-chioro-2 20
hydroxyphenyl)[1,2,4]triazolo[4,3-a]pyddi6-6=yilihlo}benzyl)urea
N-{3-tent-butyl-1-[4-(2-hydroxyethaxy)phenyl}-1
H-pyrazol-5-yi)-N'-(S-([3-(2-chloro-5- hydrox yphenyl) [1,2,4Jtriazolo[4,
3-ajpyridin-6-yl} Ihio}benzyl)urea
N-(2-{[3-(5-chioro-2-hydroxyphenyl)[1,2,4)tdazolo[453-alpyridln6-yl]thio}ben
zyl)-N'-{1-[3-(2  hyd roxyethoxy) phenyl]-3-[1-methyl-l-(methylthio)ethylj-1
H-pyrazol-5-yl}urea 25
N-(2-{j3-{2-chldro-5-hydroxyphenyl)[1,2,43Ydazolo[4,3-alpyridin-6-ygthio)ben
zyl)-N'-{i-[3-(2- hydroxyethoxy)phenyl]-3-[1-methyl-l-(methylthlo)ethyl]-i
H-pyrazol-5-yl}urea
N-(2-([3-(5-chlorc-2fiydroxyphenyl)[1,2,4]tdazolo[4,3-alpyridin-
-yilthlolbenzyl)-N'il-[4-(2-
hydroxyethoxy)phenyl]-3-jl-methyl-l-(methytthio)ethy(J-1 Hpyrazol-5-yl}urea
N-{2-([3-(2-ch(oro-5-hydroxyphenyl)[1,2,4]triazoio[4,3-aJpytidin-6-yl]thio)b
enzyl)-N'-(1-[4-(2 30
hydroxyethoxy)phenyl]-3-[1-mettlyl-,l-(methylthio)ethyl]l
H-pyrazol-5yl}urea. N-(2-{[3-(5-chioro-2
hydtoxyphenyl)[i,2,4]triazolo(4,3-a]pyridin-6-yljthio}behzyi)4N'-(3[i,1-dlme
thyl-2- (methylthio)ethyl]-l-[3-(2-tydraxyethoxy)
phenyt-1H-pyrazol-5-yflurea -
N-(2-([3-(2-chioro-5-hydroxyphenyl)[12,4]lriazolo[4,$-a]pyddin-6-yAJthio}
benzyl)-N'-{3-[1,1-dlmelhyl-2-
(methylthio)ethyl]-1-[3-(2-hydroxyethoxy)phonil-1 H-pyrazol-5-ylJurea 



35 N-(2-([S-(5-ch)oro-2-hydroxyphenyl][1,2,4]tdazolo[4,3-aJpyddin-6
yl]thio)benzyt)-N'-{3-[1,1-dimethyi-2-
(methyithfo)ethyp-l-(4-(2-hydroxyethoxy)phenyl]-1 H-pyrazol-5-yl)urea
N-(2-{[3(2
chioro-5-hydroxyphenyt)[1,2,4]triazolo[4,3-alpyddin-6-yIJthfo}benzyl)-N'-[3-
(1,1-dimethyl-2- (methylthio)ethyll-l -[4-(2-hydroxyethoxy)phenyl]-1
H-pyrazol-5-yl)urea WO 24061018718 PCTIIB2OOS1442i74  -152
N-(2-([3-(5-chloro-2-hydroxyphenyl)[1,2,4]triarolo[4,3-a]pyridin
fi-y1]ihio)benzyl) N` -d(mathytpropyl)- i-(3-(2-hydroxyelhoxy)pheny)l-1
H-pyrazol-5-yi}urea N-(2-[j3-(2-chforo-5-hydroxyphenyi)[1,2,4)triazotof
4,3-ajpyridln-6.yi]ihio}benzyi}N'-(3-(1,1-dimethylpropyl)-
1-(3-(2-hydroxyethoxy)phenyll-1 H-pyrazol-5-yl)urea 5
N-(2-([a-(5-chlaro-2-hydroxyphenyl)[1,2,4]triazofo[4,3-alpyrtdln-6-yllthio)b
enzyl)-N'-13-(1.1-dimethyipropyf)- i-[4-(2-hydroxyethoxy)phonyl]-1
H-pyrazol-5-yl}urea
N-(2-([3-(2-chIcro-5-hydroxyphanyl)[1,2,4]trlezolo[4,3-ajpydd)n-6-yl]thio)be
nzyl)N'-{3-(1,1-dimethyipropyl)- I-[4-(2-hydroxyathoxy)phenyl}-1
H-pyrazol-5-yflurea N-{3-tert-butyl-l-[3-(2-hydroxyethoxy)phenyl]-1
H-pyrazol-5-yl)-N'-(2-([3-(3-cyano-4- 10
hydroxypheny!)[1,2,4]triazolo[4,3-a]pyridin-6-yl]thio)benzyl)urea
N-{3-tert-butyl-l-[4-(2-hydroxyethoxy)phenyl]-1H-pyrazol-5
yl)-N'-(2-([3-(3-oyano-4- hydrexyphenyl)[1, 2,
4]tr'razoloj4,3-a)pyddin-6-yllthio)benzyl)urea
N-(2-{[3-(3-cyan-4-hydroxyphenyl)[1,2,4]triazolo[4,3-ajpyrldin-S-yl)thio}ben
zyl)-N'-{i-[S-(2- hydroxyethoxy)phenyl]-3-[1-methyl-l -(methytthio)ethyl]-1
H-pyrazol-5-yt)urea 15
N-(2-([3-(3-cyano-4hydroxyphenyl)[t,2,4]trlazolo[4,3-a)pyridin-6-yl]thio}bon
zyl)-N'-{1-[4-(2- hydroxyethoxy)phenyl]-3-[1-methyl-l -(methyllhio)elhyl)-i
H-pyrazol-5yi}urea
N-(2-([3-(3-cyan-4-hydroxyphenyl)[1,2,4]triazolo[4,3-a]py(din-6-yllthio)benz
yl)-N'-{3-[1,1-dimethyi-2-
(methyfthio)ethyfj-l-[3-(2-hydroxyethaxy)pheny$]-1 H-pyrazol-5-yllurea
N-(2-([3-(3-cyan-4-hydroxyphenyl)[1,2,4]Iriamio[4,3-a]pyridin-6-ylthio)benzy
l)-N'-[3-[1,1-dimethyl-2 20
(methylthio)ethyll-l-[4-(2-hydroxyethoxy)phenylj-lti-pyrazol-5-ylluraa
N-(2-{[3-(S-cyan-4-hydroxyphenyl)[1,2,4]triazo4o[4,3-a]pyrldln-6-yllthio)ben
zyl)-N'-{3-(1,1-dimethylpropyl)- t-[3-(2-hydroxyethoxy)phanyl]-1
H-pyrazol-5-yl)urea N-(2-f
[3-(3'cyano-4-hydroxyphenyl)[1,2,4jtriazolu[4,3-a)pyridln-6-yllthio}benzyl)-
N'-f3-{1,l -dimethyipropyl)- 1-[4-(2-hydroxyethoxy)phenyi]-1
H-pyrazol-5-yi)urea 25 N-[3-tart-butyl-l-(3-hydroxyphenyl)-1
H-pyrazol-5-ylj-N'-(2-([3-(2-ethylphenyl)[1,2,4]tdazolo[4,3-a]py(d{n-6-
yllthio)benzyl)urea -153- CLAIMS 1. A compound of formula (I), or a
pharmaceutically acceptable salt andlor solvate (including hydrate)  



thereof; 5~" N ~N  N4  Rte R' B Ra  O H3C N N  N H H  Ra (I)  wherein R' is
CH3, SCH3, SCHZCH3 , CHyCHa, H or CHZSCH3;  R'a is CH3 or CH2CH3; R 2 is
heteroaryl, heterocyclyl, aryl, or carbocyclyl; R3 is heteroaryl,
heterocyclyl, aryl, carbocyclyl or R7; R7 is (C1-C6)alkyl (optionally
substituted with one or more substituents independently selected from OH,
halo,  NR5R6, (Ci-Ca)alkoxy, -S(O)p(C1-C6)alkyl, CO2H, CONR5R6, heteroaryl,
heterocyclyl, aryl, carbocyclyl,  aryloxy, carbocyclyloxy, heteroaryloxy and
heterocyclyloxy); pis0,1or2;  R5 and R5 are each independently selected from
H and (Ca-C4)alkyl, said (Ct-C4)alkyl being optionally  substituted with one
or more substituents independently selected from OH and halo, or R5 and R6,
together with the nitrogen to which they are attached form a piperazinyl,
piperidiny[,  morpholinyl or pyrrolidinyl group, (said piperazinyl,
piperidinyl, morpholinyl and pyrrolidinyl each being  optionally substituted
by one or more OH) "aryl" means phenyl or naphthyi, said phenyl or naphthyl
being optionally substituted with one or more  substituents independently
selected from halo; -CN, -COZH, OR, CONR5R6, R3 and R9; -154- R8 is selected
from (C1-C6)alkyl, (Ci-C6)alkoxy, -CO2(C1-C6)alkyl, -S(O)A(C1-C6)alkyl,
-CO(C1-C6)alkyl and  (C3-C7)cycloalkyl; each R5 is optionally substituted
with one or more substituents independently selected from:  (C1-C6)alkoxy
(optionally substituted with one or more substituents independently selected
from OH, halo,  CO2H, CONR5R5 and NR5R), -S(O),(C1-C6)alkyl (optionally
substituted with one or more substituents independently selected from OH,
halo, C02H, CONR5R9 and NR5R6), OH,  



halo,  NR5R6,  CO2H  L, CONR5R6, and R9;  R9 is heteroaryl2, heterocyclyl2,
aryl2, carbocyclyl2, aryl2oxy, carbocyclyl2oxy, heteroaryl2oxy or
heterocyclyl2oxy; "aryl2", means phenyl or naphthyl, said phenyl or naphthyl
being optionally substituted with one or more  substituents independently
selected from halo, -CN, -CO2H, OH and CONR5R6; "carbocyclyl" means a mono
or bicyclic, saturated or partially unsaturated ring system containing from
3 to 10  ring carbon atoms, optionally substituted with one or more
substituents independently selected from halo, - CN, -CO2H, OH, CONR5R6, RB
and R. "carbocyclyl2" means a mono or bicyclic, saturated or partially
unsaturated ring system containing from 3 to  10 ring carbon atoms,
optionally substituted with one or more substituents independently selected
from halo,  -CN, -CO2H, OH and CONR5R6; Each "heterocyclyl", and
"heterocyclyl2", independently, means a 3- to 10-membered, saturated or
partially  unsaturated, mono or bicyclic group comprising from 1 to 4 ring
heteroatoms independently selected from N,  0, and S, each "heteroaryl", and
each "heteroaryl2", independently, means a 5 to 10 membered, mono or
bicyclic,  aromatic group comprising from 1 to 4 ring heteroatoms
independently selected from N, 0, and S (wherein  the total number of ring S
atoms does not exceed 1, and the total number of ring 0 atoms does not
exceed  1) -155- each "heterocyclyl" and each "heteroaryl" group is,
independently, optionally substituted on one or more ring- carbon atoms with
one or more substituents independently selected from halo, -CN, -CO2H, OH ,
CONR5R3,  Wand R9, and optionally substituted on one or more ring nitrogen
atoms with one or more substituents  independently selected from H and
(C1-C6)alkyl; each heterocyclyl2" and each " heteroary 12x group is,
independently, optionally substituted on one or more  ring carbon atoms with
one or more substituents independently selected from halo, -CN, -CO2H, OH
and  CONR5R6, and optionally substituted on one or more ring nitrogen atoms
with one or more substituents  independently selected from H and
(C1-C5)alkyl; 2. A compound, salt and/or solvate according to claim f
wherein R1 is CH3, SCH3, SCH2CH3 or CH2SCH3.  3. A compound, salt and/or
solvate according to claim 2, wherein R1 Is CH3 or SCH3. 4. A compound, salt
and/or solvate according to any one of claims Ito 3, wherein R1a is CH3. 5.
A compound, salt and/or solvate according to any one of claims I to 4,
wherein R2 is selected from  



pyridyl, tetrahydronaphthyl and aryl, each pyridyl, tetrahydronaphthyl and
aryl being optionally substituted  with one or more substituents
independently selected from the group consisting of: halo,  -CN,  -CO2H  OH,
CONR$R!  (CZ-Ce)alkyl (said (C1-Ce)alkyl being optionally substituted with
one or more substituents independently  selected from OH, NRSR6, aryl2 and
halo), -S O  ( )P(C, C6)alkyl (said -S(O)p(C1-C6)alkyl being optionally
substituted with one or more substituents  independently selected from OH,
aryl2 and halo), (C1-Cs)alkoxy (said (C1-C0)alkoxy being optionally
substituted with one or more substituents independently  selected from OH,
aryl2 and halo), -CO2(C1-C6)alkyl (said -C02(Cj-CG)alkyl being optionally
substituted with one or more substituents  independently selected from OH,
aryl2 and halo), (C3-C7)cycloalkyl (said (C3-C7)cycloalkyl being optionally
substituted with one or more substituents  independently selected from OH
and halo), pyridyl, and  ary 12, 6. A compound, salt and/or solvate
according to claim 5, wherein R2 is: 3-pyridyl (optionally substituted with
one or more substituents independently selected from OH , -S(C1- Cs)alkyl,
(C1-C6)alkoxy, CF3 and halo), -156- or phenyl (optionally substituted with
one or more substituents independently selected from (Ci-C6)alkyl, OH , -
S(C1-C6)alkyl, (C1-C6)alkoxy, ON, CF3 and halo). 7. A compound, salt and/or
solvate according to claim 6, wherein R2 is phenyl (optionafly substituted
with  one or more substituents independently selected from methyl, ethyl,
OH, CN, CF3, Cl, F, -SCH3 and -OCH3).  8. A compound, salt and/or solvate
according to claim 7, wherein R2 is 3-hydroxyphenyl, 4-hydroxyphenyl,
phenyl, 3,4-dichlorophenyl, 4-methyiphenyl, 3-methoxyphenyl,
4-hydroxy-3-methylphenyl, 3-methylphenyl or  4-hydroxy-3-chlorophenyl. 9. A
compound, salt and/or solvate according to any one of claims I to 8, wherein
R3 is pyridyl or aryl, each  pyridyl and aryl being optionally substituted
with one or more substituents independently selected from the  group
consisting of. 



halo,  -CN,  -CO2H  OH,  CONR$R6  (C1-C6)alkyl (said (Ci-C6)alkyl being
optionally substituted with one or more substituents independently  selected
from OH, NR5R, arylz and halo), -S(O)p(C1-C6)alkyl (said -S(O)p(C1-C6)alkyl
being optionally substituted with one or more substituents  independently
selected from OH, aryl2 and halo), (C1-C6)alkoxy (said (C1-C6)alkoxy being
optionally substituted with one or more substituents independently  selected
from OH, aryl2 and halo), -C02(C1-CG)alkyl (said -CO2(C1-C6)alkyl being
optionally substituted with one or more substituents  independently selected
from OH, ary l2 and halo), (C3-C7)cycloalkyl (said (C3-C7)cycloalkyl being
optionally substituted with one or more substituents  independently selected
from OH and halo), pyridyl, and  aryl2, or R3 is (C1-C6)alkyl, optionally
substituted with one or more substituents independently selected from OH,
halo, and (C1-C6)alkoxy. 10. A compound, salt and/or solvate according to
claim 9, wherein R3 is aryl, optionally substituted with one  or more
substituents independently selected from the group consisting of: halo,  OH,
(C1-C6)alkyl (said (C1-C6)alkyl being optionally substituted with one or
more substituents independently  selected from OH and halo), -157-
(C1-C6)alkoxy (said (C1-C6)alkoxy being optionally substituted with one or
more substituents independently  selected from OH and halo), or R3 is
(C1-C6)alkyl. 11. A compound, salt and/or solvate according to claim 10,
wherein R3 is phenyl (optionally substituted with  one or more substituents
independently selected from: Cl, F, OH, methyl, ethyl, isopropyl, CF3,
methoxy,  ethoxy (said methoxy and ethoxy each being optionally substituted
by OH), or R3is isopropyl. 12. A compound, salt and/or solvate according to
any one of claims 1-11, wherein R5 and Rs are each  independently selected
from H, methyl and ethyl. 



13. A compound, salt and/or solvate according to any one of claims 1 to 9,
wherein R3 is aryl, optionally  substituted with one or more substituents
independently selected from the group consisting of, halo,  OH,  CN,
(C1-C3)alkyl (said (C1-C6)alkyl being optionally substituted with one or
more substituents independently selected from OH and halo), (C1-C5)alkoxy
(said (C1-C5)alkoxy being optionally substituted with one or more
substituents independently  selected from OH and halo), -S-(C1-C6)alkyl
(said -S-(C1-C6)alkyl being optionally substituted with one or more
substituents independently  selected from OH and halo), or R3 is
(C1-C6)alkyl. 14. A compound, salt and/or solvate according to claim 13,
wherein R3 is phenyl (optionally substituted with  one or more substituents
independently selected from: CN, Cl, r, OH, methyl, ethyl, isopropyl, CF3,
-S-(C1- C4)alkyl (said -S-(C1-C4)alkyl being optionally substituted by OH),
methoxy, ethoxy (said ethoxy being  optionally substituted by OH)), or R3 is
isopropyl. 15. A compound, salt and/or solvate according to claim 14,
wherein R3 is phenyl substituted with one or two  substituents independently
selected from Cl, F, CN, OH, -S-methyl, methoxy, -SCH2CH2OH and -OCH2CHZOH.
16. A compound, salt and/or solvate according to any one of claims 1 to 9,
13, 14 or 15, wherein when R3 is  phenyl substituted with at least one
substituent selected independently from -S-methyl and -SCHZCH2OH, said
-S-methyl or -SCH2CHZOH is present at the ortho position of the phenyl. 17.
A compound of formula (1) or a pharmaceutically acceptable salt and/or
solvate thereof, selected from: -158- N-{3-tart
Butyl-l-[4(methylth1o)phenyl]-1H-pyrazol-5-yl}-M-{2-[(3-isopropyl[1,2,4]tria
zolo[4,3-a]pyridin-6- yl)thio]benzyl}urea,
N-{3-tert-butyl-1-[3-(methylthio)phenyl]-1
H-pyrazol-5-yl}-N-{2-[(3-isopropyl[1,2,4]triazolo[4, 3-ajpyridin-6- yl)th
io]benzyl}urea, N-[3-tent-butyl-1-(3,4-dichlorophenyl)-1
H-pyrazol-5-ylj-N42-[(3-isopropyl[1, 2,4]triazo1o[4,3-ajpyrid[n-6- yI )thi
o] benzyl}urea, ethyl 4-(3-te
t-butyl-5-{[({2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6-yl)thio]benzyl}
amino)carbonyl]amino}- 1 H-pyrazol-1-yl)benzoate, ethyl 3-(3-tert
butyl-5-{[({2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6-yl)thio]benzyl)am
ino)carbonyl]amino}- 1 H-pyrazol-1-yl)benzoate, 



N-[3-tert-butyl-1-(4-cyanophenyl)-1
H-pyrazo[-5-yl]-N-{2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6- yl)th
io]benzyl}urea, N-[3-tent-butyl-l-(3-cyanophenyl)-1
H-pyrazol-5-yi]-M-{2-[(3-isopropyl[1,2,4]triazolo[4, 3-a]pyridin-6- ~..
yl)thio]benzyl}urea, N-(3-tert-butyl-l-phenyl-1
H-pyrazol-5-yl)-M-{2-[(3-isopropylll ,2,4]triazolo[4,
3-a]pyridin-6-yl)thio]benzyl}urea,  N-[3-tert-butyl-l-(4-methylphenyl)-1
H-pyrazol-5-yl]-N-{2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6 yl)th
[o]benzy[}urea, N-[3-tent-butyl-l-(4-methoxyphenyl)-1
H-pyrazol-5-yl]-N-{2-[(3-isopropyl[1,2,4]triazolo[4,3-e]pyrid'm-6- yl)th
io]benzyl}urea, N-[3-tent-butyl-1-(4-methoxy-3-methylphenyl)-1
H-pyrazol-5-yl]-M-{2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-
6-yl)thio]benzyl}u rea, N-[3-tort-butyl-l-(3-methoxyphenyl)-1
H-pyrazol-5-yl]-M-{2-[(3-isopropyl[1,2,4]triazoo[4,3-a]pyridin-6- y l) th io
] b a nzy l}urea, N-[3-tert-Butyl-1-(4-methylphenyl)-1
H-pyrazol-5-yl]-N-(2-{[3-(2-ch Ioro-4-hydroxyphenyl)[1,2,4]triazolo[4,3-
a]pyridin-6-yl]thio)benzyl)urea, N-[3-tart-Butyl-1-(4-methylphenyl)-1
H-pyrazol-5-yl]-M-(2-{[3-(2-chloro-5-hydroxyphenyl)[1,2,4]tdazolo[4,3-
a]pyrid in-6-yl]thio)benzyl) urea,
N-{3-[1,1-Dimethyl-2-(methylthio)ethyl]-1-phenyl-1
H-pyrazol-5-y[)-M-{2-[(3-isopropyl[ 1,2,4]triazolo[4,3- a]pyrid in-6-yl)th
io}benzyl}urea, N-13-11,1-dmethyl-2-(methylthio)ethylj-1-(4-methylphenyl)-1
H-pyrazol-5-yl]-M-{2-[(3- isopropyl[1,2,4]triazolo[4,3-ajpyridin-6-yl)th
io]benzyl}urea,  N-{2-[(3-isopropyl[1,2,4]t(azolo[4,3-a]pyridin-6-yl)th
io]benzyl}-N-{3-[1-methyl-l-(methylthio)ethyl]-1-phenyl- 1
H-pyrazol-5-yl}urea, N-(1-[2-(benzyloxy)phenyl]-3-[1-methyl-l
-(methylthio)ethyl]-1 H-pyrazol-5-yl}-N-{2-[(3-
isopropyl[1,2,4]triazolo[4,3-a]pyridin-6-yl)thio]benzyl}urea,
N-{1-(4-chlorophenyl)-3-[1-methyl-1 -(methylthio)ethyl]-1
H-pyrazol-5-yl)-M-{2-[(3-isopropyl[ 1,2,4]triazolo[4,3-
ajpyridin-6-yl)thio]benzyl}urea,
N-(2-[(3-isopropyl[1,2,4]triazoio[4,3-ajpyridin-6-yl)thio]benzyl}-M-{3-[1-me
thyl-l-(methylthio)ethyl]-1-[4- (trifluoromethyl)phenyi]-1
H-pyrazol-5-yl}urea, -159-
N-[2-({3-[2-(benzyloxy)phenyl][1,2,4]triazolo[4,3-a]py(din-6-yl)th io)
benzyl]-N-{3-[ 1-methyI-l- (methylthio)ethyl]-l-phenyl-1
H-pyrazol-5-yl}urea, N-[2-({3-[2-(benzyloxy)phenylj[1, 2,4]triazolo[4,
3-a]pyridin-6-yl}thio)benzyl]-M-{1-(4-chlorophenyl)-3-[1-methyl-
1-(methylthio)ethyl]-l H-pyrazol-5-yl}urea,
N-[2-({3-[2-(benzyloxy)phenyl][1,2,4]triazolo[4,3-a]pyridin-6-yI}th1o)benzyl
]-N-{3-[1-methyl- l- 



(methylthio)athylj-l-[4-(tdfluoromethyl)phenyl]-1 H-pyrazol-5-yl}urea,
N-[3-tert-Butyl-1 -(3-hydroxyphenyl)-1
H-pyrazol-5-yl]-N-{2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6- y I )th
io ] be n zy I}urea, N-[3-tart-Butyl-1-(4-hydroxy-3-methylphenyO-1
H-pyrazol-5-yl]-N-{2-[(3-isopropyl[ 1,2,4jtriazolo[4, 3-a]pyridi n-
6-yl)thio]benzyl}urea,
N-{1-(3-Hydroxyphenyl)-3-[l-methyl-1-(methylthio)ethyl]-1
H-pyrazol-5-yl}-N-{2-[(3- isopropyl[1,2,4]triazolo[4,
3-a]pyridin-6-yl)thio]benzyl}urea,
N-(2-{[3-(2-hydroxyphenyl)[1,2,4]triazolo[4,3-a]pyridin-6-yl]thio}benzyl)-N-
{3-[1-methyl-l-(methylth id)ethyl]-1- phenyl-1H-pyrazol-5-yl}urea,
N-{1-(4-chlorophenyl)-3-{1-methyl-l-(methylth io)ethyl]-1
H-pyrazol-5-yl)-N-(2-{(3-(2- h yd rox yp h en yl )[ 1, 2,4] t dazol o[4,
3-a] py rid i n-6-yl]th i o} be n zy l)u rea,
N-(2-{[3-(2-hydroxyphenyl)(1,2,4]triazolo[4,3-a]pyrid
in-6-yl]thio)benzyl)-N-{3-[1-methyl-l-(methylthic)ethyl]-1-
[4-(trifluoromethyl)phenyl]-1 H-pyrazol-5-yi}urea
3-(3-tert-Butyt-5-{3-[2-(3-isopropyl-[1,2,4]tdazoloj4,
3-a]pyridin-6-ylsuifanyl)-benzyl]-ureido}-pyrazol-1-yl)- benzoic acid,
4-{3-tent-butyl-5-{[({2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6-yl)thio
]benzyl)amino)carbonyl]amino)-1 H- pyrazol-l-yl)benzoic acid,
N-[3-tert-Butyl-l -(4-hydroxyphenyl)-l
H-pyrazol-5-yl)-N-(2-[(3-isopropyl[1,2,4]tdazolo[4,3-a]pyridin-6- yl)thi
o]ben zyl}urea, N-[3-tart-Butyl-1-(3-methylphenyl)-1 H-pyrazol-
5-yl]-N-(2-{[3-(2-hydroxy-4-methylphenyl)[1,2,4]triazoto[4,3- a]pyri di
n-6-yl]thio} benzy l )urea,
N-[3-j1,1-dimethyl-2-(methyltthio)ethyl]-1-(4-hydroxyphenyl)-1 H-pyrazol-
5-yl]-M-{2-[(3- is op ro pyl [1, 2,4]tri azo t o [4, 3-a]pyridin-6-yl)t h i
o] b e n zy l}urea, N-[3-tert
Butyl-l-(4-chlorophenyl)-1H-pyrazol-5-yl]-N-(2-{[3-(2-hydroxyphenyl)[1,2,4]t
riazolo[4,3-a]pyridin-6- yl]thio}benzyl)urea, N-[3-tent-Butyl-l -(4-ch
lorophenyt)-1 H-pyrazol-5-yl]-M-(2-([3-(2-hydroxy-4-methyl
phenyl)[1,2,4]triazolo[4, 3- a]pyrid in-6-yi]th io)benzyl)urea,
N-{l-(4-chlorophenyl)-3-11-methyl-l-(methylth io)ethyl]-1
H-pyrazol-5-yl)-N-(2-{[3-(2-hydroxy-4-
methylphenyl)[1,2,4]triazolo[4,3-a]pyridin-6-yl]thio}benzyl)urea,
N-[3-tort-butyl-1 -(4-hydroxyphenyl)-1
H-pyrazol-5-yi]-M-(2-{[3-(2-chlorophenyl)[1,2,4]triazotoj4,3-a]pyridin-6-
yl]thio}benzyl)urea, N-[3-tertbutyl-l-(3-hydroxyphenyl)-I
H-pyrazol-5-yl]-N-(2-{[3-(2-chlorophenyl)[1,2,4]triazolo[4,3-a]pyridin-6-
yl]thio}benzyOurea, N-[3-tert-butyl-l -(3-chloro-4-hydroxyphenyl)-1
H-pyrazol-5-yl]-N-{2-[(3-isopropyl[1, 2,4]t(azolo[4, 3-a]pyridin-6- yl)th i
o]benzyl}u cea, 



-160- N-{1-(3-chloro-4-hydroxyphenyl)-3-[1-methyl-l-(methylthio)ethyl]-1
H-pyrazol-5-yI}-M-{2-[(3-
isopropyil1,2,4]triazolo[4,3-a]pyridin-6-yl)thio]benzyl}urea,  N-[3-tert
butyl-l-(3-chloro-4-hydroxyphenyl)-1H-pyrazol-5-yl]-M-(2-{[3-(2-chlorophenyl
)[1,2,4]triazolo[4,3- a]pyridin-6-yllthio}benzyl)urea,
N-[3-tert-butyl-l-(4-chloro-3-hydroxyphenyl)-1
H-pyrazol-5-yl]-M-{2-[(3-isopropyl[1,2,4]triazolo[4,3-a]pyridin-6- yl)th
io]b a nzyi}urea, N-[3-tert butyl-1-(4-chloro-3-hydroxyphenyl)-
lH-pyrazol-5-yl]-M-(2-{[3-(2-chlorophenyl)[1,2,4]triazolo[4,3-
a]pyridin-6-yi]thio}benzyl)urea, N-{1-(4-hydroxyphenyl)-3-{1-methyl-1
-(methyithic)ethylj-1 H-pyrazol-5-yl)-M-{2-[(3-phenyl[1,2,4]triazolo[4,3-
a]pyridin-6-yi)thio]benzyi}urea, and  N-[3-tert
butyl-l-(3-chloro-4-hydroxyphenyl)-1H-pyrazol-5-yl]-N'-{2-j(3-{2-[(2-
hydroxyethyi)thio]phenyl)[1,2,4]triazolo(4,3-a]pyridin-6 yl)thie]benzyl)urea
18. N-{3-tent Butyl-l-[4-(methylthio)phenyf]-1
H-pyrazol-5-yl}-N'-{2-[(3-isopropyc[1,2,4]triazolo[4,3-a]pyridin-6-
yl)thio]benzyl}urea, or a pharmaceutically acceptable salt and/or solvate
thereof. 19.
N-[3-tert-Butyl/-(4-methylphenyl)-1H-pyrazol-5-ylj-N'-(2-{[3-(2-chloro-5-
hydroxyphenyl)(1,2,4]triazoio[4,3-a]pyridin-6-yljthio}benzyl)urea, or a
pharmaceutically acceptable salt and/or  solvate thereof. 20.
N-[3-tert-butyl-l-(3-chloro-4-hydroxyphenyl)-1H-pyrazol-5-yl]-M-(2-{[3-(2-ch
lorophenyl)[1,2,4]triazolo[4,3- a]pyridin-6-yl]thio}benzyt)urea, or a
pharmaceutically acceptable salt and/or solvate thereof. 21.
N-[3-tertbutyl-l-{3-chloro-4-hydroxyphenyl)-1H-pyrazol-5-yl]-N'-{2-[(3-[2-[(
2-
hydroxyethyl)thiojphenyl)[1,2,4]triazoto[4,3-a]pyridin-6-yl)thio]benzyl}urea
, or a pharmaceutically acceptable  salt and/or solvate thereof. 22. A
compound, salt and/or solvate according to any one of claims 1 to 21, for
use in medicine. 21 A compound, salt and/or solvate according to any one of
claims 1 to 21, for use in treating a disease,  disorder, or condition
selected from the group consisting of:  asthma of whatever type, etiology,
or pathogenesis, in particular asthma that is a member selected from  the
group consisting of atopic asthma, non-atopic asthma, allergic asthma,
atopic bronchial IgE-mediated  asthma, bronchial asthma, essential asthma,
true asthma, intrinsic asthma caused by pathophysiologic  disturbances,
extrinsic asthma caused by environmental factors, essential asthma of
unknown or inapparent  cause, non-stapic asthma, bronchitis asthma,
emphysematous asthma, exercise-induced asthma, allergen  induced asthma,
cold air induced asthma, occupational asthma, infective asthma caused by
bacterial,  fungal, protozoal, or viral infection, non-allergic asthma,
incipient asthma, wheezy infant syndrome and  bronchiolytis, 



chronic or acute bronchoconstriction, chronic bronchitis, small airways
obstruction, and emphysema.  obstructive or inflammatory airways diseases of
whatever type, etiology, or pathogenesis, in particular an  obstructive or
Inflammatory airways disease that is a member selected from the group
consisting of chronic -161- eosinophilic pneumonia, chronic obstructive
pulmonary disease (CORD), COPD that includes chronic  bronchitis, pulmonary
emphysema or dyspnea associated or not associated with COPD, COPD that is
characterized by irreversible, progressive airways obstruction, adult
respiratory distress syndrome (ARDS).  exacerbation of airways
hyper-reactivity consequent to other drug therapy and airways disease that
is  associated with pulmonary hypertension,  bronchitis of whatever type,
etiology, or pathogenesis, in particular bronchitis that is a member
selected  from the group consisting of acute bronchitis, acute
laryngotracheal bronchitis, arachidic bronchitis, catarrhal  bronchitis,
croupus bronchitis, dry bronchitis, infectious asthmatic bronchitis,
productive bronchitis,  staphylococcus or streptococcal bronchitis and
vesicular bronchitis,  acute lung injury, and  bronchiectasis of whatever
type, etiology, or pathogenesis, in particular bronchiectasis that is a
member  selected from the group consisting of cylindric bronchiectasis,
sacculated bronchiectasis, fusiform  bronchiectasis, capillary
bronchiectasis, cystic bronchiectasis, dry bronchiectasis and follicular
bronchiectasis. 24, A compound, salt and/or solvate according to any one of
claims 1 to 21, for use according to claim 23,  wherein the disease,
disorder, or condition is an obstructive or inflammatory airways diseases of
whatever  type, etiology, or pathogenesis, in particular an obstructive or
inflammatory airways disease that is a  member selected from the group
consisting of chronic eosinophilic pneumonia, chronic obstructive  pulmonary
disease (CORD), COPD that includes chronic bronchitis, pulmonary emphysema
or dyspnea  associated or not associated with COPD, COPD that is
characterized by irreversible, progressive airways  obstruction, adult
respiratory distress syndrome (ARDS), exacerbation of airways
hyper-reactivity  consequent to other drug therapy and airways disease that
is associated with pulmonary hypertension.  25. A compound, salt andlor
solvate according to any one of claims 1 to 21, for use according to claim
24,  wherein the disease, disorder, or condition is chronic obstructive
pulmonary disease (CORD). 26. The use of a compound, salt andlor solvate
according to any one of claims 1 to 21, in the manufacture of  a medicament
for the treatment of a disease, disorder, or condition as defined in claim
23, claim 24 or claim  25. 27. A compound, salt and/or solvate according to
any one of claims 1 to 21, for use in treating a TNF- mediated disease,
disorder or condition, or a p38-mediated disease, disorder or condition. 28.
The use of a compound, salt and/or solvate according to any one of claims 1
to 21, in the manufacture of  a medicament for the treatment of a
TNF-mediated disease, disorder or condition, or a p38-mediated  



disease, disorder or condition. 29. A pharmaceutical composition comprising
a compound, salt andlor solvate according to any one of  claims 1 to 21, and
a pharmaceutically acceptable diluent, carrier or adjuvant. 








