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| NVENTI ON OXAZOLYL- PYRAZOLE DERI VATI VES AS KI NASE | NHI BI TORS V 5 BACKGRQU
OF THE | NVI NTI/ 04Fi el d of the Invention The present inventd@gigpgh@ves to
pyrazol e 3%t % es active as ki nase i nhibitors and, 10 nore in
particular, it relates to oxazolyl-pyrazole derivatives, to a process for
their preparation, to pharnaceutical conpositions conprising themand to
their use 2(6 g.}}grapeuti c agents, particularly in the treatnent of diseases

| i nked to ai'stregul ated protein kinases. 15 Discussion of the Background The
mal functioni ng of protein ki na3ERLE ORSMHE INVENTHON nar k of numer ous

di seases. A large share-of the oncogenes and proto-oncogenes involved in

: e3ezddel r niz6z TzR=#WD 02/ 06280. 1 PCT/ EP02/ (11)995 1 (00372) TITLE OF THE
Goa))-

* human cancers code for PKs. The enhanced activities of PKs are al so

inplicated in many non-mal i gnant di seases such as beni gn (?r ostate
hyper pl asi a, fani |dxazokde ARAEZOBE iRERTFATYBD SiSs KINSEr B EET¢R%r omat osi s,
psori asics, vascular smooth cell proliferation associated wth

ost - surgr car St enast o and 1estonosi s pks ar o a1 so 1 it cat JNIUSINAAARN
inflanmat ory conditions a”%,&@[{ﬁ?&)}%ﬂ%ﬁ"ﬂl—@m@m?foﬁli ruses and .gap@asites.

PKs may al so play a mgajor P ogenesl s and devel opnent of 2 5
neur odegeneFiald ofehelimsentiter s. For a general reference to PKs mal functioning

or disregulation see, for instance, Current LhiQn i i - Bl ol ogy
1999, 3, 4550%present 1BVFAURAVC sfﬁé’%’ﬁ@g\ﬁ?‘aﬁ%"%a‘?‘ﬁé %r ggg% ﬁ‘?lﬁ’\‘/‘gﬁt %‘?ig have
now di sgoVeng (M ahrictlRE ©xaark tb -dXuzdl7iopaazcls dedvalivesdova tprocesd fargheir
protein kinase inhibiting activity and are thus.useful in thera in the
treat nent opregireders et ehm@sewalaﬁmw%@@oe%?w&utﬁw ANy @gﬁ}?‘%’@&e Bfot ein
ki nases. X Bs linked S0 adisrepilged of
the i nventi %1%}/&?8&%4 ggig‘gg%aggrr%g%]—d?ymgé éﬁﬁgﬁuﬁgﬁ%as t her apeuti %J agent s
agai nst a hpeteinkindseseases caused by a disregul ated protein kinase
activity. It is another object to provide conpounds which are endowed with
mul tiple protein 5 kinase inhibiting activity. Mre specifically, the
oxazol yis pypagaistsh &ffthé Baskgréour@dnt i on are useful in the treatnent of a

vari ety of cancers including, byt not limted, to: carcinom such as

bl adder, br Eh%malfemtm}ﬂ&afgﬁ@ﬁ{n%?%%(,P‘érsglﬁg‘,ﬁe Pﬂﬁ}‘%f Of QUDREUS GBI | ung
cancer, es 0;&2)9%%%11319 Qf teldndgts mm/;ﬁbwromrg&reemommﬂaﬁman egiceiseodé forr oi d,
prostate, an in, including squanous cell' 10 carcinama; hemat opoi etic
tunors of | PKphdhd dnharcsde, aciivigies @f K etk alsp amphiseied ‘Py‘Pﬂ‘Bhé‘ei‘I“? ignant

| eukem a, agute | h ' ke - : isl 3 ¥ RhfyTe,
Hodgkin' s | §Wﬁ?§87‘r§@n§sﬂﬁg@g%0&l&s& Wﬁ%ﬁ?ﬁhgﬂ %/4%?{5??5?&8%%&1%“ ]
Burketts® | yibphenssis, hepsatiapsi evasculsumsmeothf egll| oraliferatiemgassociasadudwith

t d chroni I | eukemni nyel L
o1 onyel ocy! PORSCFEN o IRoT YO PO ARUEITS g R apiahfs T AR

fibrosar comgeahds fddaiestemasasar comn; tunors of the central and peri pheral
nervous system including astrogcytoma, neuyrobl astomg, gli.o and . .
schwannonas PKstane plse implicated indnfigmmatops Fopiitinps agé ﬁ?nﬁlfrfﬁ?lt’?ggaé't%coé rUHSTe,
ost eosar co I BRs MR PRYDmiGF AlOKRMe ehddsr idctiehelopment! @Y
cancer andn%é%ﬁgr{aggegsargorg. 2 g%ue %ﬁo t he keymragilbg of PKs in the

regul at2on ofurodédentrativpdisdidessr ati on, these oxazol yl pyrazoles are al so

useful in the treatnent of ' I j j [ uch
ae. for 1 nstantsenuirisritss Bl RE lindionfi dr dflc RhaLL MG AR Chlter

pol yposi s, mioh ibChemicalsBivlogyslopdasids9-46ascul ar smooth cell proliferation
associ ated with atherosclerosis, pulnonary fibrosis, arthritis

gl onerui onephritis and post-surgical 25 stenosis and restenosis. The
conpounds of the invention caasUPRMARETQF THE INCENTEDNNent of Al zheiner's

di sease, as suggested by the fact that cdkb is invol ved in(&he d
phosphoB¢| atTiherpresent imyeRserstkava npw. disjoyered that semp oxazolylhpygazolespss endagye

“conpounds Ol ¥ e ANkind® MRt R4%it9TandPRE AR Gl (Rliady P thesef ul

inthe 3 0 trea ncer, viral 7infections, prevention of AlDS
devel oprent tieatnhinVof diseastechuserdhyind!{nlassociatedovitirdisecgulated pseigindepases.

neur odegener ati ve di sorders.
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The conpounds of this invention nmay be useful in inhibiting tunor
angi ogenesi s and net ast asi s. WO 112/0C2811 -3 PCT/ EP02/ (111995 The

conpounds ) invention are useful as cyclin dependent pgrgmendyosk
i nhi bi tor@a%h‘pgqoéo as inhibitors of other protein Ki nasesﬂ@sach /:als, ) f%)r

I nstance, protein kinase Cin different-2soforns, Met, PAK-4, PAK-S, ZC 1,
STLK-2, DDR-2, Aurora 1, Aurora 2, Bub-1, PLK, Chkl, Chk2, HER2, rafl,

MEK1, MAPK, ; - , inV&RT , - whR@! arki Src,
Nl Akt Rty R el L iy K e g o e
treat nent ohedpesmsagentssagavishndwsipf Hiseasee cayped thyi & disrosadated pratein kinasg| v,

t he present it.m{ention provides a nethod for treating di seases caused by

" and/or assoti'dt¥d with an altered protein kinase activity which conprises
admi n: slt erimgs Llaoﬂhgr abjeanieproivide neathonhds whichaare ehfi@red wathamoltipte proteam
oxazol yl - pyrazol.e derivative represented by fornula (1): RY-NH- CON
(1) NN~ H veassiiphibitiggRCidht esent s a hydroéen at om gi )strai ght or branched

C -Cg al kyl N@rOURcifRaly, thd S¥HzoR-pPradsle efithis’n Gentidh kesirdefig i the; traatmant yF
aryl C -C6 z@ﬁy%&&oﬁg a sat 8%??& or ,unsatltrjlrat ed CBtE(éGﬁgclyu?orl kyl gr o
cycl ?a! kyl oxyanetyugf copedromalnding, it et ligdicdns BACHRPRA Sfclanasg %‘aFfzi?FFéStpi ngs;
or it is an_Qpti.0 : o ]

et er ocyc yroree Ry fiyBE 1605 OREIRERE iy PEcll LITBTRALEY| HHBERC ¥l baddlr,
anong ni t r ogeity, gaayges) stomach] tervix, daabidp prastate, abd skingd fdluding Rugmeupselbei ng

o onald %, Lhek BRSO ES RO, hRLE AU SR BTN
C -C6 al kyl yynipheepialdukbmpy;, aaitd | lymiphoblagit dbkiemia,3 Bdcdll ilymahotha,ofT-&ller 6
menber ed heterocycles having 1 or 2 heteyoato elected '’ ano ni t rogen
oxygen or slwﬁnbp!naoﬁp%‘ﬁﬁsllymﬂh‘%%i‘loﬂ%‘b& ’ﬁgis"%‘g@ﬁ“,a’ iy gell @wﬁg{nag@ Cg ’
al kyl or al k@a¥ips lngorqg,j héﬁ%ﬁcﬁet‘ié ni?hdrs ESI0RYPRRP ineage, including acute and
chronic myelogenous leukemias, myelodysplastic syndrome and promyelocytic
15 leukemia; tumors of mesenchymal origin, including fibrosarcoma and
rhabdomyosarcoma; tumors of the central and peripheral nervous system, including
astrocytoma, neuroblastoma, glioma and schwannomas; other tumors, including
melanoma, seminoma, teratocarcinoma, osteosarcoma, xeroderma pigmentosum,
keratoxanthoma, thyroid follicular cancer and Kaposi’s sarcoma.
20 Due to the key role of PKs in the regulation of cellular proliferation, these oxazolyl-
pyrazoles are also useful in the treatment of a variety of cell proliferative disorders such
as, for instance, benign prostate hyperplasia, familial adenomatosis, polyposis, neuro-
fibromatosis, psoriasis, vascular smooth cell proliferation associated with
atherosclerosis, pulmonary fibrosis, arthritis glomerulonephritis and post-surgical
25  stenosis and restenosis.
The compounds of the invention can be useful in the treatment of Alzheimer’s disease,
as suggested by the fact that cdks is involved in the phosphorylation of tau protein (J.
Biochem., 117, 741-749, 1995).
The compounds of this invention, as modulators of apoptosis, may also be useful in the
30 treatment of cancer, viral infections, prevention of AIDS development in HIV-infected
individuals, autoimmune diseases and neurodegenerative disorders.
The compounds of this invention may be useful in inhibiting tumor angiogenesis and

metastasis.



iv) straight or branched C -C6 al koxy, al koxyal kyl oxy, aryl al kyl oxy or

aryl oxy optionally substituted by hal ogen, nitro, cyano, C, -C6 al kyl or

al koxy; V%(ﬁ{/}(ﬁ%‘&ﬂbt or branched C, -C6 al kylthio or al kyl sydaigsyhesedr yl t hio
or 5 aryl sul phonyl’; vi) C3-C6 cycloal kyl; vii) amno, C,-C6 al kyl am no,

di al kyl am no or arylamno; viii) C,-C6 abkyl carbonyl, al kyl oxycarbonyl,

al kyl am nocar bonyl, am nocar bonyl, aryl carbonyl or heterocyclyl carbonyl
optional l'y 3 §M‘Q€(§dnﬁyb?@hebﬁﬁvé}ﬁ109%@uséfbltd'sQ)ycﬁrYﬂ_Bﬂandéht‘ms@-'(Mkl) isHibiedrOXy;

i x} C,-C6 al kyl carbonyl am no, al kyl oxycar bonyl am_no, o )

aryl al kyl oxswhalioas/inhtbiters, ofeth¢rquetsinkinases Aechors, &rynssceapotaiy kimasene:in x)

carboxy, C,:C6 alkyl.carb I _or | g | @%V; ) A Y Al Si ond
“or a dival eﬂ&z&f‘h&%’ f%@seg@e{’d}p %goﬁpﬁ'\éb%g P’( >@—%))§,’ Dyn]? %bégl?%gr%yﬁ%?%rﬁﬂ-?(bm)
or sul phonyBub-1SPEK) ChKl,iGhk2e HER2¢eraf hayi BKh aMeARK ,EGER, 8PIGIeRaFGY-R, 1GF-
benzocondenge or 6 nber ed hefer cl Vi 1 et er gat o
sel ect ed anﬁnngaFt‘ ]:‘io%[égewﬁﬁ B?Fet)#rcsg%%ﬁ;lhgamg@f "%%Fﬁaﬁléﬁﬂ% %ﬁgﬁal |y
further subgg b0 iPihe @R8tn¥nt BDdiSeadesthsichisiibwRE beet prdtdis Riati| ogen, nitro,
cyano, straight or branched C,-C6 al kyl or al koxy, al kyl sul phonyl or aryl
groups; or a.pharmaceutically acceptable salt thereof. In a preferred
enbodi ment qf L ISEASRaGRUGEhsEY cAREH 8 2 5
associ ated vgmcfé{ﬁglﬁfgﬁﬁbgpggsgﬁ%\{%ﬁﬁn |%§ees %Eﬁt&di@ _isatg'g%ue_ct ed %_r_om_t%e
group consi sid/oxgasedciated eith, ancatietedprotieinf linaseiagtvith which @ompris¢szadaiimsteriog

di sease, viral infections, autozi . di seases .and _neuyr epner.at i

i soradhs. tpaanamal o fetedf s PHPRE G0 D¢ AP cabllV SRR NS e e
invention i Rgprdseifted by Brfiulo(Ip, squanous cel | carcinoma, hematopoietic
tumors of nyeloid or |ynphoid 3 0 Iineage, tunors of nmesenchymal origin,
tunors of the central and periphera ervous system nel anoma, sen nong,

t erat ocar ci noma, O0Steosarcom, Xef oma pi gnent osum ker at oxant homa,
thyroid folliculRar -tk 3 apGs{’ g sarcoma. | n another preferred

enbodi ment of the net i above, the cell proliferative disorder
is selected fromthe g 3 i sENg of beni(g)n prostate hyperpl asi a,

famli al WO 0 2/11h280 -5\PCH EPO 21011995 "adenomat osi s pol yposi s,

neur o-fi bromat osi s, psori asif, \vascul ar snmooth cell proliferation

associ ated wi th at heroscl ersi pul nonary fibrosis, arthritis .

gl omerul onephritis and post-slNrgical stenosis and restenosis. In addition,

t he net hod object of the present invention, provides tunor angi ogenesis and
metastasis inhibition. ~ 5 The present invention also provides an

oxazol yl - pymdesite derivative represented by formula (1): 10 RRY-NH C O -N
(1) N =N H,15 Ln.R ; j . nched
6. )y eyl Roroubpratlls AARIETENE Supitfi OSALRRIT, €, SLIPE Sy, Slaans)
aryl C, -C6 al kyl ogbranghed&,93alireaybgroop; anresytarranyl -Gk graupt @ sdtksaredmr

cycl oal kyl oxy group,optionally further conden w th or, 2 zeney i ngs;
or it is an opti B?r‘%ﬂ@e%eﬂ%ééoﬁ&éﬂ%]gﬁ é’ror‘:y‘goéﬁgoﬁ%nﬁr@r}lgd oﬁé?%ﬁlgcycl |‘='rcr or
het erocycl yl C, - gndehded wighi 0wp 2 Beaxdnedinks0or iRishimt aptioaslonenzedondensdd 4nong

ni trogen, oxygen or sul fur; each of the abo efined, R groups. bein
optional |y furth&rmenbered hateracyslic ffe fa?m%%g gr'gmﬁg‘yéﬁg‘&ﬁ’égevf‘%rln & 2

25 heteroatoms selected among nitrogen, oxygen or sulfur; each of the above

defined R groups being optionally further substituted by one or more groups
selected from:
1) halogen, nitro, cyano, hydroxy, oxo groups (=O);
if) straight or branched C,-C, alkyl, alkoxyalky] or perfluorinated alkyl;
30 iti)  aryl or 5 or 6 membered heterocycles having 1 or 2 heteroatoms selected
among nitrogen, oxygen or sulfur, optionally substituted by halogen,

nitro, cyano, C,-C; alkyl or alkoxy;




i) hal ogen, nitro, cyano, hydroxy, oxo groups (=O; 2 5 1ii) straight or

branched C,-C6 al kyl, al koxyal kyl or perfluorinated alkyl; i1ii) aryl or 5

or 6 nmenbegregd heferocycles having 1 or 2 heteroatons sel eGlcqikmpRRgs

ni trogen, "oxygen or sulfur, optionally substituted by hal ogen, nitro,

cyano, C,-C6 al kyl or al koxy; iv) straight or branched C, -C6 al koxy,

al koxyal kyl oxy, arylal kyloxy or 3 0 aryloxy optionally substituted by

hal ogen, nitro, gyanosirdightChr PrdnthedrCatkakpxy,V hikskyakgbky, osrybilianeteadrC, - C6

al kyl thio or al kylsul phonyl, arylthi o or arylsul phonyl; vi) C3-

cycloal kyl; WD 02/ oarxmy-mlp@qﬂsemnmt@bxsh@lqg)’—marﬁflrﬁo,cyaepy €6 Caldll i no,

di al kyl am no or aryl agﬂ( . viii) C, -Cb al kyl carbonyl, al kyl oxycarbonyl,

* al kyl am nocar bonyl, . am’ocarbonyl, aryl carbonyl or heterocyclyl carbonyl

optional |y subst i} ut estrdighthat dgarchedi €50, atigydthm of, alkglsadphoryl,omrydthkoyy; 5

ix) C -C6 al kyl car bon%ﬁ!yﬁn]' po al kyl oxycar bonyl am no,

aryl al kyfl’ oxycar bonyl a g.P Q?X)P car bonyl am no or aryl oxycarbonyl am no; x)

carboxy, C,-C6 algyl cat-boeydieaiylor aryl carbonyloxy; Y is a single bond or a

di val ent group selected trom carbonyl (>C=0),. 10 am nocarbonyl (-NHCO ) or

sul phonyl (- SQz- yH) C pwingefrEnalkylamsen. Wiallohamige o5 avdHhingnal | y

benzocondensed Sygh 6cmeaber g IQ%%ﬁﬁCyd Ak{PBYYABbohyR" 2 alk§laptiRcdatibhyl,

sel ected anong ni't ogeh,ﬁoxyge% or suf phur;” each of "whi ch being optionally

further substituted bgmomearbenylpr aryearbpry! s edrechelgrocyeliicadonyje n optignaty,

cyano, rai ght or branche 1- | Kyl 0O | ul phonyl or

aryl grﬁéjps; or a pha?lﬁﬁg%‘getdi% aﬁ%%gt%%rﬁtéﬁﬁ (2’ @;‘aﬁlfgﬁ{yrl]g?é%&ﬁme

oxazol yl - pyrazol g)der Cya,i ves of allglcabanylamino,obj ect oilkglbeydarboapltanomy, are

obt ai nabl e through a synthetic process conprisin l,I _known reactions

carried out accordi nga‘fyéﬁuﬁﬁﬁxy(? BYEMER ¢ echni %ﬂ&gfbo%%'m as thrdligh a

new and extrenely vergaiddyearBOhylsnidase combinatorial process, being both

conprised within the scopé of the invention. The present invention al so

provi des a , phariracecarbes, Codhpbeicartonylosner aiqaPonkloxgxazol yl - pyr azol e

derivatjyes<of formnul ) d at, | o] h ugfcal 5 raecopt abl e

exci pi e %/ égr ri gsr 'Egrs (ﬁul ubé)?i'?. oﬁ %@ga%gnﬁoeﬁe%gggggc?gﬁi ghﬁﬁgﬁylt rﬁié ok

i nvention and naamimicatbbayldiNHGDanor sathheanylde3,-; hereof will be readily

obt ai ned as ,{ he sape becones . better understqod by refere tg th

f ol | owi ng dé ai | ésdgg‘gfe?’i %@8‘&&“@@%&%‘%@%&6&?%?96@%?%& mﬁe@ERFFFm

Sone het eroaryl - pyea%9tle KKh@irgy &t drv2shehérbat6insll selected CArasHy hitrdghs, cxoygeowrds of

formula (1) are known in the art. Among the re, as_an e l e, certain

i m dazol yl - pyr az s¥lpBuracask of a&hlefarb&lncgva@eﬂ&'?ﬁ;’ afs’é’@fﬁt @b@@ﬁt%%%@@ O ymese.

Karl Thgé‘ae) . | mofag0ls¥lected \ﬁQnQ%lQ%é’r@%t%, RETH ERAR R0 Brandhen aZ, ot LaKkyIGT €i n

the i m dazol e noi"ety is part of a purine bicyclic system active as p38
alkoxy, alkylsulphonyl or aryl groups;

or a pharmaceutically acceptable salt thereof.

In a preferred embodiment of the method described above, the disease caused by and/or
25  associated with an altered protein kinase activity is selected from the group consisting of

cancer, cell proliferative disorders, Alzheimer’s disease, viral infections, auto-immune

diseases and neurodegenerative disorders.

Specific types of cancer that may be treated according to the invention include

carcinoma, squamous cell carcinoma, hematopoietic tumors of myeloid or lymphoid
30 lineage, tumors of mesenchymal origin, tumors of the central and peripheral nervous

system, melanoma, seminoma, teratocarcinoma, osteosarcoma, Xxeroderoma

pigmentosum, keratoxanthoma, thyroid follicular cancer and Kaposi's sarcoma.

In another preferred embodiment of the method described above, the cell proliferative

disorder is selected from the group consisting of benign prostate hyperplasia, familial



ki nase inhibitors, are also disclosed in the international patent
application WO 98/52940 in the nane of G D. Searle and Co. 5 The conpounds
of fornuIaK{L%NnQQJect of the present invention, may have prgyfpsghdds 10 15
20 25 30 carbon atons and may therefore exist elther as racem c adm xtures
or as individual optical isoners. Accordingly, all the possible isoners and
their adm xtures and of both the netabolites and the pharmaceutically
accept abl e Qieﬁoﬂaﬁt%ﬁkir SYl$posRt NeEwvoskbromatesis.edpsoviasis, puascdlangsnooth t hell
compounds of fornula (1), as well as any therapeu i C nethgg of tre nent
conpri si ng prabferatigne aﬁ§6mﬁﬂthvﬂtthéﬂ§ﬁﬁﬂ§“ﬁF tHE'B?@%ént O¥Ent 3RS

. addi tion t O Ren ARRAri&tnd hoWldoeili SRl Lna FeRERkIsal R ddatibe, WRSHBEbA t Ut ed
ring nltrog%n pyrazoles in he conpounds of the invention are known to

rapi dly equébjedsiofithe, presensinberttioonprosislestimiox angiegenssis god metagtpsio mtiBitioR Y- N H
C-NRY-NH C~=NN\~C) H\-N> (la) H Accordingly, in the present
|nvent|6% and unl ess otherw se indicated, where only one tautoner is

i ndi cated fofe EF@exﬁoﬁiﬂeﬂl&mﬂﬁal@é provides an (obc)zolyllﬁmlrmhedcn\(alna): reprsseakeslobyi t hi n
t he scope of t resent invention. As used herein, unless otherw se

speci fied, @mhlaRe term straight or branched C -Cg al kyl, hence al so
conprising C -C6 alkyl, we intend a group such as, for instance, nethyl,

et hyl, n-propyl, isopropyl n- butyl, isobutyl, sec-butyl, tert-butyl,
n-pentyl, neopentyl, n- hexyl i sohe n- heptyl, 2-nethyl-hexyl-2-yl,

n- octyl Oa.nd the Ig WQQHWV" ai ght or branched C2-C8 al kenyl we
i ntend %.group such as, f nyl, 1- or -2-propenyl,

i sopropenyl, 1-, 2- or 3 : pent enyl , hexenyl, heptenyl, octenyl and
the like. VWth the termary i At end an aron?hlc carbocycle such as, for
i nstance, phenyl, biphenyl, aght hyl , 2- napht and the |iKke. WO
02/ 0C2811

15  wherein
R represents a hydrogen atom; a straight or branched C,-C; alkyl group; a straight
or branched C,-C; alkenyl group; an aryl or aryl C,-C, alkyl group; a saturated or
unsaturated C,-C, cycloalkyl or cycloalkyloxy group optionally further
condensed with 1 or 2 benzene rings; or it is an optionally benzocondensed 5 or
20 6 membered heterocyclic or heterocyclyl C,-Cq alkyl group, having 1 or 2
heteroatoms selected among nitrogen, oxygen or sulfur; each of the above
defined R groups being optionally further substituted by one or more groups
selected from:
i) halogen, nitro, cyano, hydroxy, oxo groups (=O);
25 i1) straight or branched C,-C, alkyl, alkoxyalkyl or perfluorinated alkyl;

iii) aryl or 5 or 6 membered heterocycles having 1 or 2 heteroatoms selected
among nitrogen, oxygen or sulfur, optionally substituted by halogen,
nitro, cyano, C,-C, alkyl or alkoxy;

iv) straight or branched C,-C, alkoxy, alkoxyalkyloxy, arylalkyloxy or

30 aryloxy optionally substituted by halogen, nitro, cyano, C,-C, alkyl or
alkoxy;

V) straight or branched C,-C alkylthio or alkylsulphonyl, arylthio or
arylsulphonyl;

vi) C,-C, cycloalkyl;



_g_ PCT/EP112/01199a Wth the termsaturated or unsaturated C3-C6
cycl oal kyl or cycl oal kyl oxy group we intend, for instance, cyclopropyl,
cyclobutkaOSM&hQBentyl, cycl ohexyl, cyclopentenyl, cycl ohgxemiine9s

cycl opent yl oxy, "cycl ohexyl oxy and the Iike. Unless otherw se specified,
saturated or unsaturated cycl oal kyl groups further 5 condensed with 1 or 2
benzene rings are, for instance, 1,2, 3, 4-tetrahydro-naphthal ene-2 yl,
fluorene-9-yl, ang theninb) rCXM&hmhb@,&ﬁﬂ@ﬂénﬁboﬁm@ﬁﬂhﬁ&ed heterocycle with
1 or 2 heteroatons sel ected anong nitrogen, oxygen or sul phur, we intend a

saturated, part!|¥iluns@its at edkydearbenyly uradkxloxycasgnyl t heplkylesnaacaboayl, non
aromati ¢ heterocycl e su or '?,lﬂé I%S' , AL.hi an | e,
“imdazol e, pyrazole, ﬁg%ag 0en,yi’i sOthi E;120 g, %xafz?@%?ﬁl%%%gé I]e,o%t?)rﬁ?g ne,
pyrazi ne, pyri m di ne,supstititdbiyrhalogpy,rmind,icyame C, gy rtkyl onakoxyyi dazol i di ne,

i m dazol i ne, piperidipne, piperazipne rphol.i ne, tetra rofuran,, .

t et r ahydr opyr an,”‘§ et r§ﬁ9ﬁr ot hi op#ﬁ{‘ffﬁgﬂ A i ke. Wa{‘]%'q?’ﬁ'éarlbg?%mmo’
optional | y benzocondegshikyhsiyeirBendiminand unl es hebmylaminondi cat ed one 15
intend any of the above defined heterocycles further condensed, through any
one of the avail abl e B¥WRy¥carkGylaMyBAzene rings such as, for instance,

qui noli ne, isoqujnol i%gbocx:?'bcg-g%ﬂkylemgﬁmsﬁy of 4/ RB®BIYIBEYE, 1ndoline, and

the like. As far "as t gr I'S concerned, It represents either a
nmono- cycl i cYor bis- sysingle bond) erysit alivabent ngrovpnsdestet, frathr earbonyan(FGHd), of

its avai] able bondsB?atégﬁF?_m_gIo?S&i Iﬁn(gn 'lg_rs%dg_ formula (1). As above

i ndi cated, C maym?lé’ ene n hapht hal ene group |inked to
the rest of Cthe RObepgetes naplithalele anyanoagionklly thenbeondensédS ométraamberete

bond in position 1,2 or 2,3 of the naphthal ene noiety. Alternatively, C may
represent an optAFTRFYSE géﬂ?&c’oﬁ&é’n?é TagtQgps éelﬁgﬁ%@ﬂé’@gh’é‘@g%w&‘?}/%

above i ndi cat ed. g2fhCeRhdbNUhi bERg NBPABHAIGS fRTHRY isdBditiied Ryask 6r nihy Of
the said groups nmay be optiona urther substituted, in any of the free

1y f
posi tions, by ongowps mc@dgﬁmﬁ@Y%Ha@@@ecYmi stzaight or |banched Gi-E5 pdled or

unl ess her wi se_,i. ndi 1 hal ogen atom we intend a 30
et s ok SR Mo e 8 1

fluorine, chlorine or Wth the termoxo we intend a
car bonyl (>6=phagmacgnticaliyt decertable ealnthpeeof.| uori nated al kyl we intend any

al kyl group as above defined being substituted by two or nore fluorine
atonms such as, for instance, trifluoronmethyl, 2,2,2 trifluoroethyl,

1, 1-di f | uor @R bydzolydpdrakiie detitigtives of formula (I), object of the invention, are obtainable
through a synthetic process comprising well known reactions carried out according to
20  conventional techniques, as well as through a new and extremely versatile solid-phase

combinatorial process, being both comprised within the scope of the invention.

The present invention also provides a pharmaceutical composition comprising the
oxazolyl-pyrazole derivatives of formula (I) and at least one pharmaceutically

25  acceptable excipient, carrier or diluent.

A more complete appreciation of the invention and many of the attendant advantages
thereof will be readily obtained as the same becomes better understood by reference to
the following detailed description.
30
DETAILED DESCRIPTION OF THE INVENTION

Some heteroaryl-pyrazole derivatives structurally close to the compounds of formula (I)
are known in the art. Among them are, as an example, certain imidazolyl-pyrazoles

active as cardiovascular agents (DE 3722992 by Dr. Karl Thomae). Imidazolyl-



WO U2/ 06280 -9 PCT/ EPU2/ U(1995 From all of the above, it is clear to the
skilled man that any of the groups or substituents being defined, for

i nst ance, | kyl, heterocyclylal kyl, alkylaryl, alk 05

al koxyal ky o%@@ggﬁylalkyloxy, al kyl am nocar bonyl , heterocyc 9&%%?!3ﬂyl,

al kyl am no, arylam no, alkylthio, arylth?e, alkylsul phonyl, aryl sul phonyl
and the |like, have to be 5 construed fromthe nanes of the groups from
whi ch they p;frhﬂmamreiﬁsh@msmm&em@Ip@ﬁ%fsrpeﬁhé biepdlickysreimeactivichepvg se,
any arylalk% oxycar bonyl ami no_ group has to be intended as a carbo&¥ am no
group bei ng geﬂs‘svhlbu@rémreylsa|dw10é&£"\merréwﬁatﬂcmél PAteR} |apRbsation WQ 98(720A@

substi t ut ed: al kyl being as above defined. 10

) Pharnaceutig@ﬁfg&gégggg%grgﬁggyfgaof t he conpounds of forrmula (I) are the
acid addition salts with inorganic or organic, e.g. nitric, hydrochloric,

hydr obr om c,. sul phuri.c, .perchl oti .. ph horic. .acetic, trifluoroacet.ic,

o7 opi on 5. 51 Gepaindf g BTty ), e AR Bics G ffElioRmby okve SHRTFfGS
citric, benggbén aohidnall Mmay ThEreRkd existreitha s Stdtduionidenixthbesi gredshindiiiduatnd
salicylic acid, as well as the salts with jnorganic ar organic bases, e.g.
al kal i or aPRisal Hemesy fRcardinghs all dhgpessiils Fomgt Eiﬁ‘ﬁ]th‘ﬁbf‘%g TYIRy 2 ?’ﬁt?q}]h_ or
B o or abl y B e R refenel NES.
pi peri di ne. topaseprovdrigsh of the conwmoundscrf formylaRuasawell ps amy Berapgutia method of
invention, the R Y- . ar C J i L ( : . (neta) or 4
(para) ]8? thgﬁ Iétncf %@gﬁgﬁ%yﬁ\%@ (ﬁ‘kjrltglsrgtg%ts &%p%%tfﬁhee %%/%egg%]rgﬁlﬂglhg;
preferably, the said R Y-NH group is in position neta or para. Preferred
e Pl GhRR g R RS REh e S B o
or 5 or 6 np 1&dim%@e&%sﬁﬁds,ofsakurnaéﬁdmoareumrurt@t@ﬂd@?:e@ﬁlism@, qal kyl
or cycl oal kédoxy op;é%nal I yf{h%ik%th% condensed as above defined, or
optional |y BeEnzenehabRgEEesD aHEMEY ed heterocycle having 1 or 2

het er o tfns sel ect ed anong nitrogep—~oxygen or sul fur; each of_ which being
optionally substituted as above dé¢

from car bonyl (Fe¥e)H 4 p
is a benzene or a nap
with 1 or 2 heteroatons\s

the conpounds of fornula (INQCwitrein Ris a strai ghHNar branched C, -Cg

al kyl o§,CZ-C6 al kenyl, phenﬁ‘H, phd®I C -Cs alkyl, 1 Nnapht(ts) ,
2-naphtyl, biphenyl, pyridyl, pyrazolyl, thienyl, isoxazolyl, thiazolyl,
pyrazol yl , dygcordimgbpyn thecprshenib amvention yad aplsas gtherwibe idigatedg where enly [osBexy | |

5 cycl ohexyl 0x cyel I, | ineri di. .
tetrahydr oqth'luF%ﬁrﬁ%‘;ndecraageﬁ%gﬂh\?ﬁ%@h&ggé(r%)gf%c}gﬁ'?%ﬂgIt %/&bgr?tdﬁgrlpgla‘ggvtl t|h{nutthf=§d as

above i ndi catopdof theipgesantdnvaitient group sel ected from carbonyl (>C=0,
am nocar bonyl (-NHCO ) or sul phonyl (-SOz-); and Cis a benzene,
napht hal ene or pyridine ring, each of which being optionally further

substi t31 ed A3sysB® BRin, (Ml A loBbrwise specified, with the term straight or branched C,-C;
alkyl, hence a]so.comprising C,-C; alkyl, we intend a group such as, for instance,
methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, n-pentyl,
neopentyl, n-hexyl, isohexyl, n-heptyl, 2-methyl-hexyl-2-yl, n-octyl, and the like.

With the term straight or branched C,-C, alkenyl we intend a group such as, for
30 instance, vinyl, 1- or -2-propenyl, isopropenyl, 1-, 2- or 3-butenyl, pentenyl, hexenyl,

heptenyl, octenyl and the like.

With the term aryl we intend an aromatic carbocycle such as, for instance, phenyl,

biphenyl, 1-naphthyl, 2-naphthyl, and the like.



10 According to a preferred enbodi ment of the invention, the conpounds of
formula {I) are am do derivatives wherein R and C are as above defined and
Yis adi grbonyl (>C=0 group. According to anothg Joed
enbodi rren;(ﬂ%)ﬁp(% ﬁéei i nvention, the conmpounds of fornula 15 (I(ﬂ)ﬁ%@féﬁgr)el
derivatives wherein R and C are as above8defined and Y is a dival ent

am nocar bonyl (-NHCO ) group. According to another still preferred

enbodi ment Qfitht (R fefi QBkurABd of hAsABARAUOZE, Qpclmkymbxa Y;(dlaauey]@xys ghdupowani do
derivatives wherein R and C are as above defi ned dival ent

sul phonyl (ingnd, Yorginsigpce, xyclapepyth i qyclobuyl,| wﬁqnewgl @ﬁ@hﬁ)@scmomﬁ@nvl

conpounds o arﬁﬂﬁ r approprl ate in the form
" of phar nace‘E?ltcli(g‘;eF}Hﬁ a(%’ce ta%ﬂtog?’sdgle %629{);19& ? ﬁﬁ?OWI ng )
N-{4-[4-(1, anmzﬁhm@ef 3py¢1ﬁpyr aatofategl \dr) phmwdaﬁechychIhyll goupa; fatler2. N

e S RSN | oY bR e aSe] st Fﬁﬁsﬁw}Z Nttt 2

{4-[4-( 1, 3ybemweenroyl; and/thy hike.azol - 3- yI]phenyI N - phenyl wurea; 5. N-
{4-14-( 1, 3 benzoxazol - oé/l)p razol - 3-yl ] pheny - 3-chl or ophenyl urea;
6. N {4-[4- Mithathsdamm S eyedyheserpfyc wt]hpheh;’rﬂ}etwatmf ﬁ%lsrte%ﬁ@ﬁys

urea; 30 7.piro Iph tend turated, part] turated or fully
N-{4-[4-(1, A RERZ oxazo! - 2- ;Iu p§? azol l-n?finyl ]ap?laengilile} N2 4t urgreopﬁrenyl urea;
8 N- { 4- [ durfsatiyr8ed eithen eoredticdr ppi promatiglhe®rodyklssoely s, }‘or-mstanmrtbwphmeea 9.

b I |
o N-{ZP( [ 43’(316%%58@3‘%5@%%{‘6)Bxife?ﬁ%%ﬁ% fle ]%ﬁ{’%%en%il%ﬁé&%%%@n@% Shenyl
urea; 11. yrb.ﬂn{:4pjrlmiﬂi—n’&erm®1>dazné Byryol)diny, amatolidey inhidhzoidine, imidazoline,
N - 3- th henyl . 02/ 80. PCT/EPII 2/ U099S -1
%\I—{4 [4m(31 gﬁ(’ ﬁifggg(/azg{"g‘%a?f‘? pyr a‘?B‘Igp%glz ]phéﬁ?"lﬁ]" @%?éﬁesul‘ﬁﬁ%méﬁqﬁi' an, 13.
N {4-[4-( t%trgh}t@% Ia,?dty,g)llayrazol 3 yl ] phenyl } rret hanesul phonam de;

14. N {4-14-( 1, 3- benzoxazol 2-yl )pyrazol 3-yl ] pheny

t ol uensul ph¥ q@errnlcmnon\alb{bpnmcopdqnss betarosxele and inyer)q@Wyzss lindicajed Waeny!
} etha ul q3 ﬁtﬁ

13- benrigs(s)xa&tg }?ﬁ ?thézébiog/ [ gl_’ly p%‘]éﬁ‘)(ﬂde}s further congensec&_}hrough any one of the

N- { 4-[4- (1, Svalﬂahlzohmzis,l wﬂhybemymamgs 3ugh ]ap,hﬁnyin}:ﬂaeaz aquirchdine,l Boqinolide, [ 4- (

{4 [ge?zixgﬁﬁgwgﬁ@%%ﬁ%zz e@ lgq e"ﬁybf‘%ﬁﬂg e 3 carboxam de; 19. N

S- 2- (2-t hi opbgaesahban )1 1§§z’ c@ﬂﬁd&ﬂ%ﬁﬁéd@ﬂ%%dea nibQo%Qchc or bi-cyclic ring
N-{4-[4-(1, 3- benzoxazol - ) pyrazol - phenyl cl obut anecar hoxani.de;

21. N {4- [sus(enlbgngéfqrzq;:)@a%nhrgugh yrpycp 11933\@11]& ﬁ s }o the oxazole ring in

cycl op?}; rLl o( m de; 22.

N-{4-[4-(1 enzoxazol 2-yl)pyrazol - 3-yl ] phenyl } di cycl ohexyl acet am de; 23.
N-{4-[4-(1, 3sbb¢|mmélwledzcmaypwrmta@qumwwqmmﬂ@bpﬁmémkd@to the
N-{4-[4-(1, 3- I C am, de;
A e e e

} ment hyl oxyac e anofdee ﬁﬁsht}i\d-ler{e4n{oﬂetj( Alternatively, C may represent an optionally

&I—?4b[e22?)ia e F&‘é‘?é yraogoélypirﬁg?rg‘%%g)éc%lf P?Iﬁ% E}‘Iﬁr}g ?ﬁ?ﬁa acet am de; 28.

N-{4-[ 441, 3-benzoxazol - 2-yl ) pyrazol - 3- yI ] phenyl }p| colinamde; 29. N
{4 [4-( 1, 3-benzoxazol -2-yl )pyrazol #phenyl p-tol yl acetam de; 20 30.
- [ 4- (1, Beprsdingxigz Bie- megnings, provided 3Ef/>y | ®e by |4 |fcthe as#idy groupy may. be

N-{4
4-[4-( 1,3 0 p@%n gam# 32.
f\l—{g [El (1 8&§enzgxazoﬁr%§1¥éq ¥§/?§z% y3%tyh-1]e] %és%tn%eﬁo%ﬁg%g@gc ta g%e; 33.
N-{4-[ 4- (1, Bbdrvenadigatedl| - 2- yI ) pyrazol -3-yl ] phenyl }t hi ophene- 3 car boxam de;
' l:jffeaN- {22 %gln( ﬁnﬁés?)gct 1hl§ssb§trﬁ%r%gez ?nldlcaté/ )V«F/)lﬁlr ﬁuzoéerrg %Hg%rh] we mtencf py!

N-{ 3- [ 43¢ 6- fradr, cﬂloﬁn&;%mmab@iod&@/dtarayr azol - 3-yl ] phenyl }-N -ethyl urea;
.36, N-{3-[4-(6- rreth | -1, 3- benzoxa ol-lz &yrazol -yl ] phenyl }- N -i sopr opyl
urea; 37. ith the term 0X0 we inten acar onyl (>C group

N- { 3- [ 4-(6- Wﬁt}hbﬂe t?:m:f’ p@ﬁﬁ%ﬂﬁﬁ’@@ latidn Ybe) Wern@ ;y alkyt! ér&h}?ﬁy LI}O'VU deﬁh@dmémgr ea;
38 N { 3-[4-(6-nethyl-1,3-benzdxazol -2-yl razol - 3- }3]/
“N -3-chl or oubtstitwyed by @g} ogmogpfluorine atoms such as, for instance, tnﬂuoromet yl, 2,2,2-

N-{3- [ 4- (O gRi ity r, PARRNGARY; icdthd Rig azo! - 3-yl ] phenyl }- N - 4-F1 vor opheny
ur ea; :

N-{3-[4-(6-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -2, 4-f | uor ophe
nyl urea,;




41. N-{3-[4-(6-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N - benzyl
urea; WO 02/ (16280-t -12 PCT/EP(12/01199a 42.

Nl-{3 [ 4- (%ﬁﬁf/mk(ul 3- benzoxazol - 2-yl ) pyrazol - 3-yl Jphenyl }pN,eftn/iBsda0Xyphen
yl ure

N-{ 3- [4 (6-met hyl - 1, 3- benzoxazol - 2-yl ) pyBazol - 3-yl ] phenyl }-N -2, 6

di net hyl phenyl urea; 5 44.

Nl {3-14-( 2 ;! Pesrh Y1 of 1 B 0E QKR ZMar & the sRiYled A -tRat hy phe)Erdupy or Subtitdeay phen
yl urea;

Sp{s [ 4- ( 6- heinry defined, pis, dasianse- Asy |yl ohetgrogydplalianl 1aleransh e dlkoRhonan

e; 46.

" N-{3-[4- (6- alkoF_(l{/e}lkylo%%y berr\,_'llal on _a]kyl?rgx%lgcr:aég% yl hetijoc%cl%]cilrbonylhglk lsalr}lug% onam

deI 47. N h{a@Az[.rﬁm@,GalkghhyJ axtylthB} dnyiaeioo)l, wsglpmt@nd 3htyh]c@Hmylto}be

t ol uensul phonam d

, 3- benzoéazSPnS?uyﬁ?frﬁg‘rtg%?mgs %{th‘f Eﬁ[’uoélﬁ ?’OT iy %‘éhheeg Fﬁhgﬁeam de; 409.

ﬁ%g H Eg Imtﬁy:exd:nﬂeﬁ&ﬂéﬁsxmiﬁcﬁ}lylr)omdr arhe:{wnﬁe ydn]ypdwmudy]membmhyianirﬁo.
met - enzox razo I enzam de; 51

N-{3- [ 4- (6- ﬁ‘l‘-!ﬂ‘yhaslf% bnisded, 8t azc%% 56 &raug) b}ﬂﬁﬁ ﬂiﬁﬁé RO ARy

car boxam deypwbripthe Mkyl moiety is further substituted by aryl, both aryl and alkyl being as

{3-[4-(6-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3- yﬂ’phenyl ci s- g—(Z

t hi ophenecarbeve/defined. - cycl ohexanecar boxani de;  53.

N-{3-[4;(6-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3 yI]phenyI }

cycl obu%anecar boxam' de; 54. N-{3-[4-(6-nethyl- - benzoxazol - 2-yl ) pyrazol - 3

2 0 yl ] phenyhaimayaticafip at@pabhr it affiticesonipounds of formula (I) are the acid addition

Sli_ g;ﬂ[ ghésy@t&g@m argo b%)gcz Oq)éf (Z)roglamc eg p%%aquydrocmc]rﬁ:h%y)érotkomlc sulphuric,

{3-[4-(6- ”Etp@béhto%c?’ Sﬂfbﬁﬁlﬁiﬁézoziceac Y ltoi fydrazcetic, 3 pyddigieNlycblic, lactic, oxalic,

di phenyl acet am de;
N-{3-[ 4- (6 mlwyc,-rmala:, FralgioxazEic Sitgir) heprais.criomunic, perdslie netbanespipeonicy 5

car boxa

e e onic and salicylic acid, as well as the salt w1th inprganic or_organic bases, €.
N-{3-[4- 15 l-Il fg Penzoxazol - 2 2-yl pyraon f enyl }rr%nt hyl oxya(g:et am
de; 59. alkah or alkaline-earth metals, especially sodium, potassmm calcium or magnesium
N-{3-[4-(6-

h | | t
N (3[4 (o Murmpdes; FRERIR 00 pEaoplYt 238ra ) %ﬂgg%l%"’“g%y:"g%g?tag de
g(l). 6'; { 3- [ 4t @hytehing| ethyldmires) diRMazohing; tritthplandaodr @patidimheny| } pi col i nam de;

N-{3-[4-(6-nethyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } (p-tol yl )acetam d

e 63. 79 W1thm the com ounds of formula (I) ob_]ect of the mventlon, the R-Y-NH- group can be
N-{3-[4-(6-neth enzoxazol - ‘fjl pyrazol - 3-yl ] phenyl } succi nam de; 64.

N-{3-[4-(6- rmtphsmoq 23(onb¢bz SxXaetd)-2-4; (Pap) rof st pmlempmw}w'éh fespeRt o et ani
N {3 4- (6 RRTRICTEPEEeratly, 6 090 RyYING m10% 530 DOsign e o R e
acetam de; W O 112/0l 28(1.1 PCT/E P112/(10995 -13
Preferred compounds of formula (I) are the compounds wherein R is selected from
25  straight or branched C,-C; alkyl or C,-C, alkenyl, aryl, aryl C,-Cq alkyl or 5 or 6
membered heterocyclyl, saturated or unsaturated C,-C, cycloalkyl or cycloalkyloxy
optionally further condensed as above defined, or optionally benzocondensed 5 or 6
membered heterocycle having 1 or 2 heteroatoms selected among nitrogen, oxygen or
sulfur; each of which being optionally substituted as above defined; Y is a divalent
30  group selected from carbonyl (>C=0), aminocarbonyl (-NHCO-) or sulphonyl (-SO,-);
and C is a benzene or a naphthalene ring or it is a 5 or 6 membered heterocycle with 1 or
2 heteroatoms selected among nitrogen, oxygen and sulfur, each of which being

optionally further substituted as above defined.




66. N-{3-[4-(6-nethyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } t hi ophene- 3
carboxam de; 67. N {4-[4-(6-nethyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl

} 9 fluor am de; 5 68. PCT/EP02/00995
I\I—{4-[4-(W&?l[19@1 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }(C3 !
10

di met hoxyphenyl ) acet am de; 69. -10-
N-{4-[4-(6-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl | phenyl }

1- (am nocar@iNilore ﬂrefé‘féhoﬂhﬁﬂatﬂﬁcﬁéspoﬁ@m%mi&nds of formula (1) wherein R is a
N-{ 4-[ 4- (6- net hyl - 1, 3- benzoxazol - 2-y % Crazol yl] Ep tonI) 1 10

cycl opent arsé@ighboxabrapched 7G,-C; alkyl or alkenyl, phenyl phenyl alkyl,

: N{4 3[2 Egtx{]&ghﬁ,& zr?aﬁa%;[;t %fe?gm?@\eﬂ&y%@@lﬂyﬁ )ﬁlll]‘:ltl)}n,enl)é(l))}azolyl, thiazolyl,

{4 [4 (6 rrq:tylngdo-l)ﬂl 3-dyelupoopat,ol <Pelybytply r acyllop@atyll] ptibroydne}9-gl,  cyclohexyl,
Che T 1B, nRleR ghncp s Lo efdipuspbihy. pipgridiaptr ferhydroquinaline;

net hyl cycl %EIQWWH&T Béihp @yasnall fu?tﬁer Nbstxtuted as above mdlcated Y is a divalent
{4-[4-(6-nethyl -1, 3-benzoxazol - % yrazol - g_ en 1- napht al ene
ami de: 75. O selactediray saphonyl & GRUBRSALbY ny ﬁ é|0r suiphqriyh éri:3);

1- phenyl - | dg:ov2Qind Gin b
N-{4-[4-(6- é}n}ét %OJ Q&g&gﬂgnme pyﬁ) 1[;lyra§o‘fac% of M e?le;/ %ptlonally further
met hoxyet hovubjtatutet asableve iFdicatpd.

{4-] 4-& -nmet hyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 2-(4
chl or obenzoyl ) benzam de; 78.

N-{4- [ 4- ( 6- A&dopdihg 1o Bpft&ﬁ’a@mﬂnﬁeny b thy iaventiod -tk ahpaunts 8f fofmudlaX]) are
ni t rophenyl ) pr.opi anam d

N-{ 4- [4 (6- %@Hﬂeﬂiatg’eséﬂ‘f&l%i‘o?“dzcﬂfﬁ BY ropvs  defingd pnd, &nip|a divplgot carbomyl y ¢ hi a

zol e 4-car b(tg@;@ %@
{4- [4 (6- net hyl 3- benzoxazol 2-yl) pyrazol - 3-yl | phenyl }
2(benzy! oxyhesobding to anithes preferssterabsdimpet 0f11wrnb@)¢mm the;cogpouigts, of fprmula

{4-[4- (gxyc(a):]%rgnurle%obda %'gf(%%% e%elxlli %X&%Zgle §s Qﬂdvggﬁﬂﬁéd hnc?Y is a divalent

(benzyl amno yCl o eXxanecar boxam'd
{4-[4-(6- n&trﬂmylbealb(ﬁryﬂ)wﬁz)(yretﬁr yI )pyrazol - 3-yl ] phenyl } 2,2,3,3
tetramet hyllg(\{cor 1R %.gg&lg{ lsot preferred embodiment of the invention, the compounds of
formula (I) are sulphonamido derivatives wherein R and C are as above defined and Y is
a divalent sulphonyl (-SO,-) group.
20
Specific, not limiting, examplés of the compounds of formula (I) of the invention,
whenever appropriate in the form of pharmaceutically acceptable salts, are the
following:
1. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-methyl urea;

25 N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl }-N'-ethyl urea;
N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl } -N'-isopropyl urea;
N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-phenyl urea;
N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-3-chlorophenyl urea;
N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-4-fluorophenyl urea;
30 N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-2 4-fluorophenyl urea;

N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-benzyl urea;

o ® N kWD

N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-4-methoxyphenyl urea;
10. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]Jphenyl }-N'-2,6-dimethylphenyl urea;
11. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-3-methoxyphenyl urea;



WO (12/ U&X8U~ PCT/EPII 2/11(1)9s - 14 83.
N-{4-[4-(6-nethyl -1, 3-benzoxazol - 2- yI )pyrazol -3-yl] phenyl } 2, 2-di net hyl -

pentenam {4-[4-(6-nmethyl -1, 3-benzoxazol - 2-yl ) pygEgfbrduds] phenyl
2,2 di Qf‘% Aoty i de: 5 a5, e

N—{4 (4-(6- rret hyl -1, 3- benzoxazol - 2-yl ) pyidazol - 3-yl ] phenyl } 2, 3
di chl or ophenoxyacet am' de; 86.

N-{4-[4-(6- metm K i(ﬁslb%ﬂz&w@ 915pFhAolh g [yARBEnyd  enk&eeNYhdranfld&

trimet hoxy I\ﬁl acet am d
!

N-{4-[ 4- (6 hae y4- H(Bm@nmxaﬁd -yRpyrazoby rdlpbenyd} pethpresnlphpranidgo

LA Da A RN I Shenazol 2-viypyrpaol3:yllphpnyd) oluenaulphanaride;

di br onobenzEmNd¢4-[891,38enzoxazol-2-yl)pyrazol-3-yl]phenyl} ethanesulphonamide;

f:ll4m[9:1hf) L@ﬁn{é’g‘ (ﬁg%ggé(o%%gl-zz-yﬂp)}r%- -y?]phen)xucggmlge b 2,5

N-{4-[4- (6 TTEN"ngl {&(83%1‘1\2(@&@@(3 yIZoytho B ryafknyd) benkahidey| } 2, 6- di chl or opyri d

i ne 4-car boxamn

Sp { 4t L 4I E) 6- Hedhyd 14 (3315’@1%%%@ ylmm%;rﬂhabpnﬁlghr?ram%cmosamlde

I e en

N o [0 Con IR FH4RES benzoxazol 2oy pyazol-S-yllphenylyig-2-Q-thiophepecarbonyl L o
br ormbenzam deycl@ﬂexanecarboxa.mlde

N-{4-[ r o p?EF wqﬁt é(?éﬁ)%gzzo%(l?o -yl?p)x-ago'? il ﬁ]%?wny%}()S'lcld%ggplgclza}bzoxamide;

acet ox
N- { 4- [ 4- ( 6- peNI4{4-( B3 benzoxsacl @-ylJpyrhopp rydlphkenyd} giiclopbstandchrboxamide;
benzyl oxyphen ]

N-{4-[4-(6- %&T?%T%?g%g’gﬂéq%gﬁﬁﬁ -yBpyrrzobdediohenytdiey qleherylapetamide;

bi phenyl carppxa 1,9%enzoxazol-2-yl)pyrazol-3-yl]pheny! }diphen lacetarmde
N-{4-[4-(6-net h;{/rzl‘-({l&(é- benzoxazol Y%er rya]zpo -y}y? f}{ -brono- 4
fl uor obenza?ﬂ e {4-64-(1,3-benzoxazol-2- yl)pyrazo 3 y]]pheny]}lsoxazole- -carboxamlde

N (4 (46 SBAL 14 B2 RERZQIATO) R RN At LA RNGRYck B o7 04 30

nmet hyl suI fony
26. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } nicotinamide;

27. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl} phenylacetamide;
28. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } picolinamide;
29. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } p-tolylacetamide;
20  30. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} succinamide;
31. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}tert-butylacetamide;
32. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } thiophene-3-acetamide;
33. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } thiophene-3-carboxamide;
34. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]Jphenyl }-N'-methyl urea;
25  35.N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-ethy! urea;
36. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-isopropyl urea;
37. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl } -N'-phenyl urea;
38. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-3-chloropheny!
urea,
30  39.N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-4-fluorophenyl
urea;
40. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-2,4-fluorophenyl
urea;

41. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl } -N'-benzyl urea;



98. N {4-[4-(6-nethyl-1, 3-benzoxazol -2-yl)pyrazol -3-yl ] phenyl } 2-fluoro-6
i odobenzam de; 99.

N-{4- [ 4- (GyvoBb/skasl, 3- benzoxazol - 2-yl) pyrazol - 3-yl ] phenyl } gefkBeyfbnzam de
;100. )

N-{4-[ 4- (6-net hyl -1, 3- benzoxazol - 2-yl ) pyl2azol - 3-yl ] phenyl } 2- ket obut yr am de;
WO U2/ 080~ PCT/ EP02/ (1(1995 -151 O 1. N

{ 4- [ 4- (5- chhMN-{ 3, B bantiopi d70ber2oydzb PR +yApPtazs-Y-y11PR@HYI-NE4-methoxyphenyl
2met hoxypr opi onam de; 102. N
{4-[4-(5-chl o™, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 2-nethyl-4, 4,4

trifl b b 0L 6. AN 22 23 nyl}-N'-2.6-
{ 4 [ 4 ?E?cﬁ?%?ﬁﬂfﬂ‘%f%g‘ﬁi*ﬁﬁé’z engoxaRoL 2 YR Tezgl-3 iy iphenyl ) Ni-2.6
2- napht al cnearimethylpbeny! urea;
N-{4-[ 4-5-¢hl - | - 2- | -.3-¥l]ph 3-(,2-ch -6
11 Gor opienyt TS LG RS 50 de k- B RRege: SRR NS TS phen
{4-[4-(5-chl ompeal, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }
3-(2neth i ide; 10 106.
N (T4 (5 B PO st RSB R EEhrveg  ppsenl: 5y phepmihsazpacsplnhonenisg

propi onam dgs. N-93{4-(6-methyl-1,3-benzoxazol-2-yl 1-3-yl 1 ide;
N-{4-[4-(5-chl o?o-{ 1,( 3- ber%lzoxazol -2-yl Hﬁ%r%? - SYSI?}]CSKQrTﬁ}}aélesmphonamlde’
-y

(di et hyl ani ho ol &pt-theethyd!, 3-bepgoxagol-2-yl)pyrazol-3-yl]phenyl } toluensulphonamide;
Eﬁé% ﬁ;/ |(ng fg 82 %ﬁ%ﬁ%&@%ﬁ%QQ%@%éﬂszfSfﬂﬁ?\laigfily}]]&]he%?% leth%nc?%ul]pﬁonamide;
(N (4-14-( |5-4£hINalr{b{%(@mmﬁ«_’mﬁatzanﬁ%zvl-awpy«nodl-ﬁym;bﬂenweacet&raide;
enyl su i opna : . i
N {4- )(/4- ( 5 gﬁ %ﬁ%ﬂg?@m&gﬂ’? 6%3‘}%9’??9\'3'591’3%‘?1:%Yl}?ﬁeﬁhléh‘;ﬂz}a@}df,i 5
tri met hoxy benNas-pe(s-2RthiL13- 2- 3 3.
N[ I{ Ze [ 4? ?é CR| OEBOP?f 3- btehr%{z o>? abze(r)llz c-”(2&-Z§)lll % gly)’r”ér%‘?l-33’11}‘?}}68?%1%%1}’?”}"?,“33
di et hoxybenzaff@examide;

N-{4- [ 45( 5 shNar Rl GimBRT s8kodedl- ) Db AAI- 3 RPN B2t 3. 4

di met hoxybenzam
N- { 4- [ 4- ( 5- chHuephene@rimmyholxepobdheRangcirbyxanmide:- 3- yl ] phenyl } 3,52 5
di acet am do, tdes 114
{4-[4-(5-ch o%gﬂg@ﬁ’é‘ﬁz3&%?;3‘?@59’@???%%?’9%{?@%1:3% ] phenyl } 3,5
di br onobenzanytphen¥oyclbbutanecarboxamide;
{4-[4-(5-ch] oro-1, 3-benzo | -2-yl)pyrazol - 3-yl ] phenyl } 3 -
acet oxyben z%‘nﬁ; &1-[%(%mft%gf—?ﬁl_?benzoxazol-Ql-yl)pyrazol-3>-/
{4-[4-6D-chlo gpgen?r}lg%g%@gﬁgﬁ%mwr azol - 3-yl ] phenyl } 3 bronobenzam de;
117. N-{4-[4-(5-chloro-1, 3-benzoxazol -2-yl ) pyrazol - 3-yl ] phenyl } 3-chl oro-2
met hy| benzat de{3-[416p-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
N-{ 4- (4- (5- Ch&ﬂﬁ&h}l}ﬁic?@l%%@aﬁﬁdéﬁ' ) pyrazol - 3-yl ] phenyl } 3- cyanobenzam de;
56. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} diphenylacetamide;
57. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }isoxazole-5-
25 carboxamide;
58. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } menthyloxyacetamide;
59. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } nicotinamide;
60. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } phenylacetamide;
61. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} picolinamide;
30 62. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} (p-tolyl)acetamide;
63. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } succinamide;
64. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } tert-butylacetamide;
65. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl} thiophene-3-

acetamide;



WO 02/0C280 PCT/EP(12/(1099; -16 119. N
{4-[4-(5-chloro-1, 3-benzoxazol - 2-yl ) pyrazol -3-yl ]phenyl } 3

fl uor ophenybasggéam de; 120. <
N-{4-[4-(5-chloro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl | phenyl }5CT/EP02/0099°

met hoxycycl ohexanecar boxami de; - 5 121.-1$-
{4-[4-(5-chloro-1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 3-nethyl -

cycl ohexane6@GMNbq344(6lenetyl A23-behzoxazol-2- yl)pyrazol -3- Pll]phenyl}thm hene-3-
{4-[4-(S-chloro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } %

met hyl t hi opro AAEE: 123 N {4-[4-(5-chloro-1,

. 3-b d 124.
3 Doz oxaz 6T ALY AYG Mgl 3 ULbER() b RO g0t onar de

di met hoxyphenyluprpesarbonagdde; 125, N-

Lo L oo SRS ket gl RS .
{4-]4- (g chl ordométh8xyphemydyeenamid:; yl ) pyrazol - 3-yl ] phenyl }

4-

N- E ZeEZ ?EO@ ’i(ﬁﬁ(%ﬂi)(@ @w? d;l’amzo’zﬂ;?l FahPyRgeL: By lphesnbdpminasarbonyl)-1-

di br onot hi ophepgogmggf{ejag)@@m,ﬂﬂe 128.
N-{4-[4-(5-¢hl oro- -benzoxazol - 2- ylg Y)razol | ] phenyl } 4- acet am do-32 0
Y

ni trobenzam§&- {i—t@(6 m.ethyl 1,3-benzoxazol-2-yl)pyrazol- 3-y Iphenyl} 1-(p-tolyl)-1-
{4-[4- (% chl o 9013%&1&%%9&%?9&2 yl ) pyrazol - 3-yl ] phenyl } 4

acet am dobut yram

{ 4- [ 4- (5- chlloMNo{4-[B{bmethykd Zeben2oxdzp pYytipptazd- 34 MpHeanh} 1 ,2}3, 4-tetrahydro-2-

bi phenyl car boxami 25,131.
N-{4-[4-(5- chlngprﬂotgfnefn}i%%zoxazol 2-yl ) pyrazol - 3-yl ] phenyl } 4- br ono- 2

f 1 uor obenzard. e {4-[88-methyl-1,3-benzoxazol-2- yl)pyrazol 3-yl]phenyl}1-

N-{4-[ 4- (5-chl or o- 1, 3- benzoxazol - 2- yl ) pyrazol - 3=y | phényl } 4- br ono- 2net hyl be
nzam de; 133. cyanocyclopropanecarboxamide;

N Lo LS mhiorard SRR sdbokiab- 2 Db facli iRy ! ) 4- bromo-3 3 0

nmet hyl benzam de;

{ 4- [ 4- (5- chl omsthy]@clrpropsned edarl@xgindsy r azol - 3-yl | phenyl }
N ([ 4 (5 TEREH ‘f-m%‘gﬁﬁgfé%enfowoﬁ-e;ym%crl-agﬂ;nwéwmylzfalem 8Pl pha
met hyl pheny’lSaNe(@c[ﬁ (ﬁemethylAZ -2 6Xa281 2-y1) PNt SERCU I HRRAD 5-phdry1 4 36.
N-{4-[4-(5-neth zoxa ol - 2-yl )pyrazol 3- yI ] enyI }4 cyanobenzam de;
|37. N-{4-[4- f%d%PWC OOXASoxazol - 2-yI ) pyrazol - 3-yl | phenyl } 4
di et hybam n@bsngam- ($emethyl 1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} 2-(2-
methoxyethoxy)acetamide;
77. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 2-(4-
chlorobenzoyl)benzamide;
78. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-(4-
25 nitrophenyl)propionamide;
79. N-{4-[4-(6-methyl-1 ,3-benzoxazol-2-y])pyrazol-3-y1]phenyl }2-(4-pyridyl)thiazole-
4-carboxamide;
80. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl } 2-
(benzyloxycarbonylamino)-4-cyclohexene-1-carboxamide;
30  81.N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 2-
(benzyloxycarbonylamino)-cyclohexanecarboxamide;
82. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,2,3,3-

tetramethylcyclopropanecarboxamide;



5 138. N-{4-[4-(5-nethyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ) phenyl } 4

di nmet hyl am nobut yram de; 139.

N-{4-[ 4- (voBidi¥dl, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } et bBasxppeny! acet
am de; 140.

N-{4-[4- (5-net hyl -1, 3- benzoxazol - 2-yl ) pyiédazol - 3-yl ] phenyl } 4-i odobenzamni de;
10 141. N {4-[4-( 5-nmethyl-1, 3-benzoxazol -2-yl )pyrazol-3-yl ] phenyl } 4
i odopheny| ag®MNa#-{e|6-inkthyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,2-dimethyl-4-
N-{4-[4-(5-nmethyl -1 benzoxazol 2-yl ) pyrazol - 3-yl ] phenyl } 4

i sopropyl phend¥ E@P’ﬁade 143.

: N§4 L4 (5- gagtmxh Ld-(@nteﬂ@mmgaizozml-m}')b%%l:ﬁyb]ﬁﬂ&%m-} 4-nethyl -3 15

ni t r obenzam de;

N-{4-[ 4-(5- rreth?PthithX@éWﬂWazol 2-yl ) pyrazol - 3-yl ] phenyl }5- (2

e ggﬁlzgz:gg?ﬁ\g ?gé)ygn;égj ﬁz%ﬁag%??'}?})%%l hcn }}gb3t| nam de; 20 146.
N-{4 [ 4-(5- netdwxﬂormpl&anQMmzdﬁ 2-yl ) pyrazol - 3- yI]phenyI } 5-acet am do- 2
trob
RII- { Elo[ infg%ﬁﬁﬁ{%mﬂﬂ&gﬁ%\m%] ST v %YUPI]GEHB?B?‘I 85henzoyl pent anani
de; 148. l\l—{4-t;[,,4,etq15x e hcelafﬁrdbenzoxazol 2-yl ) pyrazol - 3-yl ] phenyl }
yphiehyl
5- br ono- 32 Iacet am de; 14

N-{ 4- [ 4- (5- %t {4 %m@wﬁ/%)éalmzoml SV pyasel-BylphessBAv 1 S

chl or ot4lj anap e; 150.

N-{4- [41f'U( 5- m?ﬁdﬁ%}&}%nggﬁég;mgzéol 2-yl)pyrazol - 3-yl ] phenyl } 5- net hyl -
phenyl pyr az#§.&- 44-649((6301>¢ﬁml-de3-b@lzovaS&Z-pryrazol-3-yl]pheny1}2,5-
{4-[4-(5-nethyl %m%%%%pdéazol -2-yl)pyrazol -3-yl ] phenyl } S

met hyl hexanam cPe

N-{4-[4-(5- 89311\11%-{4(63%&1}'2-02635@@2&2361 2 8Y)paandl- Byl}];bﬂemm-}m&} 5- met hyl i soxazol e
4- car boxam de; 2/ 11&2811~ PCT/ EP(12/ (1W99; -18 )

N-{4-[4- (5- rreldHWth‘ix WY0%azol - 2-yl ) pyrazol - 3-yl ] phenyl } 6- acet oxy- 2
napht alygneagn, de4-4- 1-1,3-b - -
(a4 (18- ot By { t3?%eng*gxazolcinzo’§ﬁzfp)2/ Iy(li)}zayéragol -3- ?/]]phenyl}Z 6}dlchloropyr1dme
6cyanoni cot i nérﬁﬂd@xawld%S N-

{4-]4-(5- h z -y e

7-chl or o- msé ?\q I{‘iLg?3 ‘ﬁﬁ‘?o (“% %éﬁ? I’Z%- (?y&l;gr'}g %gm de; 156.
N-{4-]4- (5 teldimmhylberﬂzaﬁudrenzoxazol 2-yl)pyrazol - 3-yl ] phenyl } - N - net hyl
urea; 157.

N-{ 4- [ 4- ( 5- Tt SH O nedyhd fveea020b 2y Dpyarad Y Iehepy ) brageipmidoss- et hy!

urea; DH8. bromobelnzamlde o . I I ) I I
N-{4-4-(5- tert -1, 3-benzoxazol - 2- razo en N -isopro
10{ ur E:a ( 153 I -(6-methyl-1,3-benzoxazol- 2-%])%))9%1201 3- yl]phenyll 9 yI}- propy

N-{4-[4-(5- teg&&&gﬂcp]@&ngg@zoxazol 2-yl ) pyrazol - 3-yl ] phenyl }-N - phenyl
urea; 1b0

N- { 4- [ 4- ( 5-%4eN-It4(6-methybédhenaoxdzob2-yl)pyywralAeylighenyl}pheny! } - N - 3chl or ophe
nyl urea; 161

N {4- [ 4- (5-t ePPEAQPPReY 958 R0de /o1 - 2- y1 ) pyr azol - 3-yI ] phenyl }- N - 415

f | uor o@%eny9ds. IN-&&[4- Q&Sﬁhethyl 1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-

N-{4-[4-(5-tert u nzoxazol - 2-yl ) pyrazol - 3-yl Jphenyl }-N -2, 4f | uor op
henyl urea; 1% car oxa:mg

N-{4-[4-(5- 9@&@41[4(6 &lcﬁrybersmaamzoﬁz Ypr AN Hipten i Plbesnb 4= N - benzyl

urea; |64
N-{4-[ 4- (5 t eflupigbgnzamide; henzoxazol - 2-yl ) pyr azol - 3-yl ] phenyl }-N -4

97. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-chloro-4-
30 methylsulfonylbenzamide;
98. N- {4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl)phenyl } 2-fluoro-6-
iodobenzamide;
99. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-fluorobenzamide;
100.  N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 2-ketobutyramide;



2 0 met hoxyphenyl urea; 165.

N-{4-[4-(5-tertbutyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -2, 6di net hy
| phenyl  Unea 2366 - 995
N-{4-[4-(5-t g%t bu('?yl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] pheng/?y-EKPz-/%#)ét hoxyph
enyl urea; 25 167. -15 -

N-{4-[4-(5-tertbutyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3yl Jphenyl } benzenesul phona
mde; 168. MY .4- N4{4-Br(Sectilbrot i3 -bdnidxbaNn20053edzoR 3y pRodyapal - 3 yl ] phenyl }
met hanesul phonanj de; 169. .

N-{ 4- [ 4- ( 5- t erPHRNPIPINUAS o1 azol - 2-yI ) pyrazol -3 30

.yl I phenyl } t phuenguiphREREAISS:1,3-b -2- -3- i -4.4.4-
N-{4-[4-(5-ter t'but{yl Pﬁi 3-_benzoxa§r(?)ila’-xgz-o>lllz)>ggﬂyraazzgi §§/§]PhT"&ﬂm}e2n§’/‘F‘h}yl 444

et hanesul phonamflderobutynamig; _

3;1'2[ 4- (55 teggputyl {4]:E4§(5l-)§15]gr82(1?§-8|eﬁ220_ leo)l-ay};l pzypalzf)lg-iXf'l]]pgpn%lw-ngph%?gegr%d%?’

N-{ 4- [ 4- ( 5- 1@t bNt {A-[41(SechharnZIodbardox 220§-2) )py ezol-3 31 phdrgMangl dHpero zam de;

WO 112/ 11G280-4 P%/ EFl?g/ OOﬁQS - 1? %_73 Dy

N-{ 4- [ 4- ( 5- t e MOTRRIFIY)-3-BeRY 50x%ZoTe- F-cabPryRids ol - 3- yI ] phenyl } chr omone- 3
car boxam de10s. 1X4(4-d-(5{dddrd-1(BpébkRisl-plyl be hr320y! ) pyrazol - 3-yl
] phenyl } cis-2-( 2{ t[{?i-(ophene_cgr bonyl ) - 1- c%/c ohexgﬁggg%@o}xg%yde; - 5 175.
N { 4- [ 4- ( 5- t emShe¥yphanyDpremonsruges] - 2- yI ) pyr azol - 3 yl ] phenyl }

cycl obutpane boyai_deic_ 12 . 2 (. i

N 4[4 T st gﬁ(,ss‘lihg‘g'ﬂzlgxg‘%“cﬁ"?‘iz-";]/?)ypl){F?/ raz0l-3-3IPho Uiy 2-thenoyl)

cycl opent anec grdposamide;; 177.

N-{4-[4-(5- t but yl -, 1,.3-ben zol -2-yl) pyrazol - 310

yl ] phenyl }dlf@;/clblgh%"ivrgéc %rmzlﬁfé,ge%%z Vo AE015 S Bheny1)3-

N-{4- (4- (5- t eqdibthiyldmiho)prdpisraade: ol - 2- yl ) pyrazol - 3yl ] phenyl '}

di phenyl acet aém de; 179,

N-{ 4- [ 4- (5, Pchl Brig-16-Reshinyp-13-benzenazokdadpyzgh 3-pipkens! 133y | | pheny! }

i soxazqlse- 5- cahR@YRN] %yl?}&m%de;

N-{4-[4-(5, 7-chl of o- 6-net hyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl

} ment hyl oxyH¥%et alNi {del4-(8athloro-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl} 3-

N-{4-[4-(5,7- - -1, 3-.henzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }nicotin
am de; 182. N@fﬂ%l}ul@)&@]%%%?%ﬁggﬁet hyl -1, 3- benzoxazol - 2-yl ) pyrazol - 320

yl ] phenyl } phiény | Nc@t[dniSchlorb-183beroxazol-2-yl)pyrazol-3-yl]phenyl}3,4,5-
{4-[4-(5,7-chloro-6- r[,et h&/l -1, 3-benzoxazol - 2-yl ) pyrazol - yi ] phenyl }

pi col i nam de; tjrggthoxybenzamide;

N-{4-[40(5, 121-5192gxgr{a=[ﬁ=(mmfb:1 B-Ber28RE8K 22 DpyrazdiLd-Piipiagl 33y ! 1 phenyl } ptol yl

acet am de; 185. )
N-{4-[4-(5,7- éwrwaW| -1, 3-benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }
succi nam dej;2186y

- {¥[4-(5-chjorg-1,3- -2- -3- -
{4-4-(5, 7-chl or o-{6-[rre(t5hcy}o-r?L,133-%eélﬁg’éa%glzzoIyDBYrya‘chlpBy?'g%%elny -S'S?I ] phenyl }
t ert but yl acet dimhefhoxybgizamide;
N-{4-[4-(5,4»chlQrg-6- | -1,.3- benzoxazal - 2- vl razol - 330
yl ] phenyl }t‘r%i30ph1\gn{g-[g-(§%br"é?ﬁl é’é?enz°’13§§f5iygpyfaz3/“3)' SEIIER S
N-{4-[ 25(5, 7- dhkanmiddboriamilie; 1, 3- benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }
t hi ophene- 3- car 1 de;  189.
N-{4- [ 4- (S-Efhy F“g{i?%%gﬂhéf%i Bebergsezel-2-YDpyyesiriayldphesy) B Spheny| } 4- chl or oal
pha- met hyl pheagihebenzhRie;
115, N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 3-
acetoxybenzamide;
30 116. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl}3-
bromobenzamide;
117. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} 3-chloro-2-
methylbenzamide;

118.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-cyanobenzamide;



WO 02/ (1(r2811 -20 PCT/EPO2/U099S 190. N-

{4-]4-(5-ethyl sul fonyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }
4cyanobenaggiossesdOl- T/EPO2/00995

N-{4-[ 4- (5- et hyl 801 fonyl -1, 3- benzoxazol - 2-y1 ) pyr azol - 3-yI | PB4 et hyl am
i nobenzam de; 5 | 92. -16 -

N-{4-[4-(5-ethylsul fonyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4di met hyl a
m nobut yr amld®;, MNP4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3- yqphenyli}
N-{4-[4-(5-et ql sul fonyl -1, 3- benzoxazol - 2- yl') pyrazo ] phenyl } 4et hoxyphe

nyl acet ami de: upropheny acetamide;
: :\t)fjgbgﬁzgﬁl- gg@thl{i -PA-chlord: REBER2RAMI 22y Ypyrl-340]phdny( 4.Phenyl } 410
:\I—{4t [ 4- éIS et Hyethorycyelphexaneahoxamidez ol - 2- y1 ) pyr azol - 3- yI ] phenyl } 4i odopheny
,lacetam ge;

N-{4-[4-(5-et ﬁyl Nat4b ﬁgﬁ-ghic’)rg-lb%rt]acza%z)?g%ql 22y1\};r)3raz§>l gzy&ph%n)i} 3B 1 4i sopr opy!
phenoxyacet am ayelohékank@irboxamide;
Ell_ifo{)gnggm?%gyl ﬁug Pﬂe/g-chjférgzlbfgégz)é%gzooll 2- yl¥p))r£z)(/) phgr;y){u phenyl }4-met hyl -3

N-{4-[4-(5-et hﬁétﬁwtﬁl@p}ysbmga,ﬁrdaenzoxazol 2-yl )pyrazol 3-yl ] phenyl } 5- (2t hi eny
| ) pent anam de

19
N-{4-[4- (S ﬂ)%nyN {t-B-Geserrds bermoppaghrimyrazsl-Jyl phemy) 3-5, 62 0

di chl orpmi cot iRARIfEropRMAmide
N-{4-[4-(S pheﬂr%'ﬂl - 1&%‘? benzoxazol - 2- yl') pyrazol - 3-yl ] phenyl } 5- acet am do- 2ni tr

obenzami de; 1201. N- {4 [4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 4-(3,4-

N-{4-[4-(5-ph oxazol 2-yl ) pyrazol - 3-yl ] phenyl } 5benzoyl pent anam
de; ' 25 202%?&*’?"5‘%’@ BHEAT 14} 3 benzoxazol - 2- yl ) pyrazol - 3-yi ] phenyl }

5- br ono- 3pyi24yl BIG{Stt MS%loraﬂﬁ-benzoxazo] 2-yl)pyrazol-3- y]l]phe

yl}4-
N-{4-[4-(5-ph | - 2-yl | -3-yl']ph | Y 5chl t hi ht h
en{e 3[ac(et aﬁ1 2@%1&21@/Aammo)npienﬁg&tam1dg )pyrazo ~yIIphenyl 3 Schl orot hi anap

N L (e 4 1 K- (e (- MG AZDberdoX bR bz Y BRGRY) 4 fedr®t 1Y - 18 O

phenyl pyrazol e- 4-car am de;
{ 4- [ 4- ( 4- met hputoryRetwhbenzamide; 2- yI ) pyr azol - 3-yl | phenyl }

Snet hyl hexa 2

N-{4-[ 4- (4- @hgﬁ i @qgecr}f]zocg?(altz3o‘)er§°x?z)°] 2%&’6732%1'%/?']]81&%\9({/}]4}55 met hyl i soxazol e
4- car boxam de dlbl‘OMVfﬁld]ﬂbﬁl{ 23arbokamtidef02/ (10995 -21 207.

g_ ggeg gx;n_a tzi:%éphg'gr @E[gé{ﬁioc ng-l 0‘% é/nz%@./zo yl)p:;)fraél)llip r;'Ierr)]henyi}4 acetamido-3-

N-{4-[ & 4- nehhwbeﬁza%,ib@nzoxazol 2-yl ) pyrazol - 3-yl Jphenyl } 6cyanoni coti nam d
e; 5 209.
N- { 4- [ 4- { 4- Ft hyN={#-[4-(6ehlasecd AobemzoxazphdryAlpyrazal- 3y Ipheamilidy 7- chl or o- 1- et hyl -

6 fluoro-4- oxgRysh R (g&lrﬂl@@ 3-car boxam de; 210
N-{4-[4-(4-nmethyl -1, 3-benzoXazol - 2-yl ) pyrazol - 3- yl ] phenyl } 9f | uor enecar boxam

ide; 211. N3%- [M {@44+ts1chlpro-1, 33bdnzoxaznh2-ol )p2ragolh byl plraly1}3- yI ] phenyl } (3,5 10
di met hoxyphenx@ggﬁg%g%&%l 212.
{

N-{4-[4-(4-ne enz Xazol 2- yI)pyrazoI 3-yl]phenyl} 1

(am no@a&r borjl ) M-{ag,{m(smhmmgcwnb@mm ﬂ-@l)lp 3\|yl]phen?'l}4 -bromo-2-
{4-]4-(4-net h)ﬁlubrlobgnzaengoxazol 2-yl)pyrazo ] pheny 1-(p-tolyl)-1

132. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl }4-bromo-2-
methylbenzamide;

133. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-bromo-3-

30 methylbenzamide;

134. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
carboxybenzenesulfonamide;

135.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]pheny! }4-chloro-alpha-
methylphenylacetamide;



cycl opent anecar boxam de; 15 214. N {4-[4-{4-nethyl -1, 3- benzoxazol - 2-yl
)pyrazol -3-yl ]phenyl } 1,2,3,4-tetrahydro 2-naphtal eneam de; 21 S.

N-{4- [ 4- { 4AvoBi/Moskasl, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } pdr/epo2/n099s
cyanocycl opr opanecar boxam de; 216.

N-{4-[4-(4- et hyl -1, 3-benzoxazol - 2-yl ) pyk7azol - 3-yl ] phenyl } 1 20

nmet hyl cycl opr opane- 1- car boxam de; 217.

N-{4-[ 4- (4- b¥4.hyN- {14,-&benzmyaz,olbeazqﬂai@yz-gg@ha&mw]Bhﬁﬁyll[}J;- 1- napht al ene
am de; 218. I\I-a{y4r-b£{b4- 4-.get hyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }
1- phenyl -1 cy&8 SB%HH @rboxami de; 2 5 219. N

A{4-[4- (4-metdyl - &, @r-{ae(rszxﬁétﬁgpi,3%-eM£&xﬁyélaZﬂ|)pﬁaédl-31)95}5?1@%3'/1}34- 2-(2

nmet hoxyet hoxy) acet am de; 22C
N { 4- [ 4- ( 4- netdisthylamzwperzasidsiol - 2- yI ) pyr azol - 3-yl ] phenyl } 2- (4

. chl b b isde: 12

KEEZY Fﬁ??%ﬁgﬁ?ﬁ%ﬁ%ﬁﬁ%ﬁ%@y YU rbemit2- (4- | 3 0
ni trophenyl)p oA lac
byr 1 dyl )¢ ht 5bl eNaCedrBaRany Dt Fpyradbr Syt phnyda 4
N-{4-[4-(4- ”Efeﬂwx?'ﬁheﬁyheammiio' - 2-yl) pyrazol - 3-yl | phenyl } 2

(benzyl oxycar bon m no) - 4- cycl ohexene- 1- car boxam de; WO 02/ (1 &280.t
PCT/ EP02/ | 1{4hosN-{#A4Adzmethyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-iodobenzamide;
N-{4- [ 4-(( 4- @it hyN: (G-[4SBRhaRYIL T 3-ber éaix oYL RhagAl 4.3- v 1 phenyl } 2
(benzyl oxycar bonyl{anfi rsrg) - Qy%:lll o ggrz]i%ggéo?bo glrﬁr%izé)y 3?2@‘ h

N- { 4- [ 4- ( 4- neti¢dophenyilacetamogssl - 1, 3- benzoxazol - 2-yl ) pyrazol -3 yl Jphenyl }

2,2,3,3-tet t Loprppanecar boxam,de; 5 228.

g 4- [ :1;] ( I4- Ze[?&?ﬁ;ﬁfﬁéﬁbﬁgﬁﬁgﬁ%ﬂ@?ﬁﬁ292’-’%"?‘8?:‘5%8‘&’é‘l'y| ] phenyl } 2,2
I e -4-pe no et ;

{4-]4- )(/4- nep yl-7-i5s prorﬁé/L- 1, ?-ebenzox:i\zol -2-yl % yrazol - 3-yl ! phenyl } 2,2

di met hyl hex ‘ﬁam’ I&-é?-[%ié? thyl-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl } 4-methyl-3-

N-{ 4- [ 4-5( 4- mehivdbedzansi@@r opy! - 1, 3- benzoxazol - 2-yl } pyrazol - 3-yl ] phenyl } 2, 3

10 di chl orophenoxyacet am de; 229. N

{ 4- 4- (4- met¥y| -N={Ad4Papsthyldl, 3berrexascd2en)yrazo)-pym lphenyd B5-(2-] phenyl } 2,4, 6
tri met hoxyphe 1 de-. 230.

N-{4-[ 4- (4- m?ﬁé@ﬁ’%’%ﬁ?‘gﬁw -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 2, 4
di chl or ophehpl ac+{drfitdB:mebyl2133-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5,6-

N-{4-[4-(4-nme i ro&yl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }2,5

thyl -7-is0
di br orrobenzamdﬁ’é!or%%‘?’ ami
N-{ 4-[ 40( 4- rst hyN-{4-[4omiedyll I, L banAdRAD0 27 Ryr 2ol b WPWhaR P! s-aeetddiabiony! } 2, 5
di nmet hoxybenzamiﬂgg; 233.
N-[4-[4-(1,3-A¥ PRApIGE; ) oxazol - 2-yl ) pyrazol - 3-yl ] phenyl J2, 620
di chl or opyrigi nW-‘{ﬂ[@&b—?ﬂ’l‘éﬁ@lQ?Ei-benzoxazol-Z-yl)pyrazol-3-yl]phenyl}5-
benzoylpentanamide;
148.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 5-bromo-3-
25 pyridylacetamide;
149.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl} 5-
chlorothianaphthene-3-acetamide;
150.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-methyl-1-
phenylpyrazole-4-carboxamide;
30 151.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-
methylhexanamide;
152, N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-methylisoxazole-

4-carboxamide;



234. N-[4-[4-(1, 3-napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl Jphenyl ]2, 6
di nmet hyl benzam de; 23S.

N-[ 4-[ 4- ( Wweoakshl 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl | phenyl ]?Cﬁﬁﬁbﬁy%}io 5
bronobenzam de; 2 5 236. N-[4-[4-(

1, 3- napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-y1§ phenyl ] 2acet oxypr opi onani de; 237.
N-[4 (4-( 1, 3 napht h[ 2, 3- d] oxazol - 2-yl ) pyrazol - 3-yl | phenyl ] 2

benzyl oxyphesy.! ate{4f4- ($ermﬂl§r81 3-benzoxazol-2-yl)pyrazol-3- yl]phenyl}6 acetox -2-
N-[4-[4-(1, 3-na tELIZ d] oxazol - 2-yl ) pyrazol - 3-yl | phenyl']

bi phenyl car bo

L4 14- (1) snapht bR b ORT SliscRoctlar B 35ty MhRAY b 2- br omo- 411 uor obe

nzam de; 24
N-[4-[4-(1, 3 reygremgoingmitiepxazol - 2- vyl )pyrazol 3-yl ] phenyl]2-chloro-4

' $E Zyl[ Zﬁfoggﬁggﬁzﬂp@'&f@ﬁgﬂg £ y%%%]yzr / aigh hzf ﬁ%ﬂ?‘??ﬂfh‘%’miﬁh%. S5doben

zam de; 242. fluoro-4- oxohydroqumolme-3 carboxamlde

N-[4-[4-(1, ap r nyI 2-f 1 uor obenzam de
. 243, N[ 4?#2; WP‘%E‘ éa'f% ﬁ?% b&[‘%@@%k ﬁé(gPXFF‘%%#’Q CHYJ W-eh¥iyes2 5
met hoxyprODnsmarrNd 42(4;4tertbut 1-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl } -N'-ethyl
N-[4-[4-(1,3: oxazofne prrl di ne2- yl)p rya)%rl - 3- qp eny}]\]J e r?etuﬂef -4, 4, 4t
rifluorobut W%m 4@ tert utyl-1,3-benzoxazol- -yl)pyrazol 3-yl phenyl{- "-isopropyl

N[ 4110[ 121-_51(( 1, qgg@g,ol e[ 4, 5- b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 2napht al eneam d
€,

N-[4-[4-(1, 35%xa2~10{4e|[44(55teb]>1{nyk-i dib@aﬁoxplzt)lpgﬁyapgazcﬁ%yyl]pjie&ylyt}]'@héﬂylGiﬂéaor0- 6f |
henyl r boxa 47 -[4- (.,
T?g?gxgggl }é[lgo WEW%A' 4 )’(t%'ég utyl-4.83 a&i‘Bﬁ gV])B’Hé?ﬂ}'I:‘I%J F?‘f@ﬁ%‘)?i/phenyl ) propi o

nam de; 248. chlorophenyl urea;

N-[4-T4-(1, Xazo ridine2-yl r azol phen 3-(2-thenoyl ) 15
pr E)pl E)naEH dééloz 4Y-14 l E4 (5- tert@u‘xjtg'/l 1 3-benzox¥12()>1 ilyl)pyrazol 3yl phenyl¥-TJ ( y)

N-[4-[4491, 3- W&Hh@xﬁﬁu?eab] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 3(di et hyl am no)
pr opi onam de

N-[4-[4-(1, 3623xaHo{4e[[44(55e1511upyHﬁhm@»pkc)b%rybmhzo@éyyl]ghh@w]-3 4-

(et hyl sul pho (% e; 20 251.
N-[4-[4-(1, 3-oxaz %}ﬁ ] pyridi ne2-yl)pyrazol - 3-yl ] phenyl | 3
(phenyl sul phahyl Np{r4e[[4|~(6Ftamindpl,-1 3-52nzoxazol-2-yl)pyrazol- 3-yl]phcny1L N'-benzyl urea;

g e R R i

N4z yI ] phenyl ] 3, 4
2 5 di eztdwoxybeﬁéftmn Beny? Bba
N-[4-[4-(1,3 naph g d] oxazol 2-yl ) pyrazol - I]phenyl 13 4di met hoxybenza
m de: 255. 165 N-{4- 4 [4-(5- tertbutyl 1,3-benzoxazol-2- yl)pyrazo 3-yl]phenyl}-N'-2,6-

N-[4-[4-(1,3- mgwlbgeng,-;qwaxazol 2-yl ) pyrazol - 3-yl ] phenyl ] 3, 5di acet am doben
zam de; 30 256.

N-[ 4-[ 4- (1, BotapNt {42 (3-teitlontplz bB-bnzdxppyl2ay Opyraeo)3}yiphemil } -3y 8-
ﬂll- on[rgb(egzgmnq(gm&?gmgl EﬁeSXazol 2-yl)pyrazol - 3-yl ] phenyl ] 3acet oxybenzam de
; 258. 25 167 N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3- _
N-[4-[4-(1, ?]%L]enyq}%egzegleé)ﬁﬁ’zoglamzdeyI ) pyr azol 3- yl ] phenyl ] 3- br onobenzam de;
168.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl} methanesulphonamide;
169.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
30 yl]phenyl}toluensulphonamide;
170.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yllphenyl} ethanesulphonamide;
171.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } acetamide;

172.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } benzamide;



WO 112/ O&2811~ PCT/EPI1 2/ (1 (1995 -24 259. N-[4-[4-(

1, 3-napht h[ 2, 3-d) oxazol - 2-yl ) pyrazol - 3-yl ] phenyl J3-chl oro- 2

met hy| benzggiydRsrsgfo. (

N-[4-[4- (1, 3-napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] ECE/)l}:g%zé 0éqr?zam de;

261 . N { 3-[4-( 1, 3-benzoxazol -2-yl)pydfzol - 3-yl ] phenyl }

3-fluorophenyl acetam de; 5 262. N {3-[4-(

1, 3- benzoxazdi- 2 NJ {ﬁ{{yx(a-ZQ{bxﬁblyll 3-paeYhzol-23RE KeNTbRESXRRESRSfROXam de;

263. N { 3-[4-( genzoxazol 2-yl ) pyrazol - 3-yl ]pﬁ@kylgﬁ%F 3- et hyl -

cycl ohexanecar B‘HQQ’H"H 264. N {3-[4-(

. 1, 3- benzoxazoly: 2-NyJ k¥ 84QtbuR VI 3-9&%3(&0}2 1 10 265.
N {3-[4-( 1, 3- benzoﬂaz(o - 1197 yrazol - 3- yley%ﬁ& ? ﬂg%%;p op| onani de;

266. N-{3-[4- (mlqﬂl@emd;oazbﬂ-gw?oh)epa}neazrbox@n;le] phenyl }4 (3,4

TRl I e ———

(di met hyl ani noynplmnyl}aymmmmearbmwas N { 3-[4-(

1,3-b “2- | h tert but thyl)b d
269 N (3 (6 NSNSt el s sy )

4, 5-di br onot hl NRRAST Sy AGpntmesartiamidd -
N-{3-[4-(5- chlgro 9§ %e%oxazol 2-yl ) pyrazol - 3- yllphenyl}4 acetamdo-3 2 0

ni t r obenzani Jg 2\1’1{4 [4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-

N-{3-[4765-chl gg?;% ) pyrazol - 3-yl ] phenyl } 4acet am dobut yr am
i de; 2726 N—{39i[’]}?1m?1§§aﬁ?@%FP %eﬁ%@(ﬁxazol 2-yl)pyrazol - 3-yl ] phenyl } 4
bi phenyl car B@RaniNtd4-[4-(5t2bBtylNL53-benzoxazol-2-yl)pyrazol-3-
{3-[4-(S-chlor n | ) pyrazol - 3-yl Jphenyl } 4-brono-2
f 1 uor obenzani dgl &ﬁl’iﬁglpﬁenﬁace anfidd
N-{3-[4-(5- QUDOF(N14$4-b9m&ﬁm6|-mahyﬂ-l)D—Bbéﬁiﬁhzo?—ﬂill}ﬂh%}’h}4 br ono- 2net hyl be
nzam de; 275. )I;g? [4-(S-chloro-1, 3-benzoxazol - 2-yl') pyrazol - 3-yl Jphenyl }
4 brono-3 3 0 WV‘B@H%%%@‘C@?WIW {
3 [4- (516Nl ago- 1NERPNESYARRIs-8-rdih P, MbLhaoRaddi IIFYHhzol 3
car boxybenzenesul f onam’d
N-{ 3- [4 (5- chlﬂﬂmmylamethzbmmmdg;l ) pyr azol - 3- yI]phenyI} N -rmet hyl urea;

aron vo 115 172 ST bR BERARIP Bl B et P! 17 et

N- { 3- (4- ( 5- chl dijphehyl3nioetiramide;ol - 2- yl ) pyrazol - 3-yl ] phenyl }-N -i sopr opyl
urea; 280.

N-{ 3 [ 4- ( 5- dRPor N-14¥-bufsblesy Sroathylr b 3ibenzoyazok- 20y inyraaelBy - N - phenyl ur ea;

281. 20 yl] phenyli}iphenyl acetam1de
N-{3-[4-(5-chlor benzoxazol - 37"Zggrazol }phen | }- N -3-chl oropheny

| urea: 5 2883 NN-{&[4-65.(-shiore- érf@eth)(l mmlﬂ pyrazolBazol - 3-yl | phenyl
}- N - 4- 1 uor opigshehyl) picolinamide;

184.  N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl Jphenyl} p-
tolylacetamide;
25 185. - N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-

yl]phenyl}succinamide;

186.  N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }tert-
butylacetamide;

187.  N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-

30 yllphenyl}thiophene-3-acetamide;

188.  N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yllphenyl}thiophene-3-carboxamide;

189.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-chloro-
alpha-methylphenylacetamide;



urea; 283.

N-{3-[4-(5-chl oro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -2, 4
fl'uorophemyd o4eshs 284. N- { PCT/EP02/00995
3-[4-(5-chl oro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } -N -benzyl ureas;
10 285. N-{3-[4-(S-nethyl -1, 3-benzoxazel202-yl ) pyrazol - 3-yl ] phenyl }-N -4

nmet hoxyphenyl urea; 286.

N{l?» [4-(5- mt hwkr {4-[3-(3eRANARAY L 2 3 Weh KA AAY- 9155 prhadt &M phbat) 4.2, 6di met hyl ph
enyl urea; .

N-{3-[4-(5- nephykbinémmémzoxazol 2-yl }pyrazol - 3-yl | phenyl }-N - 315

_met hoxyphen ur 83. i N N ]
N-{3-[ 4-(5- ir/rdelt h ]ﬁa{4 @8@ Stodselfony!-1, 3 benzoxazol 2rylipyrazal- 3yl Iphenyl} 4
}benzenesulphdnamwdnnmﬁaﬁanh{B [ 4- (5-met hyl - 1, 3- benzoxazol - 2-yl ) pyrazol -3

| ] ph t ide; 2 90.
' KI— 12 FZ }ir@‘t ?{ngjﬂégggéﬁ?y?ﬁ@ml'g%’ﬁ?ﬁf@& YIW]‘@HM}]P}’F@[I%MUI phonamni de
; 291, N-{3 [an{,é‘ghyqaﬁlmbuayrﬁmlaenzoxazol 2-yl)pyrazol -3 yl ] phenyl }
et hanesul phonam de;

N- { 3- [ 4- ( 5- M8t hylN={¢- E& (éeqﬁl»ésvéfﬂaﬂ b3penzoxazol d-ypwragobefiphird M-ani de; 25

293. N-{3-[4- gnzoxazol - 2-yl) pyrazol - 3-yl ] phenyl } benzam de;
294. N-{3-[4- %@1 @w#’ra%etgm@ehzoxazol 2-yl)pyrazol - 3-yl ] phenyl } chr onone- 3

car boxam det94295N- {4 [4-(5 ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-

N-{ 3- [ (5 met enzoxazol 2-yl ) pyrazol - 3-yl ] phenyl } ci s-2-(2

t hi oph ecar bborf%}/)}’ fi}cl ohexanecar boxam de; 30 296.

N{|3 L4t(5 1ot ByN {Jar[a (Ssimutioayl- zs%bmm@y%wuomquhsheﬁyn}4-

cycl obut anecar, box

{3- 4- (5- met hiad OPg%‘D'g@ﬁmdafzol 2-yl ) pyrazol -3 yl ] phenyl

cycl opent anggar . L 298.

{3 (5 ey ety ilon ‘%?%3‘?%‘%3?@%%%% e

di cycl ohexyl a&eprapylitien@ggcetamide; _ _
{3 [45( S 153t PRl (B RRRARR) 2 HARAEAR Y7 T ARSIk SRk gt am de:
N-{ 3- [ 4- ( S-t enittubeytandlidg- benzoxazol - 2 yI )pyrazol 3-yl ] phenyl }i soxazol e- Scar
b i d t | - 2- | -3yl ] ph I
}%ﬁtm hyleoxy]%;%et M{éé[ (§[(§§1yt]sfxd_fton§ll Iyg benzox pZy?azo 3-yl? grgy?}ZSO(Z yl1pheny

{3-[4- (S-tert Higmptndndisiagoxazol - 2-yl )pyrazol 3- yI ] phenyl } ni coti nam de;
10 303. N {3-(4-( tertbutyl -1, 3- benzoxazol - ly3 ?] yrazol - 3-yl ] phenyl }
-ylp

phenyl acet atf9%e;N-d@g44-(5-phenyl-1,3 -benzoxazol-2-yl)pyrazo henyl}5,6-

N-{3-[4p(S-tey zoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } pi col i nam de;
30S. l\éO{S [ 4- %@H{%JP% ré.n{?&:n 3-benzoxazol - 2-yl) pyrazol - 3-yl | phenyl }
p-tol yl acet208i deN-{3€8- (Smhenyl 1 ,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 5-acetamido-2-
{3-[4-(S-terthutyl -1 3-benzoxazol -2-yl)pyrazol - 3-yl ] phenyl } succi nam de;
307. N {3-[4- tig% %%#’Bﬂ yI 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } tert

15 butyl aceatam de;{43@§5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}5-
N-{3-[4- (S—te[)gnbz%t?/entangmll()jgnzoxazol 2-yl ) pyrazol - g—yl ] phenyl } t hi ophene- 3ace
tam de; Yip
25 202. N-{4-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}5-bromo-3-
pyridylacetamide;
203. N-{4-[{4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-
chlorothianaphthene-3-acetamide;
204. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-methyl-1-
30 phenylpyrazole-4-carboxamide;
205. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-
methylhexanamide;
206. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl} S-methylisoxazole-

4-carboxamide;



309. N {3-[4-(S-tertbutyl-1, 3-benzoxazol -2-yl ) pyrazol - 3-yl ] phenyl }

t hi ophene- 3car boxam de; 20 310.

N-{3-[4- (%é ‘g(g Iyl -1, 3-benzoxazol - 2-yl') pyrazol - 3-yl | phenyd-pAsislahes 0- al pha
met hyl phenyl acet'am de; 311.

N-{3-[4- (S—tert butyl -1, 3- benzoxazol - 2- yI2lpyr azol - 3-yl ] phenyl } 4cyanobenzam d
e; 312. N{3-[4- (S—tertbutyl 1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }42 5
di et hyl am npienzrojde;-(43héthyl-1,3- benzoxazol 2- yl)pyrazol 3-yl] phen%1}6 -acetoxy-2-
N-{3-[4-(S-tertbutyl -1, 3-benhzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4di net hyl am no
but yr ami de; 3ingphtalencamide;

N-{3-[4- (S, f5€hl RL or.frpE -173- azZ0oh = 2- -yl ] phenyl } 4et hox
- ypheny! acet% )8 defb gg) 3@5@& 13 eREREINE Mpyradt SV el 8

N-{3-[4- (S 7- cyhmmicofinamidey| - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4i odob
enzam de;

{3 4- 5(5 Teni B b6 (epaby: b3 Pepanaadl 280 asnlydayinbeyli %: cplpfopheeﬂv Pai odop
henyl acet am dejuoro- W‘Qx@ﬁﬁdrbﬁ&iﬂm ?@ﬁ&ﬁﬂ&é 110995 -27 317.

{3-[4-(5,7-¢chloro benzoxazal - 2-yl ) pyrazol - 3- gl]phenyl } 4
i sopropyl ph%%xyhlc{éi‘&‘rﬁ“d@ethﬁi B3-benzoxazol-2- yl)PYTaZ01- -ylJphenyl}

N-{3-[4-(5,7- e d gﬁtrrhé 1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4net hy
| - 3- nltrobenzgfrylode cd 19 de;”

N-{3-[4-(5, mlchlUl‘&'H*%BBWVLLﬁéemm&ﬂbpﬁawlﬁwﬂimoyu&&l ] phenyl }5- (2t h

i enyl) tanam.de; 32Q. -

N-{ 3- [BtledES 7- crHﬁﬁIlgt{llS’-()@gﬁ@t'll)ﬂth-aT%c—’ benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 5, 6di c
hi ?5 OFI C?t [ mmﬂhFBI {BRALE- mﬁthlyl -1, 3?l))egzoxazol -2- yll)pyrazoll-)3-yl]phen)|ll}é- I phenyl 15 10
N- 4- (5, 7-chl or o- 6- net -1 enzoxazo yl ) pyrazol -3-yl ] phenyl }5 1
acet ani do- 2- ni(@PBIEH: ﬁgﬁ%hé CYSIQErOPa"ecar%Oxmm de;

N-{3-[4- (5, 7rxhl Rt {lr-gr-gﬁ]@%&r 1.3 3eRRrxaLa 37 A py2adl-BPI IgkeRY 13 Byp-tdiphaoyl } 5
benzoyl pent anam de;

N-{ 3-[ 4- (5 7- ettlopentanasabpyamide;3- benzoxazol - 2- yl ) pyr azol - 3-yl | phenyl } 5br oo

- 3- 1

3-] gyz I et hy suIrTPdﬁ4 V’ % %%&niz\'gxb%%qxaaol 2I 3’?}@)’1’ %ZZOC1)|3 %]p hlen}flﬁ)}'nzhyl te}rahydro-

5chl or ot hi anaphhdph mberﬁeamaiet am de; 325.

ooyt s ar el Y yREH U mengr D BRRAS a0 2oy Rb 35 pnenghy | PREnV! ) S et vl

N-{3-[4-(5-ethy bﬁdégf:l@ﬁbdpaﬂecgrbbﬁiiﬂﬁﬁazm 2-yl)pyrazol -3-yl ] phenyl } 52 0
met hyl hexanam de;

N { 3- [ 4- (5- 2ty %Iu{“r‘fﬁ‘nﬂﬂl‘mithiﬂ-'bérb?wz@l yhyregal-328irhgoyli }phenyl } 5met hyl i so
xazol e-4y carb

N-{ 3- [42%(5 etﬁ% suI CIOéggane aé?]ozxgxmé%eol 2-yl ) pyrazol - 3-yl ] phenyl } 6- acet oxy-
2napht al eneahi. deN P [43@amethyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 1 -naphtalene

N { 3- [4 (5- et%aul fonyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 6cyanoni co
ti nam de; 330.

N-{3-(4-(5-2z18hHyl Nu{#-mnw-m&mﬁl-b,emémzﬁdl-ﬂylWy)rmOﬂ-azﬂ]p%ﬁnyml-phmyyll}7 chloro-1
et hyl - 6-f | uor o- 4- oxoh dr% ui nol i ne- 3- car boxam de; 33

N-{ 3- [ 4- ( 5- et HYFIORTOPBRSFRIOPXAMEN 7 oxazol - 2- yI ) pyr azol - 3 yl ] phenyl }- N - et hyl

3 0 uress 33 N- 14 -[4- (4-meth§l 1,3-benzoxazol-2-yl)pyrazol-3- yl]phen l[}2 Q-

N-{3-[4-(S-ethyl sul fonyl - benzoxazol - 2- yI°) pyr azo ] phenyl } - N - et hyl
urea; 333. mcthoxyethoxy)acetaxmde
N-{3-[4-(5- ut £ - - PeNZRREI2% i &Z = 1enyl }- N i soprop
yl urea; '02 1{1{ fhzg‘lf T%Z&r gg e 2 22y1¥ﬂ))r926l %Zﬁiphgnj}'lhif(’i]
chlorobenzoyl)benzamide;
221. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }2-(4- X
30 nitrophenyl)propionamide;

222, N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl}2-(4-
pyridyl)thiazole-4-carboxamide;
223. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2-

(benzyloxycarbonylamino)-4-cyclohexene-1-carboxamide;



PCT/ EP112/1 1f 1995 334.
N-{3-[4- (S phenyl -1, 3- benzoxazol 2-yl)pyrazol - 3-yl | phenyl } - N - phenyl urea;

33S.

0 (2/062804 PCT/EP02/00‘)9
N-{3-[4-(%Xp e’nyT 1, 3- benzoxazol 2-yl ) pyrazol - 3-yl ] phenyl } - 3-chl ar opheny
| urea; 336. -22 -

N-{3-[4- (5-phenyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } - N -4-f| uor opheny
| 5 urea; 384. N-{4-[4-(4-methyl-7- 1sopropyl 1 3-benzoxazol 2-yl)pyrazol-3-yllphenyl}2-
N-{3-[4-(5-phenyl -1, 3-benz xa,zol pyrazo %I]phenyl}-N' - 2, 4f | uor ophen
yl urea; 3 3 SbenKN 0{‘3"3’1 04‘3'? e)g_anegar 4Gz 0l - 2- yI ) pyr azol - 3-y!

. Iphenyl } -3¥s: bezpilialasReth 1SR 1-1,3-b 1-2-yl)pyrazol-3-
N-{3-[4- (5 phenyl %%genzoilazé)slopmp%)pyfgzzoga%% y?l])pher?yl} N -4 10

met hoxyphenyl yl]pbqryl}:242)3 3-tctramethylcyclopropanecarboxarmde

N-{3-[4(5-pheny(-dy ﬁf&@i. 4RHBF Ao pYi-1 PRz azol- 2 RIS 3ty hedy1$2,2-

di met hyl"phenyl urea;

N-{ﬁ (4- §15 plhdmdéth)ﬂ 43pbnﬁammdde;ol 2-yl) pyrazol - 3-yl ] phenyl }-N -3

met hoxyphen

N (3 [ A (S Pileny -t G- gaRetbaTisormpy L enzurzcly’y a3y lpheny ) 2.2

} benzenesul phg Qﬁexa’%&,
N-{3-[ 4- (5-phenyl - benzoxazol 2- ylzgyrazol 3y| %phen¥
net hanesul nanNdé [45{44nethyl 7-isopropyl-1,3-benzoxazol-2-yI)pyrazol-3-yl]phenyl } 2,3-

N-{3-] (4 me r 3- benzoxazol - 2-yl ) pyrazol - 320
vl phe?\lw }t ol Hgﬂmc’d IL &a%g&m

N-{3-[ 4- (4-298t hyN- {?«-[ﬂs(épm:tbyll—? ilsp&obghk,aataumxaaelyz-ylmmcb-l})a}plh]mhe:z;ym-}
et hanesul phon md% 3}316?. | .

N-{3-[4- (4- rre HRFhoxyRISpYIaERA™Ide s henzoxazol - 2-yI ) pyr azol - 3yl | pheny!l }
acet am de; 259, 34X-{4-[4- (4-methy1 -7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl)phenyl} 2,4-
N-{3-[4-(4-neth I -1 sopropyl -1, % genzoxazol ylgpyrazol 3yllp enyI
}benzani de; 34#hlorophenylacetamide;

N3 [ 4 4 G S @R YL 7-oBroBS R SRR B Yt s-sTphbagRyl ) chr oo

ne- 3-car boxam de
N-{3-[4-(4- netilhrbmabttrsteqmdﬁpyl 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }ci s-2

20, (2L orpenecat aomi el ShgponesaLhma eSStz -,
cycl obut anecaﬁhﬁe;thm}dﬁnza&ﬁc’le
Syl opent arbdar DS ATH A LE P SioRred B0 Se LR RIRRE 625 5 10 16 20 25
20 dichloropyridine-4-carboxamide;
234.  N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2,6-
dimethylbenzamide;
235.  N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-acetamido-5-
bromobenzamide;
25  236. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl}phenyl]2-
acetoxypropionamide;
237. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-
benzyloxyphenylacetamide;
238,  N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-
30 biphenylcarboxamide;
239.  N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-bromo-4-
fluorobenzamide;
240. N-[4-[4-(1,3-naphth[2,3-d]Joxazol-2-yl)pyrazol-3-yl]phenyl]2-chloro-4-

methylsulfonylbenzamide;



30 352.

N-{3-[4-(4-nmethyl-7-isopropyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3yl | phenyl }

di cycl ohexyd goRbsayai de; 3S3. PCT/EP02/00995
N-{3-[4-(4-nmethyl -7-isopropyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3yl ]phenyl }

di phenyl acet am de; 354. -23-

N-[3-[4-(1, 3-napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl | phenyl ] i soxazol e- Scar box
am de; 355.241. N-[4-[4-(1,3-naphth[2,3- d]oxazo] 2-yl)pyrazol-3- yl]pheny]RZ -fluoro-6-

N-[3-[4-(1, 3- n ht h[ 2, 3 d] oxazol - 2-yl ) pyrazol - 3yl | phenyl ] ment hyl oxyacet am d
e: 356. odobenzamide;

N [ 3-[4-(1, &ﬁamt[m 4-(B3HPUMFL - a7 I GiRhzop 3 1] AR A2 -hoboBLiARLe;

35

N- [ 3- [ 4- (1, Z+3napNt[Af[2;(B3dixexaeleld|s-Blpytilmy2-abpyragoly3-ylpptenyl]2phenyl acet ani de;
358.

N[ 3-] 4- (1 3- rﬁ‘éé‘h‘{’ﬁ%’l’?l’?“&]“‘%eazo| 2-yl ) pyrazol - 3-yl | phenyl ] pi col i nam de;

359. 244, N-[4-[4-(1,3-oxazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2-methyl-4,4,4-
N-[3-[4-(1, 3-napht hf 2, 3- d oxazol - 2- yI)pyrazoI 3-yl ] phenyl ] p- tonI acetamde
360. N-[3-[4- (ntlupry >3- d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] succi nani de;
361. 245. N-[4-[4- 13oxazole45b ridine2-yl)pyrazol-3- | enyl]2-

N-[3-[4-(1, 3- napht[h[[Z (3 d] oxaz[of 2]p>}l’l }pyrgz)g 1,] englll]]tert but yl acet ami
de; 362. naphtaleneamlde

N LS DAL 2 anURl: B3 YR5049) Byt ids 95 Blra Y- RIRAYhA ( epBReRe- Sacet am

N[ 3- [4 (1, 3- diaropherhyl)-5-nindtiylisoxlizob24-ghrppyanaide| - 3- yl | phenyl ]t hi ophene- 3carb
d 3

N 05 Lo (1 B oxdddfdf41 3ot Neao s yDgsrol S YIS F 2. (2t hoxyet ho

Xy) acet am de o xyphémiipfopionamide;

1, 3-oxazol e(4,5-b ridin razol - 3-yl henyl ] 2- (4chl or obenzoyl ) benzam
i de: 366. é N][Ry4 -(1, 3-oxazole[) pSy b]pyridine2 >)lll)%)Ff)raZOIyS ;ll]ph(enyl]3 -(2-thenoyl)- yb

N-[3-[4-(1, 3- ‘fﬁ‘cg%@*aﬁ{née5 b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 2- (4ni tr ophenyl
) pr opi onami de; : ’

N[ 3d[ |4) § % BH%x alﬁziﬁdﬂtt 1S-mﬁlap%lc[mﬁ?z]gﬂnsﬁmbybamol$-y1ﬂ9hrh¢1r134 12-(4

pyri dy I azol.e; 4; car hoxam de

N[ 3- [4(138{’28%} PP ne2- i1 ) pyrazol - 3-yl ] phenyl ] 2

(benzyl oxyczstho nul[ax[moﬁ cﬁcazoiemgmleypgﬁ&m&z §BpaaxcB-ddphed $i93-

N[3-[4-(1, 3- oxazoIH{ ] pyridi ne2-yl)pyrazol -3-yl ] phenyl ] 2

(benzyl oxycar KBRS B?XI&FE?%WQ%anecar boxami de; 370.

N-[ 3-[ 41 1, Bs10xagqhgh4 3- daclapa/léw wﬁanmh}zlyr)ﬁ;zx@iol%mﬂ&hmyl 12,2,3,3
tetranethylcyclopropanecarboxa

N-[3-[4-(1, 3- dRh?BMSE[PhOWIIHTﬁWWm‘ﬁEZ yI ) pyrazol - 3-yl ] phenyl | 2, 2- di met hyl - 4

REFgeF?lm(clj oxazgl g%iié( a% 3“1931‘9‘5?‘% g%%&l gy%%gﬁnyﬁ 2, 2di met hyl hexa

nam de; 373. tnmethoxybenzamlde

N[3-[4-(1, ZQ’% t[2[§(§3dxlapf§t%f2°§ by GE 7ot Y ST 4 2, 3di chl or ophenox

yacet am de;

N-[3-[45(1, 3- @%ﬁmxlybgnﬁnﬁﬂ@xazol 2-yl ) pyrazol - 3-yl ) phenyl ] 2, 4, 6t ri met hoxyph
enyl acet am de;

N-[3-[4-(1, @%apﬂt[ﬁt[i (5.3 d1aphthlot -dboxargl R yDessazor-3gy1inbseyia.42, 4di chl or ophenyl
acet am de; th xybenzamxde
N—[3[4(13na?1?1 d] oXazol - 2-yl ) pyrazol - 3-yl ] phen I]2 510
di br onbbenz2¥fi. deN- [37[4 (1 3- naphth[2 3 d]OXEIZOl 2 -yDpyrazol-3-yl pheny 3,5-
N[3-14-(1, 3- Qiaa%Qt m[l(?db%nga],géazol 2-yl)pyrazol - 3-yl ] phenyl ] 2, 5di met hoxybenza
m de; 378.
N-[ 3-[ 40 1, Bserapli[u{[2, (B-3diapmhzzﬂ-d]bx)ak()lmtyla;z}ahzo&wyl]mbﬁyl}d §-2, 6di chl or opyri di
. ne-4-car boxam c{H 15 379.
1, 3-napht h[ 2, $ ?‘BQB%F““?%/I )pyrazol 3-yl) phenyl ] 2, 6di et hyl benzamni de; 380.
N-[3-[4-(1, @S‘?”amf\[tﬂ[&(33ma9ﬁﬁFPi dMélW&lﬁ?ﬁ&o&BWl}ﬂ@ﬁﬂ}d ] 2- acet ani do- 5br om
obenzam de; 381
1, 3-napht h[ 2, 30@?Wb&mmlge,y| )pyrazol - 3-yl ] phenyl ] 22 0 acet oxypr opi onam de;
382.
N[3-[4-(1, napht[ﬁ[[é (é 3(ﬂa8hth£ ? dg)xaml ¥l&p£'r?.zoé 3ﬂqphﬁny% ?rflgner?gnﬁ oxyﬁhenyl a

cet am de.




As fornerly indicated, it is a further object of the invention a process
for preparing the 2 5 conpounds of fornula (I) and pharmaceutically

accept abl @vogﬁ

of formula (
solid support OZ 30 NN H O (11) W2402/0(280.t 5 10 b) -31 so as to
obtain a compound of formula {IIl) 02N _ N.Ni | Q O PCT/EPII 2/ (10995

wher ei n Q i 55¢ hengaird. (mlat,{a@gﬁ@z B @%b -DT)B8SA 1308 IHeAYI Bhlofo-30! | d

support; reacting the co

/({6%8(t hereof, which process conprises: a) reacﬁdﬁgpotzh@()()gonpound

W th a suitable nitrogen-pyrazole protecting agent or

of “tormula”"(T11) "un

as to obtain mltmh)dbmzamntt of formula (1V) 02N~ _ OH 15 2 0 c) 25 N~Ni

0 B AR R e Bl SR Bl A

of fornula £6{1) N2{¥[4-@ Ibenzoxazol-2-yl)pyrazol-3-yl]phenyl} 3-fluorophenylacetamide;

{1'V) wherei
“with a deri

5

10

15

20

25

30

262.

263.

264.

265.

266.

267.

268.

269.

270.

271.

272.

273.

274.

275.

276.

2717.
278.

N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl}3-
methoxycyclohexanecarboxamide;
N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 3-methyl-1-
cyclohexanecarboxamide;

N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 3-methylthiopropionamide;
N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-pyridinepropionamide;
N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-(3,4-
dimethoxyphenyl)butyramide;
N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 4-
(dimethylmnino)phenylacetamidé;

N-{3-[4-(1 ,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-(tert-
butoxymethyl)benzamide; -
N-{3-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4,5-dibromothiophene-2-
carboxamide;
N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 4-acetamido-3-
nitrobenzamide;

N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yi]phenyl }4-
acetamidobutyramide;
N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
biphenylcarboxamide; |
N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl} 4-bromo-2-
fluorobenzamide;

N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 4-bromo-2-
methylbenzamide;

N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl }4-bromo-3-
methylbenzamide;

N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} 4-
carboxybenzenesulfonamide;
N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-methyl urea;
N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} -N'-ethyl urea;

(111}

i C condltlons Y]

Q
(lV)
npound



HHO 30 Nl I Q (VI) wherein Q and C are as above defi ned; WO
02/111280.t PCT/EP112/11099s -32 5 10 15 20 25 d) reacting the conpound of

formula ( ' a suitable azodi carboxylate derivative gird fHRNi ne so
as to obt g‘l}anowré%éorrpound of formula (VMI1) 02N C O\ ?= N N~|<Ii€P"|IQ}BQﬁ(§VI 1)

wherein Q and C are as above defined; e)sr-educi ng the conmpound of formula
(VI1) so as to obtain the conpound of formula (VIII)

279. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-isopropyl urea;,
280. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-phenyl urea;
281. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl}-N'-3-chlorophenyl
urea;
5 282. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]jphenyl}-N'-4-fluorophenyl
urea;
283. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-2,4-
fluorophenyl urea;
284. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-benzyl urea;
10  285. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-4-
methoxyphenyl urea,;
286. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-2,6-
dimethylphenyl urea; )
287. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl}-N'-3-
15 methoxyphenyl urea;
288. N-{3-{4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}benzenesulphonamide;
289. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}methanesulphonamide;
20  290. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yllphenyl}toluensulphonamide;
291. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}ethanesulphonamide;
292. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}acetamide;
25 293, N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } benzamide;
294. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} chromone-3-
carboxamide;
295.  N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}cis-2-(2-
thiophenecarbonyl)-1-cyclohexanecarboxamide;
30  296. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}cyclobutanecarboxamide;
297. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-

yl]phenyl}cyclopentanecarboxamide;



HZN C ~= N (M11l) ~N I Qwherein Q and C are as above defined; reacting
the conmpound of formula (MII1) wth any one of the conpounds of formula

(11X, {X vp(goﬁ/,ﬁ%,ﬁ- COX {I1X), RSQX (X), R NGO (X) whergippRaiihoas above
defined, X 1s ycfroxy or a suitable leaving group and X is a suitable

| eavi ng group, so as to obtain the conpa2éwd of formula (XIl) RY-NHCO-N
(XIT) NN~ 1 Q V1' O 02/ (1C280. -33 PCT/EP(12/1)099s wherein R, Q

and C are agg@boye 33Fif-(SDxﬂgﬁh?ﬂ@,3)ﬁén§o>@a291i-2/-§i)€ﬁazcgf30Up sel ected anmong (>C=0),
(-SQz-) or (-NHCOS; or, alternatively, réacting under reductive conditions
t he conmpound ofllphemyidieycqialexydacetamiden suit abl e al dehyde or ket one

derivative fo Xl | - ' | erein R and R' have the

" meani ngs re%%gr't ere" g lii?aé%(f[%%ea?oléir'ﬁ)f%%z%fh hydrogen atons, so as
to obtain the yijphpodhdipldnyfaeetamide; (X 1) wherein Q and C are as above
defined, Y is.a si e bond a s a group -CH( R'");..or,
“alternat? vell3§/(,)' r@é&qt“ﬁ -t “Wgﬂﬁ%ﬂaowglfgyﬁﬂwy‘ﬂsl&lﬁf}h%lt}F?oéa@lﬁ’é'abl e 10
acyl ating agendarioRahiiR; presence of ammonia, so as to obtain the conpound of

301. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-

yljphenyl}menthyloxyacetamide;
302. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } nicotinamide;
10  303. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} phenylacetamide;

]
]
304. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}picolinamide;
305. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}p-tolylacetamide;
306. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}succinamide;
307. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl}tert-
15 butylacetamide;
308. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}thiophene-3-
acetamide;
309. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }thiophene-3-
carboxamide;
20  310. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-chloro-alpha-
methylphenylacetamide;
311.  N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
cyanobenzamide;
312.  N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
25 diethylaminobenzamide;
313. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 4-
dimethylaminobutyramide;
314. N-{3-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
ethoxyphenylacetamide;
30 315. N-{3-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 4-
iodobenzamide;
316. N-{3-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-

iodophenylacetamide;



formula (XIl1) wherein Q and C are as above defined, Y is am nocarbonyl (
NHCO ) and R is hydrogen; g) deprotecting the conpound of formula (XI1I)

under aci ¢j jtions so as to obtain the conpound of fqy Anfobdysand, if
desired, g%dr;l(\’/feh‘r%?ghg the said 15 conmpound of formula (1) intd(?*%né)tq’ﬁgf

conpound of forrmula (1) and/or into a salt- thereof. The above process is an
anal ogy process which can be carried out according to well known nethods. 2

0 It is clegry t oNI3E4RBITSERKE-eBF - 3-BeSoRizbl-3-HBbyrabolB-GOpRAYNG- Of
formula (1), prepared according to the above procCess, is obtained as an
admi xture of iissprapytphendigiacetampigi ati on into the single isoners of fornula

I i edyqut i [ i ' til wi,thin th
Scbpeof & e tr oReRT e o 0 R e s R mpound o
formula (1) omethd-enneberzamidepf its salt into 2 5 the free conpound (1),

The. scofe. ot e ok AoaHSI e ioREE BRIV retaasy Sbpvara el

conpound of f exiBalifbehtahdmide; reacted with a suitable nitrogen-pyrazole
protecting agent such as, for instance, tert-butoxycarbonyl 3 0 gBOC),
di - t ert - but 349- di N=Bp4r{ai7echloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5,6-

2-(tert-butox 1 g(l)tgf%gh Qo) - 2-phenyl acetonitrile, chlorotriphenyl nethane
or trityl; orﬁvﬁ\:‘n{ﬁt(ﬁ&glK sol'1d Support such as, for instance, a trityl chloride

resin or a Tl orNt{Bi[#yb,7ettlamot @methabil 3-beAretazolablyl)pymid-ayliplegein Spyr azol e
protecting agent or, the solid support is selected fromdi-tert-butyl

di car b(L)LIQat e ofcsapdo; 'PlﬁgﬁFmgresi n. WO 02/ 0G280.1 -34

PCT/ EP112/ 03209 9SNTRe[41(8 Feétilond-6-methl-1 3etknooiazbl2-y pyRiISeygshefl }8- tertiary
base such as triethylam ne, N, Ndiisopropylethylanmne or pyridine, in a

sui t abl e sol vagRzoy|Rentanamideyr | nstance, di chl or onet hane, chl or of orm

tetrahydr 0f3§3<'.in1Nﬁ{Bgtgf{ﬁjﬁéﬂlén%‘s-ﬁkie%hm-&hﬁ@{uollz-ﬂ)g'yn@%g?ﬁ)(l?%hén}/l 5-

N, N- di et hyl f or mam ~at a tenperature ranging room
t enper at ur e 5 beamp-Bepyridyloaétemisiee tine, for instance from about 30 minutes

t o aboyt, 96, j0urg.2AGGQr G S th Cess h ynpound of
f or mul g%( 11 j)2"i sﬁr{éggtc(gcf%ﬂ%g%rog%g}s’slc%eﬁ%oé%?ly%ﬁ C%ﬁgﬁtxl@hgﬁylf%r i nstance in
t he presence ohlosthianaphiticnesladceafliégus base such as sodi um potassi um or

L YIRS e S B S R e
t et r ahydr of ur @Renyibyrazol€aRaMBkMhRIecoNpri sed from about 20C to reflux and
for a suitable tinge, for instance from about 30 minutes to
326. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}5-
20 methylhexanamide;
327. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} 5-
methylisoxazole-4-carboxamide;
328. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}6-acetoxy-2-
naphtaleneamide;
25  329. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 6-
cyanonicotinamide;
330. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 7-chloro-1-
ethyl-6-fluoro-4-oxohydroquinoline-3-carboxamide;
331. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-methyl
30 urea;
332.  N-{3-[4-(5-cthylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-ethyl
urea;
333. N-{3-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-

isopropy! urea;



about 96 hours. 15 According to step c) of the process, the reaction

bet ween a conmpound of fornmula (I1V) and a derivative of fornula (V) can be

carried oy jlf%)(i&ipﬁ presence of a coupling agent such as, fEQFERSHFPSE,

benzotri azo(r- -yloxytris(pyrrolidi no)phosphoni um -

hexaf | uor ophosphat ecar bodi i m de, 1, 3-di-@8 ohexyl car bodi i m de,

bromo-trispyrrolidi no- phosphoni um hexaf | uor ophosphat e,

1, 3-di i soprony!| cRrBodListEhdRY1- B3 BeRzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-phenyl urea;

benzotriazol -1-yl-n,n,n", n'-tetranmet hyl uroniumtetrafl uoroborate, 1-(3

di met hyl ani #pr oyi3y[4s5eahepylchs hemaxarale-yhpyegeel-dtidlphead - Hodrehiaraphagyl

pr opyl oxymnet h)ﬁyeapol ystyrene or N cycl ohexyl carbodii m de-N -net hyl

" polystyrene, in a suitable solvent such as, for instance, dichloronethane,

chl or of or m 3i6et r Hh{3drefStphanyl- U3 -dehzdxaedlizeyl)pyrazel-diydiphaey] } - &t fhuvirophieng],

t ol uene,_or N, N-di methyl formam de, and at a 2 5 tenperature ranging from

“about -POC toW®lux for a suitable ti me, for instance from about 30

mnutes to Ut N9B-fA0ULghenylnE3-behLbxacslal yigsyrizel-aptlipheadl} WQa-ri ed out in

the presence of a suitable catalyst, for 1nstance 4-dinethyl am nopyridi ne,

or in the predbwnrphesylareart her coupling agent such as

N- hydr oxybe t riya&odae 5. hex ki I, 08 a. 1 la (1V)
T oo ) bR S P PR I RR T B R B,

and a conpound o can ried-o , through
a mi xed anhy.i d¥- {PeidhGebhispyluk B gnanxazelidyyDmyrhasl-3fydipheny }-Neh as et hyl ,

i sobutyl, or isqgr%ﬁé‘lm hl %,rof ormate, in the presence of a tertiary base
such asm[ri et ﬁ@'ﬁ HiYRES™ ,uf\el- dii sopropyl ethylam ne or pyridine, in a suitable
sol vent suchdms, Nf {3-[4-(3sphrnyle] ,3behzxagol- 2y §pyradod 38t [pheryl }-NH206-0f or m

t et rahydrof uran, V\g 02/0C280 -35 PCT/EPI'12/1i0995 acetonitrile, diethyl
ether, 1, 4- di SkBABYIPBFMN Ui net hyl f or mami de, and at a tenperature ranging
f rom about 0C {053 O 9. Bnd}-Nof3-t he process,

t he corrpoun?j@ldf #Jo{rynﬁﬁg’tﬁ(%weir%mffelgcxtagﬂ V\??l?lﬁgzoggs}ﬁréﬁab)lq}e a230di car boxyl at e
derivative andnethgxypbemil beea; Sui t abl e azodi car boxyl ate derivatives are, as

an exanpl e, . g etiy)x @zedi bpxy| i5 l,_azodi car boxyl ate or

di -tert-but ?/{ji'azgdpc r‘%g‘%éﬁglt g’g)ﬁgﬁ%gﬁﬁﬁ a ﬂ’?géoxw ate being preferred. A
sui t abl e phosphijphenyil fhenfamesulplsdnamide; tri phenyl phosphi ne,

tri-n-butyl phosphi ne ricyc| xyl pho ine or.triethyl phosphine;
tri-n-butyl g%ospﬂr&é[“bérmxﬁlfgsg’leﬁ az@%h)flﬁ@rr?@ég“ onis carried out in a
sui tabl e sol v%hwhﬂaganefsgbhbﬂmigace, t et rahydr of uran, tol uene,

di chl oronet hane, 1,4-di oxane or N, N-di net hyl fornanide, at_a tenperature

rangi ng froddhbolit{3-fod-methylfisepremydr1-obengoxaapk &yDBYRZHS 1 angi ng from
bout ' . 15 A di t t f th :
about 3{ m nuﬁ?%‘&%ﬂpg‘%‘?%&%r&’ ccording to step e) o e process

t he conpound I's converted into the correspondi ng am no
derivative 845.f oNriB-E-(@unethyl-imsdpropyédischdnzexazohtyt)pwiagol-3Fhe reacti on may

be thus carrie But mlat he Bﬂoeseril 8 of a reducing agent such as, for
i nstance, tin IPRSOARGIAEHIPRRIINE, hor ohydri de, sodi um dit hioni te,
ammoni um f opa@t eNoyf3-Rih¢amithm-Tidoprapyl-ar3-mzokdzol-1-y)pyabdld-i de bei ng

preferred. 2 0 Tg&reactio ‘may occur in a suitable solvent such as, for
i nstance, N, NYIPheDH3AcEd i de, 1, 4-dioxane, 1-nmethyl-2-pynrolidinone or

acetonifgil g47 at Na{i[aw@%awrﬁ-ig@ﬁgjym,3f.5&abﬁ&@uz-yr)ﬁ9;@zélos-r eflux and for a
ns

suitable tinme, for i ance from about 30 m nutes to about 96 hours. The
sai d reducti onyllphgnydibesramaidper f ormed as a catal ytic hydrogenati on,

CCE1 119, LS4 NPT B SRSl 80558360 0 @ 3ul a0l o
yl]phenyl}chromone-3-carboxamide;
349. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} cis-2-
30 (2-thiophenecarbonyl)-1-cyclohexanecarboxamide;
350. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl)phenyl}cyclobutanecarboxamide;
351. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-

yl]phenyl}cyclopentanecarboxamide;




copper (I1) acetate, palladiumon charcoal or 4-dinethylam nopyridine.
According to step f) of the process, the conmpound of fornmula (VIII) is
react ed qQne of the conpounds of fornula (1X), (X)P(qr/m{@@” SO as
to obtalwﬂe correspondl ng 3 0 derivative of formula (XII). In th S
respect, it is clear to the skilled nan2phat a carboxam do deri vat| ve of
formula (XIl) wherein Yis (>C=0 is obtained through reaction with a
conpound °f3§20r”N 3[4l Drmetfy1SsBHOPATT D AR YA YiSpyeizol L Mul a (X1 1)
wherein Y is Oé : (s obtﬁ}él ned tE?lough reacti onw%}?h a conpound of
formula (X): aﬂghenyl/}@m]{o@@gg@etangée PCT/ EP112/(10995 an ur ei do derivative

of formul a 11) ne reaction with a
" conpound of Ornldme[(liﬂ ej(%lsl &oﬁfsﬁﬂ |cate rtegl)é hi n he conpound of
formula (1X) )ﬁ]]pbedyy}dlﬁmeyiyl@cet:anmu tabl e | eavi ng group such as, for

e e o P LR A B RS P g e omound o

conmpound of f Qhilkanid¥ I1) and a carboxylic acid derivative of formula (IX)
wherein X is hydroxy can be carried out in the pr esence of a coupling agent

such as, fo#55. nsNe[Mé'(l Béﬂ?bﬂlﬁ %Qlﬂmﬂlgﬂ YrEosBpyrr ol i di no) phosphoni um

hexaf | uoropho 3-di cycl ohexyl carbodii m de, brono-tris
10 pyrrolidi n?ﬂgﬁé@dﬁ%ﬁﬁﬂh exa lllc}grophosphate

1, 3-di i soprasy| ch¥[Bqdi(l gimehth[2,3-d]oxazol-2-yl)pyrazol-3- yl]pheny]]mcotmamlde

il L i

N- cycl ohexyismr bpggl[m(dg ﬂ\dpmhpz;thxmtjﬂylbpﬁ%oystw]Iﬂhlﬁ;yl];ﬁcolmamlde
N cycl ohexyl car bo tabl e sol .vent such

-N - | yst
as, for ins¥¥hceN [Ia;[anﬂﬂgr%ﬁﬂlﬁ?a}fé]m‘éﬁ?po l)tl?f'ﬁ ]E,sferg%eo’lﬁesg}p;ﬁg,ﬂi%ml%tw di et hyl
ether, 1,4-gfpxage 3 ac(@taqnig P?db&x‘&é&eﬁﬁlgg ai‘&lﬁ'dquﬁ%ﬁ)h}’sht&ﬂmﬁbde at a
Ctore u an

tenperature ranging froma X suitable time
r angi ng f r 03161aboNt[3-:{9-(iin3ﬁwpb@[2,bdM@ml Bgl)pioerci-3-yilnheryjtertbatydaceomide;

A i oty aftnopyraril bR RSAEA B AR AIoR e 10 gont

such as 2 0 I\l-aby@hmeybenzotrl azol e. The reaction between a corrpound of
formula (M11) and_a conpound of_ for ri ed out
through a nd&&d Er[ﬁ;iﬂ?(ﬂ&eo’ﬁ%qﬂéds,’glpﬁﬁ ‘"F%%Q;’&%‘ﬁ%g%&ﬁ‘eay Shf(’p ﬁrfogj ‘of ormat e
such as ethyl . ha@bHidel . or isopropyl chI oroformate, in the presence of a

tertiary base such as triet hyl ami ne, N, N dii sopro{zyl et hyl am ne or pyridine,
in a suit abBet.soNdari-(33ctxaaaleldel-bispeding2g)gyerelo-pheherude(-chl or of or m

t et rahygyof urapn di et hyl ether, 1,4-dioxane or
N, N- di net hyl fg"rlethg&g{hmg}ag&mtdg tenperature ranging from about -30C to room

tenperature365[heNF[éa[ét(ldmﬂaed)lm[éeﬁﬁb}pyudmpl)i‘fﬂdymto]fby]ﬁpheaylamm-|) and a
conmpound of fo wherein X is a suitable | eaving group, for

i nst ance chl orﬁﬁ‘ﬂ% t%ﬁ“g ﬁbﬁl‘%ﬁé“ 8‘E&’an be carried 3 0 out in the presence of a
tertiary bages.sus3qa-(l[3-elabyleEns-bpyrilindl gi)psrpslcapyl]sidnyl)2«@-ne or pyri di ne,

in a suitable solvent such as. toluene, dichloronethane, chloroform diethyl
ether, tetrahydirehepy)propieatBidet ril e or N, N-di net hyl f or mani de, and at a

terrper dr esgang [ - Qinkeef 1_3\1%@, f(1~ -37
PCT/ EP 118%9a Esn[gpﬁgr(qggg%l%mﬂ e bfo@ggrazo t gg%orrpound of

formul a (X) X pyrslyBthiazoteatbtasboxeanifieig group such as, for instance, a hal ogen
atom  Pref 658?.' yN-[>§- 4'—(51 ,ﬁma%lePl?S-pryplﬁ%-%pyraon -yl]phenyl]2-
(benzyloxycarbonylamino)-4-cyclohexene-1-carboxamide;
369. N-[3-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2-
30 (benzyloxycarbonylamino)-cyclohexanecarboxamide;
370. N-[3-[4-(1,3-oxazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2,2,3,3-
tetramethylcyclopropanecarboxamide;
371. N-[3-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2,2-dimethy]-4-

pentenamide;



The reacti on between a conmpound of fornmula (M 11) and a sul phonyl
derivative of 5 formula (X) can be carried out in the presence of a
tertiary as triethylamne, N, N-diisopropylethyl g Joyridi ne,
in a sui tgba(f@/@g’ﬁeent such as tol uene, dichl oronethane, cﬁilagrr/%‘og@%?ydi et hyl
et her, tetrahydrofuran, acetonitrile or38-N di nethyl formam de, at a

t enper at ure rangi ng from about -10C to reflux. As per step f) of the
process, thepr emI[Bq&L(b%\&ﬁmeascmgpﬁaiﬂ@E -Ohpfrazons-djdheéhylld,2and an 10

i socyanate derivative of formu can be carried out in the presence of
a tertiary badenethylhexapamideat hyl ami ne, N, N-dii sopropyl et hyl ani ne or

pyri di ne, a | £, ; t hane,

~chl orof or mf‘@l efﬁﬁ?&(ﬁ%?@bﬁtﬁﬁ, aﬁﬁ%@?r%ﬁﬁﬂ?gggﬁ]ﬁrl I 20§re

N, N- di et hyI fdramhmpienomdetamlc& t enper at ure rangi ng from about -10Cto

Formut a5 W E BRREh ot e bR R 67 5 el denyde or

ket one deri vammah@iyﬁh@ﬁm&e@mﬁl&ll) so as to obtain the corresponding
conmpound of formul a ﬁ rein. Ris as abg@ﬁ ﬁ ngl)a From t he above, it
32 AR A

is clear to3%he 1§’r‘{ﬁ’r[ 'éb31’i*&ﬁhtf1[¥a?t digrarlzcY Iy R Herivative of
formula (XI11); hjd?B Heﬂgﬁ@a%gld\éherel n R is a hydrogen atom the

correspondi ng er| at | formula (XI1) wherein Ris a -CHz-R group wll
be obt ai ned376.i KiviBd4-(1,8ynaphtb[ % Edinxane)-2aylienrazed-3cdinhenxlid& of fornul a
(XI11),, both and, R" groups will be part of the R group of the conmpound
of forr?l?l a (xﬁrﬁm‘?‘ﬂh%"zﬁ’gé‘%ar ed. This reaction, w dely known as reductive
al kyl ati on mf7. anNfeg4- (DGmthh[ZJB-ﬁﬂtﬁ(amleByﬁll)pﬁanﬂ -3ayliphendiN$ agent such as,
for instance, sodium boroh dr| de, sodi um cyanobor ohydri de or sodi um

tri acet oxybor SH)EPPEPENZAMILE;S i t abl e sol vent such as N, N-di net hyl f or mami de,
2 5 N, N-di ”?ﬁshy'ﬁqgt[am gﬁrapﬁthLP!-@ SHabdl- ﬂyn@r@z&m}mﬁ@@] 14,6 rahydrof uran or
acetonitrile, optionally in e presence o cetic acid, nethanol or
ethanol as co-diblarepyridinead-carbpramideat ur e rangl ng from about -10C to refl ux
and for a ti r ours. Finally, as
far as step ) o@ [gh[r‘?‘ql];?’oncgil P?ytdloé%é(gprfn ﬁﬁairogﬁgﬁ el’lgzé.?l ves of formula
(X11) 30 V\herdnmetRy]bsnztaynidd;gen and Y is (-NHCO) may be prepared by

For i natanciitri Brdddebe wphPa Eajeaenta Kop e S IR E R o aoence

of aqueous or pgRfREKEASarAI@BONI @, according to conventional techniques. WO
U2/ 11 &80~ -38 PCT/ EP(12/ V0995 The said reaction is carrl ed out in a
sui t abl e sob8lent NdddA-(h3:naphth(3. 3refansed;2-yDeyrel Sndinhspd2-chi or of or m

t ol uene,, tetr%@%’thE)CHrb‘ﬁlMBed' oxane, optionally in the presence of a
tertiary base I nstance triethylam ne, and of a catal yst such as

4di met hyl an38bpyNi[3HA«] 3ataphth{2331‘;dé¢weir2sylr)aﬂglqi@ -Yliimhendbbut - 10C to roam
tenperature 5band f)gr a hine ]géyl ng from about 30 mnutes to about 96
hours. Accordi ﬁﬁzyt% @P%B’ c) G % he process, the compound of formula (X 1I)
is treated or deprotected under acidic conditions, that is in the presence

of suitable acids such as, for
As formerly indicated, it is a further object of the invention a process for preparing the

25  compounds of formula (I) and pharmaceutically acceptable salts thereof, which process
comprises: |
a) reacting the compound of formula (II) with a suntable nitrogen-pyrazole
protecting agent or a solid support

O,N
30 0]
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i nstance, hydrochloric, trifluoroacetic, nethanesul phonic or

p-tol uensul phonic acid, as 10 well as by using conventi onal acid i on
exchange Ra§iifesokhe reaction is carried out under conventg J¥6JoR0ds,

for instance by using a solution of the acid, e.g. a 10@6to 00@6(v]v) of
trifluoroacetic acid in dichloronetane,-#Ht- a tenperature rangi ng from about
OCto reflux, and for a suitable tinme, for instance fromabout 5 mnutes to

about 2 hours. 180 B‘t@rﬁbtd’]Eaa&ﬂy@ddtoflf@-nﬁﬂ@?[l)to the skilled nan that the
optional conversion of a conpound of formula (1) into another conmpound of

formula (1) may be carried o;NQ ogventi onal nethods. Likew se, a
~conpound of formula (XI1) may :@- 8 i nto anot her ﬁﬂzpound of formula
(XI'l') before undergoi ng deprot ect\ o/ As ~an exanpl e,

i i wherein Y is carbonyl (>C=0
~may be conveniently reduced to the cofyregpondi ng am no derivative of
formula TXI'1) wherein Y is a single bpnd by working according to

conventi onal nethods, and subsequentIyN:onverted into the conpound of
formula (1) as per step g) of the procﬁ . Also the optional salification
of a compound of formula (1) or the conversion of its salt 2 5 into the
free compound, as well as the separation of a mxture of isoners into the

single isoners, nay be all carried out by conventional methods. Wthin the
af or enent i oned pwbe@srsQﬂ%ﬁhepméqumgwra@obmmm@group @r(ﬁsnluldaupwqrt, t he

"t 7o L St bl SO ek ) A8 AR Sn s, BRSPS

PAvVenti on
(rx)y, (X, (X) emdpc(mﬁﬂlolfforofulat(ﬂ'e)process are knovvn or can be prepared
according to known nethods. As an exanple, the above conpounds V~' O
(12/(1G2811.1 -39 PCT/ EP112/ 1gLRR9YS=0{ formula (11) can be prepared
according to the procedure desérip . & Abadelah, MM et al., Eur. J.
Med Chem, 33 (1998) 33 -42. As i e?r#sly appreci ated by the nman
skilled in the art, when preparing th of fornmula (1) object of
t he i nveption, optional functional groypsyw thin 5 both the startmg
materials or the i nt er nedi at es thereowahl\ h could give rise to u nt ed
side reactions, need to be properly protgtted according to conventi onal
techni ques. Likew se, the conversion of these latter into the free
deprot ected conpounds may be carried outQaccording to known procedures. 10
In addition to the above, is also clear to the skilled man that the

conmpounds of for ) the i ntion can be advantageously prepared by
combi ni ng the ab® %reli‘eé ?fst?@a""r‘eeijé‘f’&ons in a conbinatorial fashion, for

exanpl e@ccgy di n&a&&ﬁ%ﬁéb&ﬁﬁ&ﬁ%%m{xﬁ%a'«?) @%B%)déﬁsthvm&tfeﬁnu@g)as to get a
combi natorial chemcal library of conpounds of formla

therefore a further object of the inver
conmpounds of formula (I) RY-NH --
wherein R represents a hydrogen Q rai ght or branched C -Cg al kyl
group; a straight or branched CZ- al Kenyl groufW) an aryl or aryl C -C6
al kyl group; a saturated or unsaturatigd C3-C6 cycloal kyl or cycl oal kyl oxy
group optionally further condensed with 1 or 2 benzene rings; or it is an
optionagld y benzogosdensath Sconipound of formmhergyl het erocyclic or heterocyclyl
C, -C6 al kyl group, having 1 or 2 heteroatons sel ected anong nitrogen,

oxygen or sul fur; each of t® 2 defined R gkoups being optionally
further substituted by one or gr oups sel @ from
N

(VD

on a library of two or m)re
~~~\ (1) ~N// N-Ni H2 5

30

wherein Q and C are as above defined;



i) hal ogen, nitro, cyano, hydroxy, oxo groups (=0; WO 02/ U&X811-t -40
PCTI EPO2/ 00995 ii) straight or branched C, -C6 al kyl, al koxyal kyl or
perfluori ) etheddosy!; 1i1i) aryl or 5 or 6 nenbered heterocgtqllﬁﬁ,zh@()gng 1 or
2 heteroatons selected . anong nitrogen, oxygen or sulfur, optlonally
substituted by hal ogen, nitro, cyano, €32G6 al kyl or alkoxy; 5 iv) straight
or branched C, -C6 al koxy, al koxyal kyl oxy, aryl al kyl oxy or aryl oxy
optional |y gubstrehds gdtH%y cBAPOERIN of NfdriBla ¢YANWithCa- Qﬁtaﬁiek od?éarl% v)
straight or branched C, - al kyl thio or al kyl'sul phonyl, arylthio o
aryl sul phonyl ; 1@rvat)vec;?,1d@aﬂ@§1¢m@e$q@}sr to obtaiir) thﬁﬁDWDOUf@ ofdarranli yYHi no,
~dialkylamno or arylamno; viii) C -Co6 alkylcarbonyl, alkyloxycarbonyl,

al kyl am nocar bonyl, am nocar bonyl, arylcarb or heterocyclylcarbonyl

optionally substituted by hahggep—nitro, ~C -C6 alkyl or alkoxy; 15
_ix) C -@6 alkyl carbonyl ami no, % al} \
aryl al kyl oxycar bonyl am no, aryl
carboxy, C,-C6 al kyl carbonyl oxy of axyl ca
di val ent group sel ected from car bonyl
sul phonyl (-SQzZ-); Cis benzene, napq{ha
benzocondensed 5 or 6 nenbered heteroc¢ e having 1 or 2 heteroatons
sel ected anpbng ni trogen, oxygen or sul phur; each of which being optionally
further substituted by one or nore gro@s sel ect ed from hal ogen, nitro,
cyano,l%traight or branched C, -C6 al kyl or 2 5 al koxy, al kyl sul phonyl or
aryl groups; or pharmaceutically acceptable salts thereof. Al of the
conpounds of formdrein(QAnd/miafﬂhsatbevmﬁh\aded according to conbi natori al
chenistry techni for ins rted in the exanpl es, whenever
appropriatin tf cl"?:ﬁr ﬁbeoﬁoraﬂewﬁae%ngﬁ (yhicsé’eiﬁ éfbloétaé‘hlﬂi’f‘s CO’&P@“I%P@W th
conveni ently indogatiggvand 3 0 defined as "products by process”, that is as
conpounds of fornmula (1) ‘which are obtainable through a given process As
such, it is a further object of the present ir tion a conpound of formula
(1) Mhl%h i s obt ai nabl e, for Hqgtn.r: t hr ougl onbi natorial chem stry
technlque by reacting O (2 “(1Ic)4}\" / EPO2/ 0099s each of the
am no derivatives of fornula {VI fdrth in table |, with any one
of the carboxylic acid derivatives 0 aN(IX) as set forth in table
1, and by subsequently operating as ppg he process of the invention. 5 It
is a further object of the present i \on a conpeynd of formula (1)
which is obtainable, for instance throbgf a conbi natorial chem stry
techni que, by reacting each of the am no derivatives of formula (VIIl), as
set fopkh in table I, with any one of the isocyanate derivatives of fornula
(XI), as set forth in table Ill, and by subsequently operating as per the
process of the iwhﬂemliQ)fmd Qarelasabsvcaddﬁmpd,her obj ect of the present

invention a,co r ai nabl e insta
t hrough a c nbrﬁg(gs Qﬁ ﬁ@ﬁl wfd gk%é“H% EVQB Bgﬁf@¥d¥Fﬁ§‘ géwngpu? o%mno
derivatives of ffommlhelX()MX)lo)-(XE)s set forth in table I, with any one of the

sul phonyl chloride derj iV of for , as set forth in table |V,
andpby Y ?{'b&l& (ﬁ?), ﬁ_é&‘b{a (&), R-NCO (XI)

25 wherein R is as above defined, X is hydroxy or a suitable leaving group and X' is

yl am\no ‘or aryl oxycarbonyl am no; Xx)
.oHonxy Y is a single bond or a
=0), 20 am nocar bonyl (-NHCO ) or
ene or an opt (¥HAlly

a suitable leaving group, so as to obtain the compound of formula (XII)

R-Y-NH 0" XX

(XIh)
N/ \

~

\
Q



15 subsequently operating as per the process of the invention. Table I|:
Am no derivatives of formula (V111)
1.2-[3- (3“5676 Resgny! ) -1-trityl pol ystyrene-1 PCT/EP02/00995
H pyrazol - jﬁ] 1, 3-benzoxazol e2. 2-[ 3- (3- am nophenyl ) -1-trity p’ol‘ystyrene 1
H pyrazol -4 yl]-1, 3-napht h[ 2, 3-d oxazol-83.-2- [ 3- ( 3- am nophenyl ) -1
-trityl pol ystyrene 1 H pyrazol-4-yl]-1, 3-oxazol o[ 4, 5-b

" dine4. 2-[ 3-(3- a«rmaﬂhencal And1€tdré tay laBOVey 8éftTe@NAdLY is a divalent group selected
H pyrazol -4-yl]-6-ne é

, 3- benzoxazol e5. i!!nc[‘!&(? =6 (PPHEeRNHEQ-) oryalisenajivelyr ene- 1
. ﬁ PyT ;zgl)l 3sty'y]r -reacifp Clifict rdaRA0¢ WAKALRS s botnbolid b WY (V1) with &
H- pyr azol 4-y| ] - smitatlaaldehideIriketone deroitie@ of fqrBwBdNE) nophenyl ) - 1-trityl pol y
~styrene-_1

H pyrazc'):’I -4-yl]-5-methyl -1, 3- benzoxzfié‘?%é2 2- [3()flél)am nophenyl )-1-trityl poly
styrene- 1H pyr az@herdin)R'Jand R"a'raﬂaﬂfétlhéalm%sdepoﬂed for R provided they are not both
oxazol e9. 2-[ 3- ( 3- %m nophenyl )-1-trityl pol ystyre
H pyr azol - 4-yl | _hydrogen jagmgs, 80 Abtorpbtain the compound of formula (XII) wherein Q and C
1-1, 3- benzoxazol gd Qs aoo[védéén@mmeg% W aah& ¥laRRb
H pyrazol - 4-yl ]-5-et hyl sul fonyl - %enzogxazo elllF% lﬁ’:s%t%i&ggl(éophenyl )-1-tr
i tyl pol ystyrene-ar, Rtpypatvely, neayln}g Sheplfpemyburm 3f bfermpulea®dllB with\@ GLitdhl280
igzz:r? IO((agI a%ozt) cmegg )agg%{xlpl)tgg l%ges r)‘/csetoyfraérr]]rgoTa s0 as to obtain the compound of
H pyrazol - 4-yl ] férmﬂhi‘(?(ll}ﬂwhaemr@ and C are as above defined, Y is aminocarbonyl (-
1- 1, 3- benzoxazol 2-[3-(3-am no henyl )-1-trityl polystyrene-1
H-pyrazol 4-yl ] ﬁﬁﬁg)n%ﬂ ‘53*‘361&"5? xazol el4. 2-[ 3- (4- am nophenyl )-1-trityl pol
ystyrene-1 dy pyrd%%fﬂtedﬂm#'dme ko Qﬁiﬂzgf(?&ﬁiu%l&XH) under acidic conditions so as to
S. 2-[ 3- (4- am nophenyl) trity polystyrene
H pyrazol - 4-yl ] o_rptzgn n@phgqmg)l@ddof formula (I) and, if desired, converting the said
oxazol g16. 2 [3 (¢
H pyr azol %n?gohgg ggﬁ;@%&)aé%)blh{d dnbhiRe! Xrﬁbéﬂn‘?ﬁ&' fhrmula (I) and/or into a salt
ridinel7. 2- [3 (4thexm>fhopheny| )-1-trityl polystyrene-1
H pyrazol -4-yl]-6-nethyl -1, 3-benzoxazol el8. 2-[ 3- (4- am nophenyl )-1-trityl pol
ystyrene-1
H |toyr azol 141-'}}6 Above Prb&k O isl ad ahAOBO K RE s OHRIcR the bedaATHdNOR R ihg kot wéit VI pol
ystyrene-
H pyr azol - &npwnmetheds v| - 1, 3- benzoxazol €20. 2- [ 3- (4- ami nophenyl )-1-trityl pol
ystyreng-1 it is clear to th killed in the art that if
H pyrazol -4-y il e%r r(r)e ﬁ)})erson - benzoxazol es1. 12a[c??mpl?ugcrinorﬁg%ﬁglrlﬁl$ 3’-pf?rt)arrﬁ yl pol
ystyrene-1 achylmgztgnhea,algqqe Pro@sy azpb.t_pthm[ed as an admixture of isomers, their separation
%g; ?;gglz in[q?’tihgg n% 12? I%?%[f?)}%%ﬂg EI') %Xrln%glo)(l? 5&&)? 1relé g‘o conventional techniques,
1- 1, 3- benzax atiib meéthth tﬁe[s&}p(elbfam'mmhamyéﬁtroﬁ t ri tyl poI ystyrene-1
IH»; Slylrag‘lzglst ér éﬁ%lSi tﬁg Qgilffcgllgr?g%la compoun rmu a 8; 01’ the COﬂVé‘Sl%gIOngsa?{]Xllt()) 1-tr
H pyrazgl - 4hy Ifﬂee%mibaﬂad (1? éinb@é&xﬁé&ldﬁ%&o?wélﬁkﬁéw@'ﬁkd&ﬂ&%ﬁm thieLard, akd Y1 POl
ystyrene-1 H-pyrazol - 4-methyl -7-1so0 ro
1-1, 3- benz&k@z‘ﬁ’l‘@?@heﬁcegﬁQﬁﬂhamvﬁ@tﬂ?@nyl) 1-trityl pol ystyrene-1
H pyrazol -4-yl]-4-nmethyl -1, 3-benzoxazol e Table I1: Carboxylic acid
derivatives of formula (I X) 1. 9- FLUORENECARBOXYLI C ACI D;
2. 1- PHENYL - AcoQxithORRERANG GARBOVhdess, At Dompound of formula (II) is reacted with a

3. 1- METHYLCY: M- L CARBONLC AC YOL NECARBOXYL | C ACI
2 v oPNR IR PR ek AR fﬁc%?cr’@ame et hutoxycarbonyt
7.1,2, 304- REMH&DRQWWME@ ACHtEn-Butdx ﬁghda%llacetomtnle,
9. 2, 5 DI NETHOXVBENZOLC ACI D, 10, 2.'Bl PH%I\\I%/LCA! LT ho-2h

4- CHLOROBE tripprEptethars pr irityh os vifhvieselid simped sch@splor instapes,(a fhityy 280
-43 Tabl e | dp1&RidtresiP6T4 BRORIOP S0 ® r3siEYANOBENZO C ACI D; 14. 3- BROVOBENZO C
ACI D; 15. 3, 4- DLMETHOXYBENZO C ACI D; 16. 3, 4, 5- TR METHOXYBENZO C ACI D;

17. 3, 4- DI ETRacikvabbntin mtragempygzae ProtpetBENZENOrANE Bolid suppoaDeBEntal GomCl D;

20. 4- DI ETHY, | D; CARBOXYLI C ACI D

22. 3- NETHYL&IA@%%E?%%%%gPB? @y@%ﬂ&&% | D; 24. 2- METHYLVALERI C ACI D

25. TERT- BUTYLACETI C ACI D; 26. 3- 2- METHOXYPHENYL PROPI ONI C ACI D,

27.5-NI TRO- 2- FURO C ACI D; 28. 1- NAPHTHO C ACI D; 29. 2- NAPHTHO C ACI D,

30. 2- KETOBUTYR1C ACI D; 31. PI VALI C ACI D; 32. 2, 2- DI METHYLBUTYRI C ACI D;

33. DI PHENYLACETI C ACI D; 34. N, N- DI METHYLGLYCI NE; 35. 2, 3- D1CHLOROPHENOXYACETI C
AClI D; 36. PHENYLACETI C ACI D; 37. 2, 4- DI CHLOROPHENYLACET1C ACI D,

NS N ™1 L 1NN IR NZ] A PNT=1 7 A/~ N -\ A prm—— N N IZE™NT IR N 71 A P \=w=i s~ AN N AN PN el NI R PNP——— g~




PCT/ EP02/ (109h 105. 3- METHYLTHI OPROPI ONI C ACID; 1 06. R - + -N- 1- PHENYLETHYL
PHTHALAM C ACI D: 107. ALPHA- KETOVALERI C ACI D;

108. 5- NET%ZJ%%QELNYLPYRAZG_E- 4- CARBOXYLI C ACI D; PCT/EP02/00995

109. 3- VET OHEXANECARBOXYLI C ACI D:

110. 3- METHOXYCYCL OHEXANECARBOXYLI C AClI B3411. DI CYCLOHEXYLACETI C ACI D:

112. 5, 6- DI CHLORONI COTI NI C ACI D; 113. 4- DI METHYLAM NO PHENYLACETI C ACI D; 114. R
-+ -N T -GN hHY karlePoliNAIYhEprcerde b a té‘maryﬁ\&se sudBHsN by TavlineSNOIL NAM C
ACI D; 116. + - MENTHYLOXYACETI C ACI D; 117. SUPROFEN

118. N, N- DI Mifspviopyletiniiaqyina) enpyEdineg in- 2 cpuosbienyelxertTsuchaasp; fop gingance,

T2 N N BRI ey D R R e B T e iy et

ACl D; | 24. 4- BROWMh¢h HiddOROBIENAOL €mCtdiyre 2&anging froffiHibeNYD° (PENDANCEIG pA@tud;

1282 & YRS MRS AR s g minites o about S5 ot & A4 B

129. 2- METHYL- 4, 4, 4- TRI FLUOCROBUTYRI C ACI D; | 30. 1- AMLNOCARBONYL

- 1- CYCLOPROPANECARBOXYL| C ACI D; 131. i - CYANOCYCL OPROPANECARBOXYLI C ACI D; 132. S
- - 2- ACETOXYPREBIEN ¥enb) of thgprogessyiby pynapyndcaferBaGB) és yeastes under basic

134. 2- C'_"-O@d%ol J EmdPbA R L REER 1 tifé@rESence of a conventional aqueous base such

135. 2, 6- DI YRI DINE- 4- CARBOXYLI C AC D; 136. 3- PYRI DI NEPROP1ONI C ACI D
137.5- 4- Criscrdium, WomREMHEYithiuva -hgdraide. ACI D; 13

30, G S5 Ber PR ECIBOYE Tt QT REXAREL BRI PO ARG (et "N

140. 5- BRC]VQhﬁrth o AAIde | bBayT] iethddo] Sor NEIFARYIATFGPAAZ 61 & teinfebdti¥DOOmpTisédl D,

2.8 2 WS G G e A o S SRR ORPE T Bauig Ogninutes to

- 2- METHOXYP{GRt §6&\W&arf\Cl D; 147. 4- TERT- BUTOXYMETHYL BENZO C ACI D; WO
U2/ (1(2811 -46 Table Il cont. PCT/EP112/00995
148. C S- 2- (BENZYLOXYCARBO\IYLAI\/I NO) - CYCLOHEXANECARBOXYLI C ACI D

T 1 ooy snar R SEp QY Crbrpols g K et p ORI bR (V501 ©

1SOCYANATE2and- BWIVIENYEO&WW&E& Gnitd JOROR N ptesence of a coupling agent

| SOCYANATE4. 2. 4- DI FL HENY]. | SOCYANATES. | F NY .
| SOCYANATEGSSUSH CHLBROPHENIYL  PS@PSEANATRE 12012 |%¥@@ﬁ@%ﬁg‘“ok¢°whomum
| SmYANATEShe&aﬂu@b SREEEDOimi &OCY ANRT dey2lohe 3 EdvbSIRARIENYL  bromo-tris-
| SOCYANATE1O. 2, CHL OROPHENYL. | aﬁochmll 2- METHOXYPHENY

| SOCYANATE1RYIO @%R@FP@WENW gieg. ol.&d Dﬁmmdw%wée, o-
| SOCY AMATEler 25 ETHDNPHENYE 1 SRR G - TR FLUGARMEDbMke, PHENYL 1 (3.

1SOCYANATEL6. O TOLYL TSCGCYANATEL7. 2, 6- DI METHYLPHENYL
| SOCYANATE1dinetyasvinppinyl)- 3ratindsesbedimide,3- BROVOPHBINYclohexylcarbodiimide-N'-

| SOCYANATE20, 3-EL Y ] :

| SOCYANATE2%Y°§Ylﬂ¥m%ﬁ%1§%§&w@E@'&iﬂt’ﬁﬂ?lygtﬁme’ in a

| SOCYANATE2¢kii3ble T5l Velnt GREVES, Hit i), dik HIORMMHEY ShvkFaknY)tetrahydrofuran,

| SOCYANATE2 L | SOCYANATE27. 4- FL

|sochNATEzg' @% ang, JEpORAlPEidusne %ﬁmﬁwﬁmﬂﬁ@oa 4-
TR FLU@@"E@%&W&G% h@@@?ﬂ%ﬁﬁﬂo@ 1 GeiTix Y itibT e BidNihdAnce from

| SOCYANATE33 SOCYANATE34. S - - 1- PHENYLETHYL
| SOCYANATE38ous3rimtes o0eAGAPEDs. ETHYL | SOCYANATE WD 112/ 0(280a - 47

Table 111 c rfd SiHe ORGH

| OCYANATES Y %E%ﬁgéé%?%@ﬁ ng cvc:n.étlzi)r(’w_ |@%§E§N§%ﬁ 1 éLAcaEﬁ’ﬁ% for

| SOCYANATE4stanece 4-dimethyamippytidiEg;eylin the pBxsanETHE A3 uBEeoupling agent such as

. I SOCYANATE4é. 3 d5- BbS '(I;gi_{zL THYL PHENYL | SOCYANATE45. 2, 5- D1FLUOROPHENYL
| SOCYANATE4 .'}Qi, , - TH HENYL | SOCYANATE47. 2, 4, 6- TRI CHLOROPHENYL

| SOCYANAT E48he rdaSiidnRe Itk bbthpdudOf AbMARITA B1V) ,add [l dvnpoithdPbiERYInula (V) can

| SOCYANATESD. 4- NETHOXY- 2- THYLPH L |socYA TE51. 2, 4- THYL PHENYL
| SOCYANATESYE 9lse cpsngg-put torerample, 4 S‘g\IA £ ‘%etﬁ)@l\r/EWEWEmm
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I nhi bition assay of cdk2/Cyclin A activity PCT/EP02/ (111995 Ki nase
reaction: 1.5 uM histone H substrate, 25 pMATP (0.2 uG P33y-ATP), 30 ng

of bacul oy -expressed- cdk2/ Cyclin A, 10 pM i nhibitorg,d haRl
vol ume of MBS Per (TRIS HO 10 M pH 7.5 Myd 2 10 nﬁﬁﬂfﬁf"%mm

were added to each ' 5 well of a 96 U bd&&-omwell plate. After 10 nmin at 37
C incubation, reaction was stopped by 20 pl EDTA 120 mM Capture: 100 ~1

wer e transf gf neeldd rdefvaeaehofebimile (W) twingeRew il aNSICOH9 8! dvpnin&d lisdught e
bi ndi ng to phosphocel lulose filter. Plates were then washed 3 tines with

150 ul / wel | repgssoncyith a ppmpoundLf fapmula (Xber ed by Ml ti Screen filtration

~system 10 QN ik ; fg"ﬁﬁ M{?/ ? 00, wel |
scintillant Rgmgﬁgﬁée@ g%]fcghg’e»ggllgﬁﬁgﬁg@eﬁ | g)tfgne 1 &Ig{t\%/a)gysgl&dz%sgbé Jab%lt_%l/e

r ad: oacti vi gegvmglgnoumg;chmsﬁ foz 1fr§$p?cte‘pm halog:rsauour@{mfertab??slﬁn thz:é r_eat_atoa wx?ln e

_anal yzed. and_expres a ibition referred to total activity of enzyne
(=l 00%.dS 150%311‘?‘{9&?32%33 @%ﬁ%ﬁ%’ﬁ%ﬁ?’% oﬁ?’%m%evver e further anal yzed

i n order toThé pdyticibet@edn Meonpdaidcyf fointiYVHP andlal castsoxiyiie alit detivaiveraf i | e

of inhibitor through Ki calculation. 1C50 determ natjon: the protoco] used
was the san@’rﬁl‘é?cﬂ%ﬁéﬂwéﬂﬁ\?é}s &gy icmcgsioamfé QB thepresencatof peupliont

concentrati r | ngg fr q t . ' ; ;
Q%Eﬁxt a0 Ngs,T r N AnQdee, t Bendtritybl- RYRG&L thelzld?gjzlrﬁlop Shium

anal yzed by e conputer program G aphPad Prizm usSing the rameter 2
0 | ogi stic bepafluprophosphategasbediimide.op- bbStdieydqhexyloarppditgides0- x brashoas-)
where x,ds fhe.logari t h hi b centration, v.lis the response,
y star ;(156 at E”S—g?lf(g%@é%%sgg%ﬁémtﬁég%%%%ﬁogﬁgtegﬁg n%%&f)&%%gboﬁ}lmidgr cul ation:
ei ther the c®essntiszel-lotngin'ATRtandthyhsodom H 1 swisfloabboraes e varile@®- 4, 2

58, 12, 24, 48 yMfor ATPR {containing. proportionall iluted P,.' y-AIP} and
0.4, 0.8, 1dimethylamingpropy;y ‘E)tg?]ﬁi“bf"é)‘ﬁgld\ﬁere used %‘céﬂg@ﬁ‘é’ ag’t‘?ﬂ"ﬁ’ﬂ%@ﬁce of
two differ epﬁop%m&?@ethwp&pme o Im‘-@}cl&fexﬂ@msdllxﬁﬂrfeiwnﬁqhgwskﬁ%ﬁ@,a.k adata

wer e anal yzed e conputer program"Si PmaPI ot" for Ki determ nation,
usi ng a randiieblsi padwent sueh gg.sfosrinstanrst dishlorametharey chlopofarnKBtrghydrofuran,

where A=ATP ‘ana B:hl étdne' ﬁfﬁg;@}%f@dﬁgaFﬁﬁgtﬁlﬁﬁ%}w&@%g%g%eé e
conpounds hewpetaae rehgingdtoar abad -00°CGitpmflak apfl foen/suhatde timenmagmgsfromct | y

related to cell cle (cdk2/cyclin E, cdk 1 /cyclin B 1, cdk4/Cyclin D1 ),
' S and al sﬁb%?ﬁifaa%tﬁéﬁo %PV%@‘%&?DK, PKA, EGFR 1GF1-R, Cdc7/db.f4 and

aurora-2. | mhé Rhidi refctdsSis Yoplibnaltk 2drfed oli th theagrebenict Yof a suitable catalyst, for

instance 4-dimethylaminopyridine, or in the presence of a further coupling agent such as

20  N-hydroxybenzotriazole. The reaction between a compound of formula (VIII) and a

compound of formula (IX) can also be carried out through a mixed anhydride method,

that is by using an alkyl chloroformate such as ethyl, isobutyl, or isopropyl

chloroformate, in the presence of a tertiary base such as triethylamine, N,N-

diisopropylethylamine or pyridine, in a suitable solvent such as toluene,

25  dichloromethane, chloroform, tetrahydrofuran, acetonitrile, diethyl ether, 1,4-dioxane or

N,N-dimethylformamide, and at a temperature ranging from about -30°C to room
temperature.

The reaction between a compound of formula (VIII) and a compound of formula (IX)

wherein X is a suitable leaving group, for instance chlorine or bromine, can be carried

30 out in the presence of a tertiary base such as triethylamine, N,N-diisopropylethylamine

or pyridine, in a suitable solvent such as toluene, dichloromethane, chloroform, diethyl

ether, tetrahydrofuran, acetonitrile or N,N-dimethylformamide, and at a temperature

ranging from about -10°C to reflux.



Ki nase reaction: 1.5 pMhistone HI (Sigm # H 5505) substrate, 25 pM ATP
(0.2 pG P'y-ATP), 15 ng of bacul ovirus co-expressed cdk2/ GST-Cyclin E,

sui tabl e trations of inhibitor in a final volume buf f er
(TRI'S HO *‘%%’?%B 7.5, My 2 10 MM 7.5 mM DIT+ 0. 2nmg/ 'gfs/&%'%"’r%”added -
to each well of a 96 U bottomwell plateg7-After 10 mn at 37 C incubation,
reacti on was stopped by 20 gl EDTA 120 mM Capture: 100 wl were transferred
from each t

phosphocel | T SSE e Sr e AR, Hifhin, e St o SRATZ L) R N 0 el |
PBS Ca~/ Mjlea¥ing egraupl siicH @&r fod ipstandel tai Bdpgasnatoim. tRreferabhy, s¥'s isenhlofe¢ @ct i on:
filters wer e al.lowed to dry at 37C, then 100 pl/well scintillant were added
“and 33P IabePedm?‘n stone H 1 was detected by radioactivity counting in the
Top- Count i Tl Fesaroi beﬁ@:ehrlhlcbmbbmﬂi af $eonudd (CHKI 4ay & | sufphBaylagérivativy oki nase

oot pady- ArPPLladdian GF Camied U TR s RERRPes MBI RSS Sychy i prHamine, -
sui tabl e cqnwatlt@tw Lﬁm‘tr&h'&' g%dﬂn@ qnfanetuauel YoReR s }8{3 R Butder

(TRES HA 10 mM DTT+ 0. 2ng BSA) wer e
added to ead?hhlﬂmnllethﬁnea rofost tdm&lwt)elqthq&l é‘ttethysitroflean 1actmrntrd@ QWI‘CN

i ncubati on, @%@ﬁ{‘ﬁ’%fﬁ. %tatqp&ﬁgrﬁw%é% o d '%Ju%oldzw %thxure 100 pl were

transferre eac D to al'Pow Substrate bindi ng
t o phosphocas ped smepef)fdf Itheeproc@ls aheseamm:ebetﬂareen a/\asimﬂma off ferasiia VIl ) hbé an

pl /wel |, PBS Ca~/ free MiltiScreen filtration. stem 30
Pet oot iHh: 10epane dsgr g of Snatila GO Fin 63 caled Suf e Bossentd hid iy base
scintill antsdﬁﬁraetﬁmﬁﬁlmaﬁdm\uauk@b% éthwaﬁ.tmﬁ pyridingeih HRE@Esle 861vedt such

radi oactivity counti q in unt instrunment. VWO 02/ 11C280 -54

| nhi bi ti on #stolignedhidilexpmethang cl&@pfqm glietioyt ethop Aenaydmianaasstoniale, oon:

0,4 uM pM rate, 10
pM ATP (0.5 %%"';%g‘1%174?'?',33%%hnaé%gﬁ’gﬁg%%%S%f"%lrﬁég%‘?"etgsde?tgm'

cdk4/ GST- Q/A]tematﬁ)te,ly,sasmealstep f&oﬁdwnpmaesis,ohhs cofmpowrtd &ff foomulan( VALl inehcted| unme
of SO ul fer, (TRI'S 7 2.10 ) 0.2my/ m
B5) webe AR onions Gy BiertycR sy MinEafvalivh of TR sk "oy
37 Ci ncuba&,lo(bmm nmhlemnuag os&@pp@diobmnﬁﬂh PI)EXHeteih R0isababdvanieined. 60 pl
weretransferreglﬁfrom each_we to Multi Screen plate, to aIIowsubstrate

bi ndi ng to PRESHESERYS: i 'é§éeaf tq the skilled mansthaichyerepsting apcaldehydg denivative gf t
150 pl/wel | (L8, RBE 79~ fttvqnsttrtceewﬂe@ut nt"t & §0niro N tatoﬁerﬁﬁnctﬂrésbmalhgn

system Detection: filters were allowed to dry at 37C, then 100

sci nti | | antdenaptveotimulad X3Bwhengin Reis ﬂﬁﬂzflhgmm willalee olgaiped; ddcew}se by
d " f
APk acl vi P RO ddialite SOBERM bt RO KRR et Wil e Bk G3REY L)

ATP (0.2 p@R ngtﬁmf the &ympaiind d famubBCLI8y thed pryparegir essed GST- I\/APK (Upstate
Bi ot echnol 173) ui tabl e concentrati ons af inhibitor in a fi

Vol ume of | 1065 practun bty Kap YR R edt B IR oretY Ao O e DS B T +
0.1 ng/nl  BSAdudlkgestdrdh 8, Pasditanet, so@funiiborohydrtde sodium cyanoborohydride

or sodium triacetoxyborohydride, in a suitable solvent such as N,N-dimethylformamide,

25 N,N-dimethylacetamide, chloroform, dichloromethane, tetrahydrofuran or acetonitrile,
optionally in the presence of acetic acid, methanol or ethanol as co-solvents, at a
temperature ranging from about -10°C to reflux and for a time varying from about 30
minutes to about 96 hours.

Finally, as far as step f) of the process is concerned, ureido derivatives of formula (XII)

30  wherein R is hydrogen and Y is (-NHCO-) may be prepared by reacting the compound
of formula (VIII) with a suitable acylating agent, for instance triphosgene or
trichloromethyl chloroformate, in the presence of aqueous or gaseous ammonia,

according to conventional techniques.



2 096 Ubottomwell plate. After 15 mn at 37 Cincubation, reaction was
st opped by 20 ~1 EDTA 120 nM Capture: 100 p.l were transferred from each
well to Mydimh&BN Plate, to allow substrate binding to ghasphemelkul ose
filter. Plates were then washed 3 tinmes with 1 SO pl/well PBS Ca~/ My~' -~
free and filtered by Multi Screen filtrat3®on system 2 5 Detection: filters
were allowed to dry at 37C, then 100 pl/well scintillant were added and 33P
| abel ed VBPTN@Ssaftetreadtiod by cagfbdoaat iiMi kY si@blet isoentn siéle ak0pfofommBtance,
instrunment. Inhibitjon assay, of PKA activjt Rﬁ’ 0 Kinase reaction: 10 pM

hi st one H 1dickipgarecthang, sébsafogmbgﬁve&@e,tet@by% Farp oy @liogxapgs ophoglingipythe | y of
bovi ne hear i : } 1 I o radyl i ki tor in a
Final vor anReareigh Py rare PpHGER GaRIRRAR Ay R lapfRle 0! T
DTT+ 0. 2ny/ dimeBSAminepyridinkl @ta tanpenaterewendingfrom abeuty! 0t taorpometempptaitre .

CAfter 5 mn_ate. 37..C incubation ion wa e y 20 pl EDTA 120 nM
WO 02/ | f@Sﬂad,fgr?tl%g v@ﬁ?&ﬁ%ﬁekfﬁémuﬁﬁ? gl?ozﬁ%q'ﬁgl were transferred
fromeach well to Miulti Screen plate, to allow substrate binding to
phosphocel l ul ose filter. Plates were then washe imes w.th-150 ~|/well
PBS Ca~/ My+3qordigg 4AasteR 9 G I R PocoTaRURd |°3rftaﬂpbla Gyt isnireased Gt i on:
filters wergpabte@¥®ande? alidic @ndRiths, that89inlMe prdseN®] df sifayIé htill@fichwlr Bradded
"' 5 and '3P'| abel ed histone H1 was detected by radioactivity counting in

t he Top- Couimstaness thydieehloric, iniupraaceis, methapesyiphpaitrorap-tolyensylphonig asid, as

reactian;, 2 i n 1.Of 1 At P r (Sigma # 0275) substrate,
10 2, SQ@M A‘?Eﬂ%béu%%]a%y%&k{fl%&&g%deﬁéﬁ%éc ﬁ‘!f%gsi rus expressed GST- EGFR,
sui t abl e cofimereactan isrsmel ouhimder tanrventioral frettolds,vfot inseancd byl Gng-a sblutidrer

Hepes 50 H 7.5 NhQ, 2- DIT +.3 p.M NaVQ3, 0.1 ng/ ni

B vere Ao it s e ©ordofs S ob Btfoaseis B shcipopRiabeni e o

37 Ci nCUbaﬂeh?@ratﬁr@%@fr&ﬂ%bﬁﬁW@&@ réfux? @ndfor BRGNS Gt for hRst4riRtftone: 100
S

pl were transferred fromeach well to streptavidin-Flashplate, to allow
bi ot i nyl at e#hoyhb stipyestonbal hdows plate. Plates were then washed 3 tines
with 5@ p,I/well PBS Ca~/ My~ free. Detection: radioactivity counting in
the Top-Count instrunent. 20 Inhibition assa~of 1GF1-R activity The

i nhi bi ti on EsathecaboveGFisicléar 4o thewskilleduwman thetrthe opteshahoayedionpftaconippund

foll owi ng protocol .. .Kinase.reaction: M bj.otinyl ated MBP, (Signma.cat. #
V1861 | Subdangts (b G tiHer AR of GoB\iLiPipeRbe s REbL SERRNGRY 5
ng | GF1- R (ipetods clikawid, hotongtbudd Sofrfoimata (XOMmhBTBEr @nvéedMiitd dottér 60 ~M
cold ATP) in a final vol ung Ofl}ﬁgq(‘) p.l buffer (50 mM HEPES pH 7.9, 3 mM

vhd 2, 1 mvionpernd of {avmyia/ad)) bekare uadriering GeRselSHiMel | of a 96 U bottom wel |
plate. Af t egs LAGCKLANECH J1RYIcaABoXinTda et CHRIVE LE FRRILA BUIE) whatSinEACLdBhyas

st opped by addition of 100 pl PBS buffer containing 32 nM EDTA, 500 pM col d
ATP, 0.1 % (RGQrmayibocanygniendypdutedse thpeuxespindinpamiag deprateaddormyilaer 1

nto 96 wel P BpEE Yied BmiChoRt BF SRR Tl o Mh MNP nghRE bR TP

pl at es wer esubsaphently céhverted into the compound of formula (1) as per step g) of the process.

Also the optional salification of a compound of formula (I) or the conversion of its salt
25 into the free compound, as well as the separation of a mixture of isomers into the single

isomers, may be all carried out by conventional methods.

Within the aforementioned process for preparing the compounds of formula (I), the
intermediate derivatives of formula (VIII) are novel and, hence, represent a further

30 object of the invention.

The compounds of formula (II), (V), (IX), (X), (XI) and (XIII) of the process are known

or can be prepared according to known methods. As an example, the above compounds



mn in a Packard TOP-Count radioactivity reader. Results: Experinental data
were analyzed with the program G aphPad Prizm WO 02/ 0(~2811~ -56

PCT/ EP1124Q3 d9R8s0lyn addi tion, the inhibiting activity of puyt@gpiyodakot ein

ki nase inhibitors and the potency of sel ected conpounds was al so determ ned
t hrough a nethod of assay based on the-38e of a SPA (Scintillation
Proximty Assay) 96 well plate assay. The assay is based on the ability of
fSt reptavi di5@f ﬁ'@mﬁﬁﬂ @Acm&%pﬁ@aﬁb}?pﬁw&iﬁg bioOR}idl)pk@deegr_epaegchBed dﬁlr iE{,‘ef' g
roma "' 0 orylation site I stan n radi oactivity | abele
phosphat e nﬁB M §t@hskur r’e@ffe‘gf’teﬁb 334??9%%36%-%% to the

bi otinyl ate i Sk i i Gih 1 dsMBsd i bRbitht ation
" counter. InﬁlS Ei t%{l grrl&aggggl %?regléﬂli%l/ E[;}2,gﬁ@azrzl%ii%visty 1(%? ?ﬁéejaxiq’nmhg? ﬁrﬁlﬁhg%stgi of
cdk5/ p25 actimpoupdsvef feremfla (heabiest obrthé fryentdon, iptipoal| yattiapab geups avithiki nase

_reaction: 1,0, pM bjot.inyl hi st,on ' r . RAS) I P y- ATP,
4N odks: B8 HE R b ARs Sy M REhiaRS 3UASEARCh, GuE” s bt 3

buf f er ( HepeaswatfedddeHedctions Mp€dd2 tol e npdopdriyridraddciyd weceediagdied cdrventiamial wel |
of a 96 U bottaom 15 wel | p%ate. Af.ter%%o gin at %;é:l cubatiaon, t he

reacti on waScBBESHIkEYIsENDC SOMNCrSIghoIghess IRt dnia EELRprotRcted compounds
phosphat e- bgb{ 8¢ 8shried bR c&AiHgab RhH@n Brokeddrds.i t on X- 100, 50 pM ATP and 5 nM
EDTA. The beads were allowed to settle, and the radioactivity incorporated
in the "P-labelled peptide was detected in a Top Count scintillation

countery., 2 / : £ ¢ % LDl fid

usi ng tlhoe fglr %‘ﬁg&{ i%é%gqo#(tdﬁ@gdvm%&gpgﬁ% % E%\cgﬁﬁggtr}%tgf 816 4%033% Q)F]CSO
val ues wer efezmulzullpd£ theusverdioa caarticaddvamagdouslyeprémned by cambingng thegibeve cs
equation: Y,=1.00/[1.+ 10 " 0gECSQ = .X) *Sl ope Wiere . X =| . and Y =
% I nhi bi ti oﬂ‘?sc’z?,e%l ‘E‘Fl[‘lé‘mnéilar? %&%@358?8&8‘7‘3’&?Pﬁ%’é\%‘%‘?lsiaﬁf’@ﬁé ¥ ﬁﬁf‘@‘%i’%ﬁ
assay of Cdetitis4SRS] levhrdidudspso fabigel aesmpinaeridi dieniical libary of taipdigds
protocol. The Biotin-MCM2 substrate Is traps-phosphoryl ated by the

Cdc7/ Dbf 4 cohiorawai(h- the 3 0 presence of ATP traced with y"-ATP. The
phosphoryl ated Biotin-MOM2 substrate is then captured by

Streptavi di n-coated SPA beads and the extent of phosphoryl ation eval uated
by (3 count Itrigtheféfere mfiirthiet phjactanfshy infentiic 7 Aibdry oftwd of mpreveempaindsofred i n
96 wells pl %n%u%c(f)ordi ng to the follow ng protocol.

R-Y-NH 07N\

—N

20 ()]

N/\

N

H

25  wherein
R represents a hydrogen atom; a straight or branched C,-C; alkyl group; a straight
or branched C,-C; alkenyl group; an aryl or aryl C,-C, alkyl group; a saturated or
unsaturated C;-C, cycloalkyl or cycloalkyloxy group optionally further
condensed with 1 or 2 benzene rings; or it is an optionally benzocondensed 5 or
30 6 membered heterocyclic or heterocyclyl C,-C, alkyl group, having 1 or 2
heteroatoms selected among nitrogen, oxygen or sulfur; each of the above
defined R groups being optionally further substituted by one or more groups
selected from:

i) halogen, nitro, cyano, hydroxy, oxo groups (=0);




V1'0 11210&280.1 -S7 To each well of the plate were added PCT/ EP02/009)s -
10 pl substrate {biotinylated MCM2, 6 nM final concentration) - 10 pl
enzyme (Cdedbibghy 12.5 nMfinal concentration} - 10 pl tqgtyeeabewed (12
i ncreasi ng concentrations in the nMto pMrange to 5 generate a
dose-response curve) - 10 ul of a m xtud@-of cold ATP ( 10 pM fi nal
concentration) and radi oactive ATP (1 /2S00 nolar ratio with cold ATP) was

then used to stgpt th@alghtstbraficheliCHT, WS/ 1 aikayelityl 6 feafieritbraaligl; 37C.
Substrate, enzyne and ATP were dil ut ed in 50 mv HEPES pH 7.9 contai ning 15

mM 10 Mydl 2, 2  nit) DTRYIProvgmembersd hetexeyeles Bﬁﬁ%ér%t%eh%@m@m?s ted “BSA.
Th I t f t est I i Y i i
~The sol ven or tes ag&ﬁ?ohmgggg @Qg%%%ﬁgdﬁgl&w%bgﬁﬁt% lbl[ynﬁaq i on

for 20 m nutes, the r ion ng t'o each we 100” ul of
PBS pH 7.4 cont ai ni nqnie, ayMETA alkyrvr alsbsy;ATP, 0.1 % Triton X100 and 10

.mg/ M streptavidin coated SPA beads. ~15 After 1 ] of | i at
room-t e%per at ur e‘v?o aﬁ?rla%g%f t%ébﬁnglfe?nyq} g“t“eaﬁ(ﬁ/’@f\’ﬁzg‘# &j&?ﬁ ﬁ(?xa’i’ n M‘%&dgp
interaction to occur,arflery pwbratlyt subpiractdi by BalBgenpeitrs dyiahd,eC,-Q) alkel or

(UnifilterR GFB'~"~) using a Packard Cell Harvester (Filtermate), washed
with distilled water B hen counted using a Top Count (Packard). Counts

wer e bl ank-subt ract edyan teBranBfedeXNAT | TRNtR Aty iQAHLIRT AyIthd or
triplicate) 2 0 re anal yzed for ' 50 det ef mi nati on “usi ng a non-|i near

regression anal ysis (@Vigwpheydt). |nhibition assay of aurora-2 activity The
i nhi bi rL1liong activity a@qlctg%m% ncy of sel ected conpounds was determ ned
through 2 5 a met'hod of ~&%s dsed on the use of the streptavidin

scintillation praRi mdnyinasGag, dledaninpadietkyhamipbar aglamandyi ot ech) run in a 96
wel | plates. At the end.of the reaction, the biotinylated peptide substrate
was captured w t¥i heabgﬂads "E&FXJ AHYEquehXoRR 't o éh(?l inQrarbonyly

CsClz. Wen a radi oacimhinbdarbdmel adldaiaphate nRétebyyddsarbodsf egtiondllpy t he
ki nase to the 3 0 beads-bounﬁb 'Eﬁiq’de,. |nght em'ttedyvvas nelgg‘ured in a

. pe
scintillation count ersubgtityigd bydaiogenintro,£3ang GiCalkybealkoxyet i vity was
performed in 96 yell s~plkate accoggi ol owin 1Khise
react i glﬁs: 8 pM bl:‘ygti ﬁ?w gi ed pept ?lggﬂ?rkbﬁ)g%@g%% of LRR\%@&?E}Q%E%A ATP (0.5
pC P"'Y-ATP), 10 nM AuylabagRyxyt@bpnylarinoj bi t or i rargcirbomylamoloune of 601 pl

buffer WO 02/(1128(1la -58 PCT/EP(12/0(1995 (HEPES 50 nM pH 7.0, Myd 2 10
MM 1 nM DTT, 0.125 naé%ﬁ‘?‘y@%&“ylo“mwg’orthovanadat e) were added to each well

of a 96 U bottonx)wel | caph Ay eC, -6f 4lRylc@Boy1oxM eSarglcatbofylokgnper at ur e
i ncubation,_ reaction was stopped and biotinyl at ?d é)epl%{jge cg\@; TE@%%
addi ng 100 ¥l ofSbaasingles Bendi om a shrvalent: group slegted | fprmm HeqroeRy W.5 M
wer e a?yed to eaggingggr{,o,@mg_ﬂmgos)togggﬁg&@lk@gzgpef ore radioactivity was
| e

count e n the Top-Count “i nstrunent. sults: ‘data were anal yzed and
expressed a€ % i ishbdpzericomaplthalenedr tap epsioan!lydenzacondessede 8z9me memberod

heterocycle having 1 or 2 heteroatoms selected among nitrogen, oxygen or
sulphur; each of which being optionally further substituted by one or more
groups selected from halogen, nitro, cyano, straight or branched C,-C; alkyl or
25 alkoxy, alkylsulphonyl or aryl groups;
or pharmaceutically acceptable salts thereof.
All of the compounds of formula (I) which are prepared according to combinatorial
chemistry techniques, for instance as reported in the examples, whenever appropriate in
the form of pharmaceutically acceptable salts, are herewith conveniently indicated and
30 defined as "products by process”, that is as compounds of formula (I) which are

obtainable through a given process.

As such, it is a further object of the present invention a compound of formula (I) which

is obtainable, for instance through a combinatorial chemistry technique, by reacting



Al'l conmpounds showi ng inhibition > 60 % were further analyzed in order to
study the 10 potency of the inhibitor through I C50 cal culation. The

pr ot ocol W&/Wﬁut he sanme described above, except that segd@kpdobdsti on of
the inhibi'tor was used. Experinental data were f| tted by nonlinear :
regression using the follow ng equation:4lv=v + "vo -vb~ 15 0 1 + 1
~n(loglCso-log 1 ) Wth vb as the baseline velocity, v as the observed

reaction velkogidfithe mm%&h&nmlo@%mw ('VIIDE‘aﬁme'&ﬂﬁrpifablenhlwbﬂhta@:&?oneaﬂd [1]
as the inhibitor concentration. 0 The cogl)ounds of formula (1) of the

present i nvthet Farhoxydigi @%I@W@tﬂv‘fﬁd@ﬁ forsula (P asoseh feethmia fabk &, ¢ Rbinans,
can be adm sage | evel depends upon
"the age, Wel% %ﬂeﬁg%géf?r{itgﬁs&%ﬁ% engaetglé%ﬁpgéél ﬁmﬂde) adm ni stration route.

For exanple, a suitable dosage adopt ed for oral admi nistration of a

From 1 to st irbdetet picDes B BesshMmierr onedpRianiraiia i BhRaeee

admi ni st er edbﬂaﬁaaalevwrllﬁtahceftmdogtageoﬁmrmnae cﬁemn@fryzltécymnqua, tyheaétirigneach

tabl ets, capsul es,. sugar or film coated tablets, i d salutions o
suspensi onsof ﬂ@c&f‘dm’ﬁeﬁ"\‘ﬁt’t"ﬁ%of&rﬁﬁ (\é%p‘éﬁsﬁtd?mey agé{frér’f‘f‘g‘r Y gne ‘éfr%‘e

I ntranuscul %Ly aerdé%oaﬁv@sr&vmﬁma &/ RVset Brplh A 1ROy bist@rntyal

i njection or %nu5| on. In addition, the conpounds of the 1 nvention” can
be adm ni st ep@dtlr@ aSFmrth)r@aemfdhegwnntsoror alternatively, in conbination
W th kn]eqvn anticancer treatnments such as radiation therapy or chenot herapy
regi men-in conbination with cytostatic or cytotoxic agents, antibiotic-type
agents, al kyl &t a fgrtig bt ofrthe pedsadmoinvesticang e ndompobied Wb fatmwlg €t which ¥O
02/ 11C280. 1 -59 PCT/EP(12/ 95 i mu oIo a ents, interferon-t
agents, cyc PB'GW lenfpe dnstance O&ﬁft"%}%a(‘@ Inagor fl‘?‘ﬁﬁfrblt?cdf‘ﬁ}’e by reacting ddeh

met al | omat r pX HeOkias %ehmuvl@s P ESmul £ ITB] @58t ifoM B @IS, vl esy o &f mase
i nhibitors, anti -grovvt factor receptor agents, anti- HER agents, anti-EG-R

agents, ant sephorygeshdosids defévatives oAntosyhlar £%hstseseis Bribnin yebler &, #nds byaf

si gnal an ycl e inhibitors, other
cdks i nhi b| 'gblrjsg&de%ﬂ%gﬁérgt\(@/asopétﬂegnbéy‘g; gﬂf‘gngvl%ts]{(’)?rlgrase | inhibitors,

t opoi somerase || inhibitors, and the like. As an exanple, the corrpounds of
the inventiq |nat|on with one or nore

chenot her apée : st ance, exenestane, fonnestane,
anastrozole, |et rozoI e, fadrozol e, taxane, taxane derivatives, encapsul ated
10 taxanes, CPT-1 | _canmptothecin derivatives anthracycline nl \If‘ﬁQl des,
e.g., doxofubicip2- [3 ﬂ%ammoehwyl)ebmtmlwbiswre@rHirwaael-“*-made?r Benrexazole

Vi nbl asti nég;5cat ) t 0 qmelf

t anoxi f en, r%1 0X ?Hnohh‘%@ E’gylpéf}&%%%&%@gr&ﬂf@gg‘f?““‘m&g%t he i ke,
optional | y hw - ated—=as i
dose, such 3K €

within theldosagks MANAC doceri haed above and ar ol ca ﬁ
active agemt 4wt h?‘r[ﬁ‘( ammopheyDal- mlé’ﬁg’s%?ﬂj’ei Hm&‘uﬁ&%@?’eﬁéﬁ%}r a ( | ) may
be used sequent i pPeNFoXazole known anticancer agents when a conbination

f or mul at i OT bs i haphbfopminepbenyd- b“‘ltbib’ob‘rs%@?ﬁtlfﬂw?@ﬁﬂr%bﬂ a-eoronsPudes

phar maceut il cal _cpbgnaexazplens conpri sing a conpound of formula (1) or a

phar maceut i cal | y| 2¢3€pamblophspil) 1- trﬁtg}pelyfstylrmealsfé@maaolrbml]vﬁ-tbmtydﬂ 3-

phar maceut ijcal | y| berzeyizalel e exci pi ent (which can be a carrier or_a

di I uent). The. phpzimeRathimopheryOFPadtylpobRsranAl ipyiaagl-4-yE-Soepelingds of [ he
invention are usppdnz¥xdorpared follow ng conventional nethods and are

adnmi ni st er ¢dgin A>3 73 RAROPRGHIN1- ﬁﬁklpﬁlﬁ%é&biﬁ-p&fﬁim4 TOr ex3maprmn[T.he
solid oral |forms| gRya RNt ain, toge er wth the active conpound, diluents,
‘e.g. |actog ) " 1507 chor

pot at o starcg' uﬁ ‘ﬁ-rt?/@‘dﬁfs&?ﬁ ﬁ?tpg{.&z 6’1543?11 rragn}ggfoﬁém or
_cal ci um st ¢arat y ' :

st arches, ar é@ ul ose
or poI yVvi nyl—pyr o gore—otsa t .\,.. gHhtc,

al gi nates or 15od EQ‘PH}?PBF'VZH 5&?%%?%%%&% ‘§<t>'Ur enabléf uf f s|
sweet ener s;L_wet t hﬁlzﬁﬁaéﬁleq such as lecithin_polysor hates__J_a_UHLI_s_u_l_f_at es:
and, in general, non-toxi c and pharnacologlcally i nacti ve substances used

i n pharmaceutical formulations. Said pharmaceutical preparations may be
manuf actured i n known manner,



WD 112/01~280~ -60 PCTI EPU2/0099s for exanple, by nmeans of m xing,

granul ating, tabletting, sugar-coating, or filmcoating processes. The
liquid d'&RF&ﬁi?Q@ for oral admi nistration may be e.g. SyrggaSepoSidthsi ons
and suspensi ons The syrups may contain as carrier, for exanple,
saccharose or saccharose with glycerin-dad/or mannitol and/or sorbitol. The
suspensions and the enul sions may contain as earner, for exanple, a natural
gum agar, e tenal gi nate, pectin, nethylcellul ose,

carboxynet hyl cel l ul ose, or polyvinyl alcohol. 10 The suspension or

| | 1
active corfpddnd baﬁé%%“h h"W‘?“T‘W%@“%&*E%“’HF zﬁigr?(lar E*""Eéﬂ??”*.'\ c hter,

olive oil et hy! 120P OP*Y ehgoxagole Py & gest+ed, a
sui tabl e arraa gHBTC(S aﬁ%@}é#&iﬂﬁﬁf&é “}'ﬁ %4011 y(”’lé “F%lll’yl n% ravenous
i nj ectiong i OERF0ZAZ0 hat er

" or prefercbllﬂ théy{?’r{cégpnbaon nylrd -trigripelistyrese-d Hemirazo-4a4l chenzqxggelsni ¢
| |futizoms '
sall ne solufisomsHgR (h'hﬁv}‘ln&‘@égglﬁ'i‘tﬁwvi\rcﬁzst?reg@ﬁH' Lpyradd]- ‘4%]03%1 gh%‘[’?j- €

supposi torji es rrm%lg(g%ll her acti’ve co
phar maceuth “"1' I 3

alycol , alp Fr{ IagHao PR afﬁ ‘%‘E ¥vrsac- LRyl ctYAL Spapalfidi ] 20
The foll ow endedto

present irvéﬁt. o@[ (f*waruvorﬂwgmd tgfvg}m Yifyreas- .IHrPW ﬁyl SCAMBOE % 5 The
fol |l ow ng anrml benzoxazoler eni t h intended to bhetter illustrate the present

i nvent i on |wil8hoy2-[Bd4iamynenhenyd)iitrisslpepstyrsne-i H-magobitey |1t S-cliorgrl,3-
3-(3- ni t raphenyl| benzoxaial¢ ~| pol yst yr ene- 1H ~yrazol e-4-carboxXl ate 30
Di i sopr opyjl @0hy|| arB A(4-a8n@henyl)-11t8Bpolpnienan H-myrsol-dtyl b H-tadtylet By |
3-(3-ni traphenyl ppytoxaalle- 4- carboxylate (2.Sg, 9.5 nmml) in

di met hyl f ar gam Qq3%n{1ﬂ8pmhyl)mmy1pagl§¢reh@m Siradol -ya]-5-hidtkgi} 1,8l or i de
resin (Sg,| 1.27|weRiokazdi®adi ng, 6.35 mmol, 1 eq.) in dichloronetane (85
m). The mixgqure 2%5(4%nhbphe§$rl')flttﬁ%&lﬁélyityﬁene-ﬁ dpy%zolimaﬁ}i] faf&f‘thM[i pered

under redyced prg v . IThe resi n vias suspen ed’in a mXxture of

di chl or omgtane Wy 27 O8O~ 61 - RCHERA2 P9, t g etTyt=am| ne
85:10: S (10 82 2 t'lrlr ' 8Eye m-n 1s and ti tere A ’terh Was ing
consecut i \ 3 t P hane ~diethyi—s it was
dri ed over|ni“ght |iR 6&?“8‘?" B HGOIPYE W@Eﬁf r%’ggﬁ" X ﬁ s Oﬁy f fesin.

By wor ki ndin e lenBEAERO Gy and - 45

car boxyl at|le, 2% t \%dé (6@E@P?i§l?“¥lt)ﬂytpt)§p?llstﬁ"ef‘? &Hﬁéﬁﬁoj Aylf-op W%ﬂl 3575t yrene- 1
H pyrazol g-4car )b@W@ZOlExarml e 2 3-(3-nitrophenvl)-1-tritylpolystyrene-1H
~yr azol e- 4- @& bRylBH¢-amwnepheoy!yd -tritypelpsyrenem Hopyrazohttyl]-4-methyl-7-
3- (3- ni t r apheny|| isoprapyi- y3-peszexazoleene- 1 H- pyr azol e- 4car boxyl ate (6.4g] 1
mol / g | oddi2eg) |i2A3(4-aminofhemel)anitytipalgstynene-hidepyoazolid-8bdenidhyl-103-, 12| eq.)
was added.} The rribghzoxazolas stirred at 70C for 16 h. After cooling, the
slurry wad filtered under reduced pressure and washed abundantly with
nmet hanol to dissolve the sodi um hydroxi de precipitated during the reaction.
The treatnment was 15 repeated three tinmes nore. The resin was afterwards
washed wi th methanol, DCM diet hyI ether and dried at 35C under vacuum to
give 6 § ofldbld B: Guthogpliveanid Yeriativesydfjotmds fiXéne- 1H- pyr azol e- 4- car boxyl i c
aci d.

9-FLUORENECARBOXYLIC ACID;
1-PHENYL-1-CYCLOPROPANECARBOXYLIC ACID;
1-METHYLCYCLOPROPANE-1-CARBOXYLIC ACID,;
CYCLOBUTANECARBOXYLIC ACID;
CYCLOPENTANECARBOXYLIC ACID;
(-)-MENTHOXYACETIC ACID;
1,2,3,4-TETRAHYDRO-2-NAPHTHOIC ACID;
2-FLUOROBENZOIC ACID;
2,5-DIMETHOXYBENZOIC ACID;
2-BIPHENYLCARBOXYLIC ACID;
2-(4-CHLOROBENZOYL)BENZOIC ACID,;
2,6-DIMETHYLBENZOIC ACID,;

bl B Rl oAl Pl oo Ead e

p—
e

el
N | =—




By working in an anal ogous way and by using et hyl
3-(4-nitrophenyl)-1trityl polystyrene-1 H pyrazol e-4-car boxyl at e,
pl-tritylpolystyrene-1 H2 O pyrazol e-4- cadaoppthiogoedci d was

3-(4-nitr
t hus obt ai

b

ne

30

Exampl e 3

N-(2- hvdroxyphenvl) 3-(3- mtrophenyl) 1-4%4 ty~ol ystyrene- 1H- pyr azol e- 4car bo

xam de A solution of N hydroxybenzot riazole (I.

35 g, 1 nmol) and

o- benzotri a;tgbz-ehyf},@ n,n',n" -tetranmethyluroniumtetrafluoroborate (3.2 g, 1
mmol) in 15 of dry d| mathylformam de was added to a slurry of
ol i 5 RS arotees et £ et 2. 2
" 0- am nophe 14-\1\@5 <! 6MZW§A D”' suspensi-op—was—stirred-at +rt—flor 20
h. The sl u t15.wals3s ‘F"J %EMOMN4"QWAQDHF essure__the resin washed
abundant | y| w&.h |OvE5-TRIMETBOMYBENEOLE WA1Dot her _and dried at 35C undey
“vacuum By| wbt.ki nh4iIHETHQxEBEYE@ICuisyIind by using the appropriate anjline
derivative, 1he [f&OYANOBENIQICWAD;wer e prepared: VWO 02/ 0(28(!I -
PCT/ EP( 12/ D0OB8s |-4PODOBENZOIC ACID;
ﬁ (3- hydlr OXYF®PN @-tﬂET%’YL&MﬂM)BEN’ZUIQDK@ID" )-1-tritylpolystyrene-1
pyrazol er 4 car DARPHENY LCARBOXYLIC ACID; Voot
N- (3- hydr oRy Py T Tty g1 ¥y B-3-6 X0V APERFAWGIDL LT T Ly porysTyreme-1
Hpyr azol era PYRUMIC ACID; . et ,
ﬁ[(z-hy?r X4 r.m_lv.s_/ YL%/’M,ERI&A@I%H tropheny—t=trt+tytpotystyrene=1
pyrazol e A
N- 2- hvd 2_.1;_ RE‘RT- TC I .
H I[O)(/r az& re quar hiok HO ENYL)PROPIONIC ACID;
N- ( 2- hydr oky25- t p3rNITREOeIFIURQICACHR;t r ophenyl ) - 1-1rityl pal ystyrene-1
H pyrazol e} 220 clal-DEHTHOIC ACID,;
ﬁ[(Z- hyfjr 023/9.5- gNMHm@;?R?g%(ﬁf ni t roE[lelnyI )I- | -trityl polystyrener1l
pyrazol er 43gar bpXETOBUT soxynapht al en-
-yl }-3-(3-prir opherWADICIAEID T YT pol ystyrene-1 H-pyrazol e- 4carboxam de; |15
N-[ ( 2- hydr XYy 3,12 S IDIRIETHYTBUDY RIP ke - 3- (3-Ni Trophenyl )-T-Tritylrpol ysty
rene- 1Hpyr Az €1 ﬁAICEq]C ACID;
N-[ (2- hydr Y7 5= LGE?EM};] =—3=(3=nrtrophenyt)=i=tritytpotystyrene
L Hoyr azoberd e YIS ROPHENQXYACETICACTD
ﬁ[(z-hyflr ig '5n % “:ulé;‘ﬂC’A(‘fID H=E F—i—t+rtHpebystyrene—4
pyrazol et Ny
N-[{2- hydr X%/éB- AﬂTDI%O&ORHEWIEA FlggCiD( 3-nitraophenyl)-1-tritylpolyst
yrene-1 Hoyr3&ol e3-FLUGRORHENNEACETIC A
N-[ (2- hydr px3¥8.6- neEAHQXHBHENYTIACBTI ACHBhenyl ) - 1-trityl pol ystyrene-1
H pyr azol et 44@r bpR-AIQINELACESIC ACID;
N- ( 3- hydr oky#sBpht £PENTXNO)C 3C(B: ni trophenyl }-1-trityl pol ystyrene-1
H pyr azol ef 4gar DoXRINOMENHEE. chydneapy, | d-2-yl)-3-(4-ni trophenyl
)-1-tri ty[ PRl YFIAGNOMETHYL RDIPATE, €- 4Car boxam de;
N- (2- hydro pyen QJACJE:IQAM@DB ‘ i@ JCIbrltyl p0| ystyrene- I F+ pyr azoleF43 0
C?; P?X?m.o?i:ﬁj:'[* ) ’t’)@fm\}ﬂé 'utlbp”e”yj =34 trophenyt)—=
- S € €= Foxatm )
N- [(ZYhSdr 3%4'3‘5 i"F%RQm fff’] o (4 - ?G"‘:E"“L‘ H———t+tyHpetystyrener 1
H.pyrazo|e.4 ’érb ' A.nl.l.L.‘ OE2 80 l.’d D) Q0 653
N- ( 2- hydr 0 va%._ ¢ TH\[@P\HEN\EI'A AQE(TACI'A IrD‘\nhpn\ll \ 1-tri yl pol ystyrene-1
H pyr azol e} 449. | NICOTINIC ACID;
50. | NALIDIXIC ACID;
51. | 2-NITRO-4-TRIFLUOROMETHYLBENZOIC ACID;
52. | 4-METHYL-3-NITROBENZOIC ACID;
53. | 3-NITROBENZOIC ACID;
54. 3-NITROPHENYLACETIC ACID;
55. | 4-CARBOXYBENZENESULFONAMIDE;
56. | SUCCINAMIC ACID;
57. | N-(4-NITROBENZOYL)-BETA-ALANINE,;
58. 3-(PHENYLSULFONYL)PROPIONIC ACID;




car boxam de;

N-[(2- hydroxy 5-met hyl ) phenyl ] - 3- (4-nitrophenyl)-1-trityl polystyrene-1

H pyrazol y&; 2& Qqoxam de; 5 PCT/ER2/00995

N (2- hydroxynap alen-1-yl)-3-(4-nitrophenyl)-1-trityl pol ystyrene-|

H- pyr azol e- 4car boxani de; - 44 -

N-[ ( 2- hydr oxy- 3, S-chl or o- 4- net hyl ) phenyl ] - 3- (4-ni trophenyl )-I-trityl polysty
rene-1 Hpyr gzmb er dngar boxam de;

N[ (2- hydr oxy 5- et hyl sul fonyl ) phenyl ] -3-(4-nitrophenyl)-1-trityl pol ystyrene

TR0 pyraRye” W ?3-“[‘ETHYL(;YC_L‘OPRQPANE,CARBOXYLIC ACID; )
. [( -ny rwﬂﬁ"oa: k dﬁHEN’YLiPR‘OPTOﬁC'A(ﬁbYI = T tyrporystyremne=1
[{2- hydrlog8l: 3] 2NV THBL 4 1 .
ne- 1 Hoyr@zol| BOETHHAMNMFPROEIONIC ACID 1Y DROCH GRIDE:

e
[ (2-hydr 0X63- 6- FI%DII]MIBTMMINQM%R{G 6%@%YDRQGHL@&I%,I ystyrene-|
p
I

ol yst

razol g- 464 ar|bIGOPRIGPY ERHENQXYACETIC ACID;

y

3-f 3-nilt raphery-BENZQYLRENPANGBCYAEHRE- 1H pxrazol -4-yl] -1, 3-benzoxaZol e
Tri but y[l pdwos jM-A€CHT2AMIDO,3-NOTROBENZGIC! QM by di et hyl azodi car boxyl at e
6 m, 10 gmol))pweswipadsiad Acopw se to a slurry of

N- ( 2- hydr OXYZRTENYS 3 T BROMOBENZGIYALID T tyrpolystyrene-1T

H pyrazol eF g al DR EH X VBENZDICACIY - T €q) 1n 20 mof dry
tetrahydrohiig?‘u.. s, ‘ETﬁbWPTEWL‘KﬁﬁC'AW at—T-t—for 16— Afiter

i ety o sl G LR R PO T AU
di net hyl f o ) L —and—di-ethy—ether—({3Xx
ond dr ed bt 1550 GudDIMETHGRY PRENVIJACT -J 3
starting f [ oFR-t he2- AFRO HENQXWAGELIC; ir epared as described in exan
3, the fol | ol ng CHREDIAONE-IEARBOXYAIEACID;
2-[ 3- ( 3- ni | r el WACETYEi4-FLUORGD)-BHENYLALANINE;
H pyrazol - 4-36.] - INMAEPhY bPETBAAJAMIC ACI®; 2-[ 3- (3-ni trophenyl) -1
-trityl pol ystyr ene ATCEF AMIROBUTYRIG ACID;, 3- oxazol o[ 4, 5-b] pyri di ne; 30
2- [ 3- (3- ni fFrophemAI-THENO YVI-PROPSONIC ACIDEF pyr azol - 4-yl]-6-met hyl -1, 3- benz
oxazol e; 2r 5y (35 IB RRIEAIDOBENZAOICPREYST YT ene- 1
I+ pyrazol - =g =155 WERTRVIDS: ?ﬁ:ﬁﬁé@mmg ACID;
|2_|: [ 3-(3- :‘ll r&p”c'x ETIC ACIDY! POt yStyrene:

razol - L ol o . VR T s nhmat) B =P~ RV
2- F%-(S- ni r%?"fh.e HYL Wﬁi‘:m‘ e 1
H pyrazol - 4-$4-] - EN?ELENZQY‘L E‘A zol e:
2-[ 3-(3-ni Lréhhep BROMO-3-ME TN LBENZIE ACIy r 270l - 4- vl ]-
1, 3- napht h[ 182- d] 4$DIBROMOT OBHENE2SEARBOXYAHGACIDS | 1 5 - 64
2- [ 3- (3- ni Lr heh2HACETAMIDPO pBREN OBENZQIC ACID;
H pyrazol - 4- §1.] - 64-BROMO-D>METiEYRBENZGIthatHdxazol e;
2-[ 3- (3-ni | r shepyFLUBRO-6-IQ0DOBENIQICeAECHLH- pyr azol - 4-yl | - 5- et hyl sul fionyl -
1, 3benzoxafoge; P2-FURANGLYOXYLIC ACID;
2- 3- (3- ni IToPNeNMIN-DIMETHY L §OCCIRNAMICEACHD,pyr azol - 4-yIT-5- phenyl -1, 3- benz
oxa
]
2
H-

pl e

zol e;  2rfgr (3733 NPETRORYE FaOXY) XCRTIG RO NS~ L FF pyrazor - 4-y
j%fﬁf‘ﬁ: 753 50 Jﬂ(ﬂmORO"XE] ARPET HY PHENYLACETIC ACID;

PSSP AR i 41 7 TR 4 rfdymmﬁmm@ogggp{@g%ﬂy,,) .
trityl pol /Qé‘l'rrn mmu HI‘L'URID zoxazole:—10

2- [ 3- (4- ni fr8phehdSDIBR ¢MQBEMQ(@6 ELLEL’EB%J_&LOL_L_)AH_;L_&MpM-hPZ 3-d]
oxazol e; 2}[96.( 4l rGHIAAROTHIANARHTHENER-H. eACID;

H pyr azol - #- 91.- 12-NIFRTHIGPHENBRLARBOFYLIC ACID;

"2-[3-(4-ni tr 8phhenh§JHOHIOROF2-METH YEBENLCHCIACH Y r azol - 4-yl J-6-net hyl - |
, 3- benzoxaroh9.e; | 2-BROMO-4FUUDPROBENZAICACID| pol ystyrene-1

_Hpyrazol - #198.] - B34hICHIGROX-BEVORGRENYL)-5-METHYLISOXAZOLE-4-

2-[ 3- (4-ni trophepglARBOXVLIGIAIDYSt yrene- 1 H-pyrazol - 4-yl

] -S-tbutyl FE- DEPERBIAEN; 1o

2-[3-(4-ni i .J',"f YNIbO'PR‘dP‘ | pm ystyrene- I pyrazol-2-ylT-5-methyl - 1,3 benz
Az o or L C R HEMUM N ERRE RV ERALID:

nan

H py. | - . =
Ctrityl pol 404 LE ACRI QY- NAPRTHOTE ACTD, oL (T ropteny

LR A LLE A% \vJ IICLII_yI Ly
2-[3-(4-nitrophenyl)Jl-trltyIpolystyrene 1

H pyrazol -4-yl]-5-ethyl sul fonyl-1,32 0 benzoxazol e;
2-[3-(4-nitrophenyl)-1-tr-ityl pol ystyrene-1

H pyrazol - 4-yl ] - 5- phenyl -1, 3- benzoxazol e;
2 [3 (4- nltrophenyl) 1 trltylpolystyrene 1




Exampl e 5 2-f3-(3-am n~henyl
-1-trit, ~l pol ~rstyrene-1H pyrazol -4-yll -1, 3-benzoxazole A solution of tin

(I'1) chl ogy hydrated (6.6 g, 30 nmol) in dinethylforg@msenid? M)
was added“t(g&a Srry of 2-[3-(3-nitrophenyl)-1-trityl pol ystyrene' 1

H pyrazol -43 0 yI] 1, 3-benzoxazole (2 g,452 mol ). The suspensi on was
stirred at r.t. for 16 h. After filtering under reduced pressure the resin
was washed ywab ¥ne.(3x), DCM {3x), MeOH (3x) and diethyl ether (3x) and
dried at 35C under vacuum y| el d| ng 6.5 g of 2[3 (3-am nophenyl) 1-tri

4

tyl pol yst ]n:qszni - ]:?.f [‘Hfb?R )I'bﬁl,(rx b)&omun e V\U ULI uxxi: T—65

St T ORI 724 SV T AN VM TGl 1 ORI
conpounds [W¥e drAkEHAKEBYVALERIC ACID;

2-[ 3- ( 3- anit¥¥p rﬁylvthTﬁYHrRH AN Y EMRAHAL E14-GARBAIKYRIGACID; 3- napht h[ 2, 3

" d] oxazol e;| ©93) |B-METHY bt G¥EhOMEXANECARROXYILJEIACE e- 1

H pyrazol -4t ) -| B-BEEDEQEY YA IOBEKWNECARBOXYLIC ACID;

2- [ 3- ( 3- ani NaphemMIQ¥CLOHEXMIpOoCYBRY A€IP: 1H- pyr azol - 4-yl ] - 6- net hyl -

benzoxazol|e;125) | 5,6-DICHLORONICOTINIC ACID;

2-[3-(3-am ﬂ@Phe (ﬂIMETHYLKMMO)?WEAéHTWE@?I@ 4-yIT-5-chloro-1,3 10

benzoxazol [€146) | (R)-(+)-N-(1-PHENYLETHYL)SUCCINAMIC ACID:;

2-[ 3 (3- anryygpn 'tsy N PHENH I YL JSTC N AVRE AL Y =5 thuty =13

o T8t 5 ank M hdd I MENTHYLOXYACETIC ACID: |~~~

benzoxazol e 117 5 |SUPROFEN; i i ’

2-[3-(3-a 1H§nth$NDiMEIﬂKH LRRENYLALANINES ¢ 0701 . 4. y11-1 3-naphth[], 2

d] oxazol e:| 199- 2-[BIQROBRENYIAGETIC AGID; 1 y| pol yst yrene- 1

H pyr azol -|4L20) | -[5-@ 4 RIMETHOXEPHENYIL BIHSAREXACHDe:  10)

2- [ 3- ( 3- ani FdphgryFLUOROQ-SNITREOIBIN YOO ACIB; pyr azol - 4-yl ] -5- et hyl sul f gnyl -

, 3 2 0 benzi@RazqlN-DIETHYLIR6-OIFBUORGIETHALAMIC ACIDpol ystyrene-1

H-pyrazol -4l | -[2-BROMO-SINBTROBENZDIC £CIH;2)

2- [ 3- ( 3- anj pAPNETWBROMOI-FYUPROBENZONE AEID;

B pyrazol -4 glT- %-(?THYEWL}WQHWIC%MQ“ZOXWO' €

126. | ISOXAZOLE-5-CARBOXYLIC ACID;

127. S-NITROTHIOPHENE-2-CARBOXYLIC ACID;

128. | 2-(4-PYRIDYL)THIAZOLE-4-CARBOXYLIC ACID;

129, 2-METHYL-4,4,4-TRIFLUOROBUTYRIC ACID;

130. 1-(AMINOCARBONYL)-1-CYCLOPROPANECARBOXYLIC ACID;

131. 1-CYANOCYCLOPROPANECARBOXYLIC ACID;

132. | (S)-(-)-2-ACETOXYPROPIONIC ACID;

133. | 3-(METHYLSULFONYL)BENZOIC ACID;

134, 2-CHLOROQO-4-METHYLSULFONYLBENZOIC ACID;

135. | 2,6-DICHLOROPYRIDINE-4-CARBOXYLIC ACID;

136. | 3-PYRIDINEPROPIONIC ACID;

137. | 5-(4-CHLORO-2-NITROPHENYL)-2-FUROIC ACID;

138. | 7-CHLORO-1-ETHYL-6-FLUORO-4-OXOHYDROQUINOLINE-3-

CARBOXYLIC ACID;

139. CIS-2-(2-THIOPHENECARBONYL)-1-CYCLOHEXANECARBOXYLIC

ACID;

140. | 5-BROMO-3-PYRIDYLACETIC ACID;

141. | 5-METHYLISOXAZOLE-4-CARBOXYLIC ACID;

142. 2,2-DIMETHYLHEXANOIC ACID;

143. 3-CARBOXYPROPANESULFONAMIDE;

144, 6-CYANONICOTINIC ACID;

145. [ (R)-(-)-2-METHOXYPROPIONIC ACID;

146. | (S)-(+)-2-METHOXYPROPIONIC ACID;

147. 4-(TERT-BUTOXYMETHYL)BENZOIC ACID;

Lot hyvl 1
[ ‘lll:Lly .L,\.




5 13) 2-[3-(3-am nophenyl)-1 -trityl polystyrene-1
pyrazol -4-yl]-4-nmethyl -1, 3 benzoxazol e; 14)

-[3- (4- agigonfieqy! ) - 1-trityl pol ystyrene-1 H pyrazol - 4-yl JpcdyepibRivoexazol e;
S) 2-[3-(4-am nophenyl) 1-trityl polystyrene-1

pyrazol -4-yl]-1, 3-napht h[ 2, 3 d] oxazol-é6-30 16)

2-[3-(4-am nophenyl )-1-trityl polystyrene-1H pyrazol -4-yl]-1, 3-oxazolo[ 4,5
b] pyri di ne; Tdple II cont.

2-[3-(4-am nophenyl ) 1-trityl poI ystyrene 1H-pyrazo| 4-yl]-6-nethyl-1,3
benzoxazol e U INSVL: cAh B y ‘, -606 18)
2-[ 3-(4- amnophe razol -4-yl]-5-chloro-1,;3
" benzoxazol |e—319}
2-[ 3-(4- am]n43phe
benzoxazollLe, 51 A
" H pyrazol -4-yl]-5-net hyI -I 3 benzoxazol e; 21 )

2-[ 3- (4- am nophenyl )-1-tri tyI pol ystyrene-1 H pyrazol -4-yl]-1, 3-naphth[ 1,2
d] oxazol e; 22)
2-[ 3- (4-am hoighé e
yI 1,3 10 benzoxazole 23)

2-[ 3-(4-am nophenyl )-1-trityl pol ystyrene-1H pyrazol -4-yl]-5-ethyl sul fonyl -
, 3 benzoxazol g, [BAENYL ISOCYANATE
2- (3- (4- amnophenBRoOMAPFHENYPAKDEWARATELH pyrazol - 4-yl ] -5- phenyl -
benzoxazol &5 2] (50R SPHENYL SO ANATE LT/ Lyl polyStyrene-T
A A I RIS U TOT 17170 TS0 (2T A O
benzoxazol g- 5 é(-g ] O OBI-IE’UI\Y'I:‘IgC)ﬁV NATE™? AR MR A
N-1'4-[4- (1, B-h L] GRQP’}IENY# $6§¥ﬁ6‘j\.}'§ rEr! | penyl }phenyl acetam-de A
sol ution of| N.\e2RyPHHEAROPHENYE ISOCYANATE| ag)
benzot ri azdl -8y| [@¥yPICELOROPHENY hdSQEYLIMRE um
hexaf | uor ogho&phajseDECHDORIOPHENYRASOGYANATE mmol ) and phenyl acetic dcid
(68 ng, 0.d5 1Mo sSDICHLORWPHENYL (BOOYAeATBNne (DCM) 2 5 was stirred |for
30' and then 13008 METHOXVPRENS OB CUYANATE

pyrazol -4-yl]-5, 7-chl oro-6-neth

2-[3-(4-am ”QE:”?QW DIMEﬁ‘ﬁ :wppHEwWS@ﬁ:Y_KINWEaZOI 4-yTT-T,3-benzoxazqgl e
from exanp 6;11\2,. M ETROXYPHENY L ISOCY AN . o
(3%) and diletlfv 2 HOX YV PHENY L ISQEYANATE S o o e o et a
sol uti on of -ﬂ'ﬁA 2f(a/‘:RIIELH€jR‘PQMEi%g] EMYL]HEQ(:\XAN F;E:.rl to-—resipn-and-tHe °

resul ting rled6s %EQ&YM%YANIA}’TI‘&M for 1 h Afterward the resin was
filtered and MasBédDIMESH YHRHENYHISOCYAMNATEhe filtered solution was |
evapor at ed juri@er |2 ETHEHEHENYIXISQCHYAWNATE! ng of a crude solid, that wds
purified by goeparBROMORENSL ISSICWANAGE ol | owi ng condi tions:
20. [3-FLUOROPHENYL ISOCYANATE

21. [3-CHLOROPHENYL ISOCYANATE

22. |3,4-DICHLOROPHENYL ISOCYANATE

23. [3-METHOXYPHENYL ISOCYANATE

24. |3<(TRIFLUOROMETHYL)PHENYL ISOCYANATE

25. |IM-TOLYL ISOCYANATE

26. |4-BROMOPHENYL ISOCYANATE

27. [4-FLUOROPHENYL ISOCYANATE

28. |4-CHLOROPHENYL ISOCYANATE

29, |4-METHOXYPHENYL ISOCYANATE

30. |4-(TRIFLUOROMETHYL)PHENYL ISOCYANATE

31. |P-TOLYL ISOCYANATE

32. |BENZOYL ISOCYANATE

33. |TERT-BUTYL ISOCYANATE

34. |(S)-(-)-1-PHENYLETHYL ISOCYANATE

35, |ISOPROPYL ISOCYANATE

36. |ETHYL ISOCYANATE




WO | 12/ U128U. ~ -67 Eluent A : aqueous solution of trifluoroacetic acid
(0.0l %v/v) Eluent B : acetonitrile 5 Gadient : Tine (m %A O (injection)
90 10 8 1%1#@5&2{6) 10 10 Flow : 20 m/m Col um: Waters Sy@yeipiydddes 18 19
x 50 nm P 1019s 98B 90 90 Detector: mass spectroneter, electrospray
i oni sation, positive node. 15 A liquid-i&ndler triggered by the nass
spectroneter automatically collected the fractions containing the title
conpound. Afrhgk 188ROr ation of the solvent 10 ng of N f 4[4-(

1, 3- benzoxazol - 2-yl ) pyrazol - 3 yI ] phenyl } phenyl acetam de as a colorl ess
solid were G%tga*i Red [f""" = —H-NVRBWVBCdh}—h agnuat re—stgnats

(ppm: 10. 35

) Conpounds Vppqg: a :\nnr nnrl af a am a¥al r~|nr| \lnf } \‘rID_Lf r

exanpl e 5 gnd% HA HW&D&&%@N}T@)XVI ic acid:

N-{ 4- [ 4- ( 5-|nEOhy|CYCIDOREXNEXSOTY ANW TRy r azol - 3- vl ] phenyl} phenyl acet gdni de.
[ MrH + = 4(8.41: H BMAPHDNBOIBOCYANNIFSti ¢ signals (ppm: 3.67 (s, 2H), |2.41
(s,3H). N [{32] 4K pe-yei(NAPHBHYENEORIZIAISCGCYANpTIEazol - 3-yl ] phenyl }
phenyl acet gmsde. | BENZYIMStheYANWBE ' H- NVR (DVBSGdb), di agnostic signals

(ppm : 3.6374, B‘)S»BI‘S(T"RIP(LSUGI METHYL)PHENYL ISOCYANATE

{4-]4-(5- mgtipgr—= SOFTYREE H@@@Y?&@ATE yr'Tphenyry=2-chroropnen | acet
??8(132, [ ll\/|+|l:||] 1467_ x 'IRR_:H@ ) ’ISbWNX.TEL’ stgmats—{ppm— 748 (d,

N- { 4- [ 4- ( 1,[3:4en2 853 RICALORORHENXL ISOOMANALE L 4 cht or ophes #-a i de.
[ MiH] + 3 0 |=48282-ISOPRGR Y 1A Ad] 3 54 (s, _|2H).
N {4-[4-{5-rdt thB»@IMEEHh’leWLZSOCWMAIEI - 3=yl ] phenyl }

- 2- et hyl - gr &9 odaviETEHOX Y4RHVIE TH RERHENMLNSRQYOMEATE) . di agnostic signal s
(ppm: 2. 41 (3, [3HADIMESHMDPHENYL ISOCY ANIATEH) .

N-[ 4- (5- nethys): To3-DEAVIEPHYAPHENYL)ISOCHANATEO! - 3-yI |
cycl opr opanecar D‘g@fﬁ?ﬁ 6-METHVEPHENY L3O CY ANNE { DVBQI6) , di agnostic

signals (p II’54‘A;L_.§ éﬁd\ mﬁjfw ,{l WATEHL;MA\._“ (53 H, .g(m I H,
N 13 (15 herBon MO L DIMETHORVERERTOIRBCy ANATE oy
= 358, ' H NVEO CREGHBOR G- METH LISOCYANATE ) 2 e (ool 2 4173

(m2H, 1.7 5(7|\m 315-méﬂkDR@ HENYLHSOC yAiVAIE7n§(a7nI 2-yl)-1H n(l; azol =3-yl]
cycl opr opanecd: hexGiH{.ORO-2-MNFHOX YPHENYL 1 ' '
si gnal s {ppm59. 23415-TRIKBTHAXEPHENYL HQCYANATEN 4H) .
N-{3-[ 4- (1, [3-6oen3xDIETRONY PHEMAMIL ISOGY ANATE/| } - benzani de. [ MrH + = |394.
' HNVR ( DVBQd&1, BLaarPeYLTHIOWHENYLABOCY ANATE( S, 3H) .

N-{3- [ 4- (5-MepNYl3: ACETRE PO O ISBCYANWTRZol - 3-yT T phenyT } -benzam de.
=3 063t [Rd FPEHENTT A90PSTARATEINA! S (ppm . 7.94 (d, J=8.5,
Lo 5 4 DIVIE] Bgy"LPH'EN?E)lsgb“YANATE - T
mm'é’sf MELHOXY - ncm‘ltﬁﬁ JS%\XANW'X 'LJ; 2,3,')"“”' o

(1, R-8e o3 SLPHENYL, o

10 4169, 4|=BR®MQ1§R€&!EI}UQE%EE§ NIOPHENV SQORANATE 7 (m 2H)
2H) R 82

(m 68. [4-CHLORO-2-(TRIFLUOROMETHYL)PHENYL ISOCYANATE

69. |4-CHLORO-3-(TRIFLUOROMETHYL)PHENYL ISOCYANATE

70. 14-10DOPHENYL ISOCYANATE

71. [4-PHENOXYPHENYL ISOCYANATE

72. |4-ETHOXYPHENYL ISOCYANATE

73. |4-ACETYLPHENYL ISOCYANATE

74. |[4-ISOPROPYLPHENYL ISOCYANATE

75. |4-ETHYLPHENYL ISOCYANATE

76. |4-N-BUTYLPHENYL ISOCYANATE

77. {2,4,6-TRIMETHYLPHENYL ISOCYANATE

78. 12-ISOPROPYL-6-METHYLPHENYL ISOCYANATE
79. |2,6-DIETHYLPHENYL ISOCYANATE




, 3H). N-{3-[4-(5-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl

3-net hoxybenzam' de. [MrtH + = 424. 'H NVR (DMSQd6), diagnostic signals
IOfT) %H)' 2.41 (s, 3H). 15 N {4-[4-( PCT/ER2/00995

-yl) pyrazol - 3-yl ] phenyl }-3-nmet hoxybenzam de. [ M+tH + 424.
H-NIVR (DIVBOdG), di agnostic signals (ppdB:- 3.84 (s,3H), 2.42 (s,3H). N {

3-[4-( | , 3-benzoxazol -2-yl)pyrazol -3-yl ] phenyl } -2-nethyl-propi onam de

[ MbEH] + 34fgble I cont.

N-{3-[4-(5-net hyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } phenyl acet am de.

[MH + 2 0 =gg9%5 I GROZ-METHYIPHENYL. [SOCPRRANE 2~ Y1 ) Pyrazor=3-yryphenyl
B R RO THYLPAPNY L ISOCYANATE, ™ |

[MeH + 346822 EURIELUGROMELHOSYRHENYL ISOCYANATE ) 7o vy ™ 77
_cycl opropar e83r kAR QRO-3-(RRIF LUO%QMETHY}UPHENYE)TS CYANATE

N.{4 [4 (1 NnzZoxXazo 2 \ll\n\lra;_Lg_I___g__u '\hon\zllkenzam de [I\/!-I-H}-l- 29(] N-

{4-[ 4- ( 5- mat B9 |23-CHHRROAMETH YLD HENY L ISOCRANAT oy |

} - 3- net hoxh8bz dd# deTRIMELHY LPHENY L ISQE YANATEx0a_- 69 PCT/ EP02/ OIS

N-{ 4- [ 4- ( 1,[386en3-GHZOROR-MBETHOXYRHENYL [SBEMANATECh| or opheny! acet arfi de.

[ MEH] + = 42887N-|3{CHILAROS2-MATHY LRHENYANISOG@EYANATER | ) pyrazol - 3-yl | phenyl }

- 4- chl or ophegy] [aa1100R04-FLVOHGPHENYL. ISORXANBITE 7 Preparation of a
l'ibrary N 14361, |3-BraoN@x2ETEYYPHENPEZ 308YWINATE ~1 am des A conbi natjori al
library of 0. ROMO-2 59SIMBTAY P PHENY L. PYO@YANATE! | phenyl am des wqs
f’ﬁt i‘b”ggab” Y, Lh‘d'ﬁﬂﬂw‘lwé) AFTUOREGPHENYY EO@YABIATJ? procedure described
car boxyl i 2‘952 14 BOTGXYPREN YL ISQOE "NALE, ot ablo 1y _““' ) '\'wtw"e, v' U'g

N-(4-14- (1, ;LB:er 31%04@131‘&“"%‘4 NYLISOUGYANATE | benzylurea 15 Benzyl
i socyanat e |(943 |$FLUDR@- MT»H%EHEHHMSQWAHM&W an_of

2- [ 3- (4ami nofhenyBIPHENYLYL PPO¥ANANR- 1 H pyrazol -4-yl]- 1. 3- benzoxazol e
from exanpl{e96. (14-BIBHEYNYIOYDISOGWANATEDCM (1 m ). The obtai ned suspgnsion

was stirred Dor [2BROMGY,6RELUOROPHENY WESHECHAANATE DCM (3x), MeOH (3x)

and Et 20( 3X) gganiR)q+)APHPNSTETHYO®OCYANWATE O 2 nl of a solution off TFA

10% 1 n DCI\/IV\@@_Ie W -'NA@W?HYE?ETQ?LWS@@YANQTEGSU' T1TNg Ted Suspension was

?nt | :‘)][ egc;‘vlm Tllogl N YA PP HYEY ETHES 1SOCYRNEAT md Wabneu twWTe W thilve

32 ng of ate fldc34,l'511=i GKQPHENXL“ m e ge—H he

foll owi ng CO]Fﬁ?i 17’3%9 R@PEmLATP}Q&M@ ?ZWPE‘%FN{Z?@W‘G&@N%’ acid
1(yv \’)5 rtrad 1l A Cy A ir\n'l'--l-rmb/“ ),

i ects om BB Ja R L ARG TAO RN ok LANA T i L oot vt or s

SymmetryTM cha$. 16-BENAY LOXNREENYE - ISQ@&AN@AIBT raoneter electrospray

i oni sati on,| H¥si|#iBROMEHS-CHLOROPHENYL ISOCYANATE

106. |4-BROMO-2-FLUOROPHENYL ISOCYANATE

107. |2-FLUORO-5-METHYLPHENYL ISOCYANATE

108. [2,3,4-TRIFLUOROPHENYL ISOCYANATE

109. [2-(DIFLUOROMETHOXY)PHENYL ISOCYANATE

110. |4-(DIFLUOROMETHOXY)PHENYL ISOCYANATE

111. [2-METHYLBENZYL ISOCYANATE

112. ' [2-CHLOROBENZYL ISOCYANATE

113. [4-FLUOROBENZYL ISOCYANATE

114, |[4-METHOXYBENZYL ISOCYANATE

115. [2,6-DIFLUOROBENZOYL ISOCYANATE

116. [4-FLUOROBENZOYL ISOCYANATE

117. {2-FLUORO-3-(TRIFLUOROMETHYL)PHENYL ISOCYANATE

118. [2-FLUORO-5-(TRIFLUOROMETHYL)PHENYL ISOCYANATE

119. [2-FLUORO-6-(TRIFLUOROMETHYL)PHENYL ISOCYANATE

120. |4-FLUORO-2-«(TRIFLUOROMETHYL)PHENYL ISOCYANATE




3 5 Aliquid handler triggered by the mass spectroneter automatically
collected the fractions containing the title conpound. After evaporation of
the sol verig dfsathgof N-{4 WO 02/116280.1 -70 PCT/ EPO2/0 P02/00995
[4- (1, 3-benzoxazol - 2-yl ) -pyrazol - 3-yl ] phenyl }-N -benzyl urea (col orl ess
solid, [MtH + = 409) were obtained. 'H-M9R (DVMBCQd6), diagnostic signals
(ppm: 7.74 (d, J=8.6Hz, . 2H), 7.7-7.6 (m 2H), 4.31 (d, J= 6Hz, 2H).
Anal ogousl y Table€lricohd oW ng conpounds were prepared by using the appropriate
amno ' S derivatives from exarrpl e 5 and the appr opr| ate |socyanate N-
Lo (ar (L T P R BT Y PHERST SO AR TN —prenyurea e =

' 2 S ) 7. 8—(t—3=8—6—+z2r—2H},
770706 (mlag D RIDVE ROCYANATET > COPT i
{4-[4-(5-nmethyl -1, 3- benzoxazol 2- yI) pyrazol 3-yl]phenyl } -N -benzyl urea.

Qd

(MrH + 10 = b, dlagnostlc signals (ppm: 7.7 (d, J= 6.6
Hz, 2H),> 7. & ] bquide deriyatives of fopulan(X3 (d, 1 H), 2.41 (s, 3H).
N-{3-[4 (5- net th -1.3- benzoxazol 2 vH ovrazol 3-yl]1phenyl }-N -benzyl urea.
[MeH + = 423,10 [ENVPHTBREENBSULFQYNasCHEORIBRal s (ppm): 7.52 (d, J=9 Hz,
|N{H)3 [j- (22 (aa. J?FJsIA%PHEHAzJﬂ)NE%HﬁoNYL GHLORIDE eyt

-[4- (5-methy TG y ot=38=yt} phenyt N—=pheny+dr ea
[MiH + = 4 M MRIR7TLE FPH ORIDE | AN
N-{4-[4-(5- nei.hyBENZEN@HbE@NMLQHyDRJDEr azol - 3-yl ] phenyl } - N - phenyl Jr ea

%NK]"U +h: 4| 9.6.2 [0,40%-TRICHEOROBENZENESWRFONYEL: YHLORIDE 0T - 3-yT'Tphenyl
- - phenylorsah iR 6’ ﬁ‘%

N-{3-[4-(1,13 1Ee QHY’V AILQ + =

409, Exanpile & APl OROG IPRQ?%?%E ZENESULFONYL CHLORIDE

N- (4- (1, 3- henzox Lohepyltr-eas—25—Acorbi-hratori-al—
library of |31772 EEM&SUF T %QQZJQTZ\IXEQ lnEazoI 3-yl]phenyl ureas was
obt ai ned by pér t[#HROMQBENZENESUAFONNL GHIIORIDD t he procedure descrilbed

in exanpl e 8,11 He-F U ORSBENZBNHBUEEONYLECHIDREDE Wi th The 122 Tsocyarat es
of Lorm 2 [UAa) IS OREBENZEESLFONVTS qﬁtﬁiﬁib 10

N-1 3- 14- ( 1 2 3z ) V320 ~It ol yenesuyl f onam de A
sol uti on of |551 58 S%‘v WIQ ne (103 pl. 0 06_mmol) and tosyl chl orilde
(0.06 mml )| il4. J4MESHODOBENZENESEI RONYL €HERREHN of the resin 6 ( |100
my, 0.01 moliy, T]a-TXRF-BUTVIBENPENEBUAIFORY B CHIGHRIDE) Was stirred Tor 120

hrs at 22C [t o —r+—PEHEPE2(10995—wtth
DCM MeOH ,nub ?MU%EgﬁdFoll\IKYé%ﬂH L'J(ﬁpp-nn flux.—2 mM of a solutionlof

TFA 10% i n | DA H@’RW’WQE@E@T\%LI LORI the resul ting red suspensilon
was stirred fl8r [IMETHANESUREONYDEHIOBRIDEVAS filtered and washed twice with

1 m of DCM 1§.h€AT]_JPHA€lT©@LﬁENESUQFOW6}’SL @Mgmqgged uncler nitrogen rruxiyto
give 21 ny u‘QOa NYI = ’ rat-attve M5qusi ng
the foll ow can ] trifluoroacetiic
acid (0.0l fyﬁ\l//v P@QPe%NE%ULF%B{IoﬁHhQ IPEI0 Gradient : Tine (nk %A 98 O
(injection) 20. 1J0-BBJTANESULE ONSYId CHIMORINE

23. |PENTAMETHYLBENZENESULFONYL CHLORIDE

24. 12,3,5,6-TETRAMETHYLBENZENESULFONYL CHLORIDE

25. [3«(TRIFLUOROMETHYL)BENZENESULPHONYL CHLORIDE

J—()
— W

26. |3,5-BIS(TRIFLUOROMETHYL)BENZENESULFONYL CHLORIDE

27. {2,3,4-TRICHLOROBENZENESULFONYL CHLORIDE
28. |2,5-DIMETHOXYBENZENESULFONYL CHLORIDE
29. |4-METHOXY-2,3,6-TRIMETHYLBENZENESULFONYL CHLORIDE

30. |3,4-DICHLOROBENZENESULFONYL CHLORIDE

31. |4,5-DIBROMOTHIOPHENE-2-SULFONYL CHLORIDE

32. |3-CHLORO-4-FLUOROBENZENESULPHONYL CHLORIDE
33. |4-ETHYLBENZENESULFONYL CHLORIDE




15 Flow : 20 m/m Col um: Waters SymmetryTM C 18 19 x 50 nm Detector: nass
spectronmeter, electrospray ionisation, positive node. 2 0 A liquid handler

triggeredyayihgsdyess spectroneter automatically coll ectedpd-fephloggoki ONS
containing the title conpound. After evaporation of the solvent 10 ng of

N-{3[ 4- (1, 3-benzoxazol - 2-yl ) - pyrazol - 3-\80 phenyl } t ol uensul f onani de
(colorless solid, [MH + = 430) were obtained. 'H NVMR (DMVMSQdb), diagnostic

signals (ppmbleIV éont. 6 {m 2H), 7.4-7.3 (m 2H), 2.33 (s, 3H). 2 5
Anal ogously, the follow ng conmpounds were prepared by using the appr opriate

O, S T RO P PR ORI ol oo oo
" tol uensul f dnai éﬂm L BENZENESULFONYL'CHLORIDE "

N-{4-[4-(1, 336enéd&@EBDPZ’L,BBNZJE/NESULPHQNYbWMDEI uensul f onam de.

. [MrH] +=430.1 39 NaBROKO-2,5mBFN OHOBERZENESZDPHENY L) CPYICRI®E 3- YT Tphenyl }
t ol uensul fanam de. [ MtH + 444, Exanple 11 Preparation of a library

N14- (1, 3- bq n26xcZML{DR@BEWNEEWH,HBONW@@HLMD% A conbinatorial lilbrary
of 2184 N—[4—3§1 51@;@@@33@2@5@0%@?@“4 @pnﬁd@glgonam des Was oDt art red by

ti i ot f
T e e B T R S e e R e vy A
exanple 5 wi #h. tjagTRIFIUOROMETHYL)BENZENBSUFONVILZHDORIBPOrted in tlabl e
| V. Wo n4/ 9;4 971 D@ﬁ%@ﬁBNZ‘EﬁW‘]‘HéW pHLbRﬁYE”E[ mod—fortreatiing a

di sease causeghy—aRg-ar—asSSPEL - rase—aeHi vity
whi ch conprii ggs %»é?#?ﬁ?@%@nﬁw%f%? hﬁﬁ%ﬂ%@wﬁéﬂékpﬁﬂﬁ S effeqtive
anmount of a G@m@{ﬂiﬁ@h&ﬂ]ﬁlﬁh&tﬂdﬁhBﬁMﬂENﬁB@kﬂHGm CHAORIPE' epr esernt ed
by formul a fHdb)Q—RY-N-H C~= NN N H wherein 15 R represents—a-hydrogen
atom a st fafeht Z'QHW%ngE@E%éL%@W@WID@ strai ght

46. |4-BROMO-2,5-DICHLOROTHIOPHENE-3-SULFONYL CHLORIDE

47. (2,5-DICHLOROTHIOPHENE-3-SULPHONYL CHLORIDE

48. |5-CHLOROTHIOPHENE-2-SULFONYL CHLORIDE

49. |2-(TRIFLUOROMETHYL)BENZENESULFONYL CHLORIDE
50. [3-CHLOROBENZENESULFONYL CHLORIDE

51. |3,5-DICHLOROBENZENESULFONYL CHLORIDE

52. IM-TOLUENESULFONYL CHLORIDE

53. |2-CHLORO-6-METHYLBENZENESULFONYL CHLORIDE
54. |5-BROMO-2-METHOXYBENZENESULFONYL CHLORIDE
55. |3,4-DIMETHOXYBENZENESULFONYL CHLORIDE

56. |2,3-DICHLOROBENZENESULFONYL CHLORIDE

57. |2-BROMOBENZENESULFONYL CHLORIDE

58. |2,3-DICHLOROTHIOPHENE-5-SULPHONYL CHLORIDE

59. |4-PHENYLTHIOPHENE-2,4-DISULFONYL

60. |5-PHENYLTHIOPHENE-2,5-DISULFONYL CHLORIDE

61. |3-CHLORO-2-METHYLBENZENESULFONYL CHLORIDE
62. |2-CHLORO-5-(TRIFLUOROMETHYL)BENZENESULFONYL CHLORIDE

63. |2,6-DICHLOROBENZENESULFONYL CHLORIDE

64. [3-BROMOBENZENESULFONYL CHLORIDE

65. |2-(TRIFLUOROMETHOXY)BENZENESULFONYL CHLORIDE
66. [4-CYANOBENZENESULFONYL CHLORIDE

67. |2-CYANOBENZENESULFONYL CHLORIDE

68. |4-(N-BUTOXY)BENZENESULFONYL CHLORIDE

69. [4-ACETAMIDO-3-CHLOROBENZENESULFONYL CHLORIDE

70. |3,5-DIMETHYLISOXAZOLE-4-SULFONYL CHLORIDE




or branched Cz-Cg al kenyl group; an aryl or aryl C -C6 al kyl group; a
saturated or unsaturated C3-C6 cycl oal kyl or cycl oaI kyl oxy group optionally
further copgepsedp th 1 or 2 benzene rings; or is an OFéi&gp‘%g,loy
benzocondensed S or 6 nenbered heterocyclic or het erocycly %k I
group, having 1 or 2 2 0 heteroatons sel¥cted anong nitrogen, oxygen or

sul fur; each of the above defined R groups being optionally further
substituted by one or nore groups selected from i) halogen, nitro, cyano,
hydr oxy, oX@u8%quRsn{ =0 ; ii) straight or branched C, -C6 al kyl, al koxyal kyl
or perfluorinated alkyl; 2 Siii) aryl or S or 6 nenbered heterocycles
_having 1 or_2 heteroatons sel ected anong nitrogen, oxygen or sulfur,
optionally suzbst a;mme@memNEsuLF@mqy@mm@DECG arkyr —or arkoxy, iv)

strai ght or | |u1\ otr—atyil ox
9 ¥ +r\ RL-,-, 7 haloae BE r-\/:\nn 1] n?‘, 3.0 al kOX);;

.optionally [st at 3

vl)o strai g%t hrssﬁj O2-MigTHY] BENI%E@I%?UIQT}WNﬁJ %HBWIIDEaryI thio or
aryl sul phony|74. vP)CHIBORE-Z-E BAOKWMBENZENESHLEON YT, OBR.GRIDH ani no,
di al kyl ani ro 781 |ay- zim(tHngROBENZEW@UU?bWQ@EHLO}iI‘bE%'/ EPUZIOUT) =T

V|||) C- ( Y atkytamnrocarbon |,

am nocar bory,aiI6 4 \f gm; o Slﬂ%lﬂ?i ¢ %r hnz,wl aptional | {/

substi t ut ed_Hy- §T OTHIQRHENE2rSUIT GHKPRIBE al koxy: ix) G, -Od
al kyl car borlyI78ni |2 DEFIMW&Q&ENM‘EBW@NYLS:HLQR&DEW oxycar bonyl am nq,

alril far bgnyl 391 Na-NBUATYIBEMZ BNBSUNFON VR:CHIORBPOXY, T, -To o
al kyl car bonyiggx = a—eH-vaent—gr oup
sel ect ed frné‘?r\ ﬂt\M\]:T}l"IX’I{Ll@WW NZR%@?QNKLM:U JISEUI nhQnVl (- <\C)"‘);
10 Cis benzé&he [2MBhHNLSERE ANY LRENEGENESILEONYhJ3bABEAEed 5 or 6
nenber ed het 820Gy ACETELBEYZENESULR@N¥LAZHDORIBE! ect ed anong ni troger,
oxygen or gulght MB@H@}WBEWZENE @'L'P@-l L ! by
one oOr nor ¢ 0 . 5 A ——h _. X

branched C|- éé

pharmaceutically accept abI e salt thereof. 2. The rret hod of clarm I wherein
t he di sease caused by and/or associated with an altered protein kinase

activity is_selected fromthe group consi sting of cancer, cell
prolife atiB@—é@@E‘@wr rs, Al zheinmer's disease, viral infections, auto-inmune

di seases anfh@cSnPRHEOLEINRIAN) He AHO LI BFstein %1na1@ﬁmfm£o?s°g?oo£re%9rhf&8
wherein the cancer is selected Trom carcinom, squanbus ce car ¢l nonm,
hemat opoi et #s€fulifepinstange, W@B@icﬁthémmwm molllﬁerae!ageftttrmmcﬂs of mesenchynal
origin, tungpr GRt rvo anoma, 2 5
sem nom, trr@r%t%bértg%nong el %g&ga@?@é}%ﬂg&g}f& P%S % g‘ﬁ]mmme

ker at oxant hamanorhasy reg.d nfaoinhary utancinaranC duingaostcifamas Ibla&ld&ra fcaRifomat - colbte

nmet hod ,af clai.m 2 vvhee pe ceIJO roliferative d%f?order is selected from
the group cERENLrs: r‘l)dara’fa Slinka %‘E)‘}ﬂ‘% SERPREAD (s SOft tipAand Rpnespesosmast osi s

pol yposi s, and the hematological malignancies such as, e.g., leukemias.

In addition, the compounds of formula (I) are also useful in the treatment of other cell

proliferative disorders such as psoriasis, vascular smooth cell proliferation associated

with atherosclerosis and post-surgical stenosis and restenosis and in the treatment of
15  Alzheimer’s disease. '

The inhibiting activity of putative protein kinase inhibitors and the potency of selected

compounds was determined through a method of assay based on the use of the

MultiScreen-PH 96 well plate (Millipore), in which a phosphocellulose filter paper was

placed at each well bottom allowing binding of positive charged substrate after a
20  washing/filtration step.

When a radioactivity labeled phosphate moiety was transferred by the ser/threo kinase

to the filter-bound histone, light emitted was measured in a scintillation counter.



3 0 neuro-fibromatosis, psoriasis, vascular snooth cell proliferation
associ ated with atherosclerosis, pulnonary fibrosis, arthritis

gl oner ul oReP bbby and post-surgical stenosis and restenospsyrpoios

02/ 0O1280-t -7S PCT/ EP02/ 11099s 5. The net hod of claim 1 which provides

t unor angi ogenesi s and netastasis inhibi%2on. 6. The nmethod of claim1
further conprising subjecting the mammal in need 5 thereof to a radiation

t herapy or bilsbitidecisepyof cdik2/Eyelin/A aétiditynati on with at | east one cytostatic

totoxicg,. t. 7. The nethod of claim 1 wherein the nmana i n need
Cher gof 1 o KiRtharisactiy: 3.5 HHEN SO0, B SAEatei2 MWD 408 KCUR R AT o3 oea

(1), Yis aop@dchms&hs taExibss8d e&l@/c?clmmel?ﬁmﬂﬂnb%rgl!aigﬂal%y ol ne&hlgbg M" thin

formula (1) IS an am nocarb ¥5 CO-) group. 1
(P

claimi \Ahebleff@f (TRIS G FOmMiIpal { gCl éOanMuW%mMIDT(F)San)adg&d)wpeacml A

The 2 0 Sai YA QB MAH Rell AREC ARG 10 il 137 0 RRBRARES RO sl o

claim1l. 12st018paddjyp2mrl(£DT|AdI0|rrﬂ\Aan oxazol yl - pyrazol e derivative
30 wherein R

ted b f 2 5 RY. N N~N H
epr event o GoHptIELGUN e oSt B gt i Nalligsroan A te.gRoaBoWa
strai ght orsdus@m@mn%mcﬂmbﬂf&eumow alie Pparﬂesa«»éﬂe thén @'Exéhle G mﬁ@s' @lidtlso

group; a saturated or unsaturated C3-C6 {4 oal kyl cyc yl oxy group
optional |y RMwethBBS Ca++/Mpybfies andfiltered by MultSeemy Emzpn sxslm)5 condensed

with 1, g)r hZDQﬁ@ﬁ&peﬁl'iérgl%hc Alovdd tb% th?%mki(?b El?\gélpgc(?ﬂﬂgairﬁ?]gv%ie %a?ie(i

menber ed heterocyclic or heterocycl roup
het er oat onsalsleBﬁbﬂ&bdledrimtganﬂrwgiedqteabewggnad)oaawity wount@gcih e TdpeCalnove
defined R gr oupselgei ng optionally further substituted by one or nore groups

5 sel ected WW

Results: data were analyzed and expressed as % inhibition referred to total activity of

enzyme (=100%).
15  All compounds showing inhibition > 50 % were further analyzed in order to study and

define potency (IC50) as well as the kinetic-profile of inhibitor through Ki calculation.

IC50 determination: the protocol used was the same described above, where inhibitors

were tested at different concentrations ranging from 0.0045 to 10 pM. Experimental

data were analyzed by the computer program GraphPad Prizm using the four parameter
20  logistic equation:

y = bottom+(top-bottom)/(1+10~((1ogIC50-x)*slope))

where x is the logarithm of the inhibitor concentration, y is the response; y starts at

bottom and goes to top with a sigmoid shape.

Ki calculation: either the concentration of ATP and histone H1 substrate were varied: 4,
25  8,12,24, 48 pM for ATP (containing proportionally diluted P*y-ATP) and 0.4, 0.8, 1.2,

2.4, 4.8 uM for histone were used in absence and presence of two different, properly

chosen inhibitor concentrations.

Experimental data were analyzed by the computer program “SigmaPlot” for Ki-

determination, using a random bireactant system equation:

30 Vmax (A)(B)

aKAKB
v =

1+ (A) + (B) + (A) (B)
KA KB aKAKB

35



i) hal ogen, nitro, cyano, hydroxy, oxo groups (=0O); ii) straight or
branched C,-C6 al kyl, al koxyal kyl or perfluorinated alkyl; i1ii) aryl or 5
or 6 nenbewedz/h@tq@(ocycl es having 1 or 2 heteroatons sel ecp@»ﬁEmgg,,
nitrogen, oxygen or sulfur, optionally substituted by halogen, 10 nitro,
cyano, C,-C6 al kyl or al koxy, iv) straigf- or branched C, -C6 al koxy,

al koxyal kyl oxy, aryl al kyl oxy or aryloxy optionally substituted by hal ogen,
ni tro, cyanwher€A=G8TRlakyB=histoakkixy; v) straight or branched C -C6

al kyl thi o or al kyl sul phonyl, arylthio or 15 aryl sul phonyl; vi) C, -C6
cycloal kyl; vii} amno, C -C6 al kyl am no, dial kylam no or arylamno; viii)

C -6 al kyl 'havél
: al kyl GARRRRVA thealswdtéw&ﬁ &9{3114 hav@ bE¥ %Haraa&gieg b paﬂg‘egpg&hﬁ%pogem

aryl car bonyI or heteroc Icar on tional ubstitu
nitro, cyankinases stracthy iO eelllk (qd /cx;lmcE, Qdkll&dyclm BanygdiattCydin D1),

.al kyl oxycar I bonyl am_no or

aryl oxyc5;r b%ﬁiﬁaﬁggem?{%a&b%%})% wq&g%ony (9??%{ ddurta-d]

aryl carbonyloxy; 2 5 Y is a single bond or a divalent group selected from
car bonyl (>F'O?;i" . - )., or sul phonyl (-SQz-); Cis benzene,
napht hal ene” B a5 ctbriaersed 5 or 6 nenbered heterocycle
having 1 ormdaetreéaﬂ;norrs mlmﬁb@wm@ﬁmm HESSQSPsub@%étgeISW&Fﬂ’ ehYncieach
of which beip tionally further substituted by one or nore (glups

sel ect ed frBrﬁ é{p eld nEt pb, basulayirus scp-grpigssedr Cﬁk%(%ﬂ"e@y@n-@ eﬁIUHybleor

calt Xtyhﬁéﬁ?@*@%‘e’gﬁ’%@g’%ﬂ%ﬁ%@ bR B A

12 wherein ngCéz §@nelett b MMM ET+ &i 2phg/md B X )aweteeatided Gy cattk wlellosf £86 Qb
al kenyl , ar or 5 6 ered heterocyclyl, saturated
or unsatura ergmb 36&35?0?‘5% ®|m8‘r at%/ %AP%QB%’ TEPTOB NS 01?%&%? ul

condensed aBDﬂfﬁflzmedMn claim12, or optionally benzocondensed 5 or 6

menber ed he{;eroc 5 having 1 or 2 heterogatons sel ected anpng nitrogen,
oxygen or suPPEFe: H*]oY"’eWh s ferEsdn Gomp eachin wiellytos My bereqre plates t@etlioved in

claim 2, YsubStrate @id@(llgaﬂ)t Hs eﬁﬁb?&ﬁﬁg f’fa@é@&é&‘&%‘f’éﬂ \Jvasﬁ £3Pmes with 150

am nocar bonyl (-NHCO )™ or su fy enzene or
napht hal ene}llr‘W@leBS Ga'' /Mg eﬁ’@ &id @er@rﬁ)'d‘delﬂlshmefmqtmheymmh 1 or 2

het er oat oms uI ur, e of whi ch. being

opti onal | y % qﬂbe?ge'g%tﬁn o&&{eggg%is‘y gtx%ll Sedf O@ Hﬁmﬁﬁgmt YHE ound

of claim 13andh3éP éabela histone T aiag hiete@tedhf}afwhﬁdtlﬁty G&rmhgyih thé Top-Cdunt

al kenyl, phen henyl C,-C6 al kyl, 1-naphthyl, 2-naphtyl, biphenyl,

pyri dyl , py’rn %"HT’V{) thienyl, isoxazolyl, thiazolyl, pyrazolyl, cyciopropyl,

cyclobu&yl cycl opentyl, 15 quorene-9-yI, cyclohexyl, cyclohexyloxy,

cycl ohexenyl . tet rahydronapht hyl , piperidine or tetrahydroquinoline; each
SNRPIVOR AgH H} D& BHYILY ut ed as defined in claim12; Yis

a dival ent t r r e or

sul phonyl (msl%gpre?&ltﬁg ?glémgq%(g%z@ﬁ@bﬁlé%%%P@ne gc}?aq% 2lri)’l rfé'l(Pr ng, C}each

of which beR F\gAESB),l 30 alglof bhardoviaers mrqssadt@iklﬁs'cﬁefﬁmedtabie odneéntratidns

of inhibitor in a final volume of 100 pl buffer (TRIS HCI 10 mM pH 7.5, MgCl, 10
25 mM, 7.5 mM DTT+ 0.2mg/ml BSA) were added to each well of a 96 U bottom well
plate. After 10 min at 37 °C incubation, reaction was stopped by 20 pl EDTA 120 mM.

Capture: 100 ul were transferred from each well to MultiScreen plate, to allow
substrate binding to phosphocellulose filter. Plates were then washed 3 times with 150
pul/well PBS Ca™/Mg™ free and filtered by MultiScreen filtration system.

30  Detection: filters were allowed to dry at 37°C, then 100 ul/well scintillant were added
and PP labeled histone H1 was detected by radioactivity counting in the Top-Count

instrument.



20 15. The conpound of claim 12 wherein Y is a carbonyl (>C=0O) group. 16.
The conmpound of claim 12 wherein Y is an am noearbonyl (-NHCO) group. 2 5
17. The cQ Jirﬁﬁhl'? ghoof claim12 wherein Y is a sul phonyl (-S@&T)Epgs/oups 18.
The conpoun claim11l, optionally in the formof a pharmaceutically
acceptabl e salt, select ed fromthe groupdconsisting of: 1.

N-{4-[4-(1, 3- benzoxazol -2-yl)pyrazol - 3-yl ] phenyl }-N -net hyl urea; 30 2.

R it AL BRI N
{,f{ 5 4[2 %lslgmazaxm @Ayu y usesg§¥jl%mé®%r Zi) (#Maﬂﬁgnfyf%tﬁa@a C1512)
zql. <O [ea;

“ 6. N{4-[4-T E%aqéenzéxaz Iyg 9y’§d A’Y%ﬂ ?n#enyl fgl%oﬁﬂif{ggk?%gﬁgﬁgl
ur ea; WO @Rﬂ(@B@y@ﬁH’/ﬁEP&ﬁit&blé@@ncentrit&ns o7f inhibitprtif 4-fjnal volume of 50 pl
1,3-b | 3- I N2, 4- I 8.

N (- [An 1 Bt reIS BN T8 el r- st L. 1w i MP TR RO BES erd
{4-[4-( 1, 3;428820&0wefl- yﬁmsr@mlman weil phasyhfibr 40N mid-dret7hax yrisaidn, ur ea;
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nyl urea; ;. final volume of 100 ul buffer (TRIS HCI 10 mM pH 7.5, MgCl, 10 mM, 7.5 mM

DTT+ 0.2mg/ml BSA) were added to each well of a 96 U bottom well plate. After 5 min
at 37 °C incubation, reaction was stopped by 20 ul EDTA 120 mM.
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Results: Experimental data were analyzed with the program GraphPad Prizm.
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(21 a- 6 R P95 Lenzoxazol - 2-yl) pyrazol - 3-yl ] phenyl } "L TEPUH0S

met hyl cycl opr opane- 1- car boxam de; 74. -56 -
N-{4-[4-(6-nmethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 1-naphtal ene

am de; 75. IMaé&Han} té@nnﬁ&mga&.ﬁgb@ﬂwa&qirotamymmnamhoﬁ Al iR gethdy

1- phenyl -1 cycl opropanecar boxami
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nmet hoxyet hq
N as (o SRS ISR fsiof Broxmity Assp 96 wel plig assay The asspy is tpsed on the

chl or obenZ@bih)tjoeﬂﬂeamaimdm €8ated\SPA beads to capture a biotinylated peptide derived from a

4-14-(6- b 2-yl | -3-yl]ph | -
E\ltEOpg}énylpg‘B Fﬁ‘ﬁﬁﬂﬁ%esgt?)f;z?o"e vi}pyrazo vilphenyl } 2-(4 30

N-{4- [ 4-( GWE‘édW'radloa%ubﬁﬁZéEéMqiho?lee) itz Ghs Gansfrpdieryy theZset/hr@y kindsd ) t hi a

zol e 4-carboxam de;

{4- [4 (6- n-écpﬂ3¢|mgtlryJ@%E@;@gg@pptgieyhglﬁﬁnatiqg was. rypa]sbﬁ:gr\xg,p sg;mgllatlon counter.
(benzyl oxycar bonyl am no) 4- cycl ohexene- 1- car boxam de; V1 O 02/0C2811 -81
8l. N {4-[4-(6-nethyl-1,3-benzoxazol -2-yl)pyrazol -3-yl]phenyl } 2

(benzyl oXYMM@MLMMcar boxam de; PCT/ EP02/ 110995 82.
,I[\ZE faﬁpgs | L %Rﬂl B?Fgggﬁg (Szggf(:pag ag%\)l%\r)vgg %erfg’m}éd] zpcrclgr%ﬂé ?d ﬁie fo‘?’lowmg
N-{4-[4- (Gwabbcyll -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 2, 2- d| nmet hyl -
pegt gng,mngt 23@;&%3%&30 ;ég brlr(l)atmr} ted1 hl%to?)gr[])ze;?tl € sulbstraté/ '3%’ %Z 'y A%/IJ ]4phenyl
N' {4-[4-(64 nﬁtcﬁlﬂ/pﬂﬁ SrRRBL VX BFPLMAnNibr By inaZHal JolihnkeRiT8 08 hut Buffer (Hepes 20
mM pH 7.5, MgClI2 15 mM, 1 mM DTT) were added to each well of a 96 U bottom
15  well plate. After 20 min at 37 °C incubation, the reaction was stopped by the addition of
500 ug SPA beads in phosphate-buffered saline containing 0.1% Triton X-100, 50 uM
ATP and 5 mM EDTA. The beads were allowed to settle, and the radioactivity
incorporated in the *P-labelled peptide was detected in a Top Count scintillation
counter.
20  Results: Data were analyzed and expressed as % Inhibition using the formula:
100X(1 — (Unknown — Bkgd)/(Enz. Control — Bkgd))
IC50 values were calculated using a variation of the four parameter logistics equation:
Y = 100/[1 + 10 ~((LogEC50 — X)*Slope)]
Where X =log(uM) and Y = % Inhibition.
25
Inhibition assay of Cdc7/dbf4 activity
The inhibition assay of Cdc7/dbf4 activity was performed according to the following

protocol.

The Biotin-MCM?2 substrate is trans-phosphorylated by the Cdc7/Dbf4 complex in the
30 presence of ATP traced with y°-ATP. The phosphorylated Biotin-MCM2 substrate is

then captured by Streptavidin-coated SPA beads and the extent of phosphorylation

evaluated by B counting.

The inhibition assay of Cdc7/dbf4 activity was performed in 96 wells plate according to

the following protocol.
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{4-[4-(6-methyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 2 3 0

bi phenyl car Bubsiiitics enzyys: and ATP were diluted in 50 mM HEPES pH 7.9 containing 15 mM
N-{4-[ 4r( 6- '7 iV PR 2R REV &3 Y2 WM A hopfioddkR"HI0 3 FighhPER A

£1 Uor oé%élzamg’ 2911}1 1394 8)3, JReV] Fing op‘%oé’ﬂl’xlape CGE) mg?m?ggA. The

{4-[ 4- (6- metdvént Iordedt RBAPI@ER alsd-bhialtd 389 DRt ] phenyl } 2-chloro-4
met hyl sul f onyl benzam de; WO 112/ UC28(1-1 -82 PCT/ EPU2/ U( 199~ 98.

N- { 4- [ 4- ( 6- fd€hipicubation fer2Qmeinues, thereaqhpn aesistoppsd by adsting iveath wetld-06iddoben
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streptavidin SPA beads interaction to occur, beads were trapped in a 96 wells filter plate
(Unifilter® GF/B™) using a Packard Cell Harvester (Filtermate), washed with distilled
water and then counted using a Top Count (Packard). |
Counts were blank-subtracted and then the experimental data (each point in triplicate)
20  were analyzed for IC50 determination using a non-linear regression analysis (Sigma

Plot).

Inhibition assay of aurora-2 activity

The inhibiting activity and the potency of selected compounds was determined through
25  a method of assay based on the use of the streptavidin scintillation proximity assay

beads (amershampharmacia biotech) run in a 96 well plates. At the end of the reaction,

the biotinylated peptide substrate was captured with the beads and subsequently allowed

to stratify using CsCl,.

When a radioactivity labeled phosphate moiety was transferred by the kinase to the
30  beads-bound peptide, light emitted was measured in a scintillation counter.

The inhibition assay of Aurora-2 activity was performed in 96 wells plate according to

the following protocol.

Kinase reaction: 8 uM biotinylated peptide (4 repeats of LRRWSLG), 10 uM ATP (0.5

uCi P*y-ATP), 10 nM Aurora2, 10 pM inhibitor in a final volume of 60 pl buffer
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nzam de;  136.2/62804 5
N-{4-[4-(5-chloro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }ﬁcc]e‘a/rEB%/(")(/' ‘enzenesu
| fonam de; ' 5 135. - 59 -

N-{4-[4-(5-nmethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4- chl or o- al phanet

hyl phenyl acahmthélegicdl pents, mterferon e agents, cyclooxygenase inhibit X-
N-{4-[4-(5-net hE” -1, 3- benzoxazol typ Eir azo?, y§ 1 ph erll ]?IAfocrys/éenébgr?zar%\ de;

137. N-{ 4- [ inhgbitorg); et !Lomtlbmﬂt%@zémhl 918, mlqbraer@se Mbmmewbglnadcmase
di et hyl am n
(a4 (o ol R grovh SetplNpeopior sments,mtsHER, ageats, - EGFR agents, ant-

4di et hyl anhmgidmmy&iahg@@,, farg@yl transferase inhibxtors ras-raf signal transduction pathway

N TR Lo DS R RY 4 B S Btk Ghy Pyt e

4-i odobenzamip8Bomérhie I inhibitors, topoisomerase I1 mhlbxtors and the like.

N-{4-]4-(5-nethyl -1 benzoxazol 2-vyl razol - phenyl } 4i odophenyl acet am
| dé g_ 42( As anyexamp e, the compounds ofychg F1)r¥ventlor1 can ge adm1m¥ter}ed in coglbma)t/lon

N {4- [ 4- (5~ gRhNishe JorS iAo Zaneatomherssettid PIARC kack Y4s) RO MhbthitleS ARCARM:RIIENOXY

acet am de; 2
{4-[4- (S n‘efQﬁI}’lpSt@eB-ab@ﬂﬁwéﬁlazlﬂthO]yJ fqdwzateolta)@ny,l fapdrenddriviatives, encapsulated

hyil
ﬁl— ?? [ 19 . gn fa&% eﬁﬁ? lbenzég)(tg‘%% ?t Vﬁyr%fw}@llw Blyfatides &8¢ SPRERIEIY pent a

nani de; 1451daancﬁ14 [epirGbicimet b;dpoild& hewvzldkiz ObinBlaylind)y cadeplatn,y | cidpiaany! }
5,62 5 di chl oroni cotinam de;

{4-[ 4- (5- metSHymugtng MEW%Z‘E#“‘?X% Jayexites) raoxifenp Sugen SU-5416, Sugen SU-

S-acet am doséhnl Herlstiz and € 1ikb4dptionally within liposoma lat f.
N-{4-[ 4- (5-net Flyl - 16[3 benzoxazol? 2-yl pyrazop - 3- yﬁ lérfll;??sg[’}%rﬁ%OW pent anam
de: 30 148.1f formulated as a fixed dose, such combination products employ the compounds of this

N-{4- b I h S5 b 3 dyl
acfat aEn dE,( fﬁ%rﬁ%h_gvt in ﬁ‘gzg&%é)ha@eyh%gﬁﬂé%;g%a\%o JZH])?F %‘ﬁé 89%Trn%§”8§; ?‘}Shengl
} 5chlor ot hacamapgﬂrhmnethaamramdjdnsage whp&2/ U280~ PCT/ EP112/ OU99S - 85
éS?ret EI;/I {4- %%@ﬁ%n% gy%’f'%ﬁ% enZOX laeéiz éf/]@)it azv(\)'lth own] En?x%arl]ncler }agents

{4-[4-(5- nﬁwmﬂadorﬂmbﬂ[&)%ﬂﬂtﬂhné’nﬁéhﬂwimle3 yl']phenyl } 5
met hyl hexanam de; ' S 152.
N-{4-[4-(S-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 5- et hyl i soxazol e

4- car bgyam g, é%tl}h t 1 ludes ph
{4- (4- (5- et hylpl- 1?}, be\r/]eznol)cggzgls? 1_n></:u Ii:)syr%‘zao ac utlT,aJl ﬁomgl?su}ons comprising a

6- acet oxy- zcmgmwad ohdamule (1) 1534a pharmaceutlcally acceptable salt thereof in association

N-{4-[4-(S-ymd Qéharﬁ?ggﬁl%ﬁﬁ %&%8 abl ekt 1)pPe¥| 1ch canybcjaD hen rI o}r a djluent)

cyanonl cot 1 nam

{4-[ 4- ( 5- meThey Iphﬂm&cd‘.mrczb)campbmﬂeg/sl rpntaimig it gohpheatdy! oft the mventmn are
7-chl oro-1-et 4- oxoh roqui ni)l [ nfz@g&f carpboxam de; |5

uor
N-{4-[4- (5- HSBW%quﬁPa’ig Iollonang asmve 19719) ppe @dyw]fﬁhéﬁirwn}smedrrm B
urea; D2%/. pharmaceutically suitable form.
N-{4-[4-(S-tertbutyl-1,3-benzoxazol -2-yl)pyrazol -3-yl ] phenyl }-N -et hyl
ur ea: For example, the solid oral forms may contain, together with the active compound,
diluents, e.g. lactose, dextrose, saccharose, sucrose, cellulose, cormn starch or potato
starch; lubricants, e.g. silica, talc, stearic , magnesium or calcium stearate, and/or
polyethylene glycols; binding agents, e.g. starches, arabic gum, gelatin, methylcellulose,
30  carboxymethylcellulose or polyvinyl pyrrolidone; disaggregating agents, e.g. a starch,
alginic, alginates or sodium starch glycolate; effervescing mixtures; dyestuffs;
sweeteners; wetting agents such as lecithin, polysorbates, laurylsulfates; and, in general,
non-toxic and pharmacologically inactive substances used in pharmaceutical

formulations. Said pharmaceutical preparations may be manufactured in known manner,



15 158.

N-{4-[4-(5-tertbutyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -i sopr opyl
urea; 159.wo n2/062804 05
N-{4-[4-(5-tertbutyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phen;l;F-f/FKPZ-/org)ﬂ)ebnyl
urea; 160. - 60 -

N-{4-[4-(5-tertbutyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -3

chl or opheny lfortgx@mple? By hdans of mixing, granulating, tabletting, sugar-coati -coati
N-{4-[4-(5-tertbutyl-1, 3- benzoxaz%lg-TZ- yl) gyr azol1 -gé-li/ a]rr():ﬁaelnnﬁ’ fl)r- fI.{Il'n-1 ﬁoatmg

f1 uor ophenyPTQsF¥ES- 162. N-

{4-[4- (5- temhbutotid bieREARONRZA4T 2amtd; a8t LRh&OMbs) sufsPnd

{1 uor ophenyl urec)g;l I é%-e i VA% Otnay be| LRI $9olips; emulsfons and
N-{4-[ 4- ( S- sespemwengl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }- N - benzyl
urea; 25.16 . : ) ,
N-{4-[ 4-% 5- :12? FHUPS M2y 9B S Sl f“é-e;’iPJ}‘kar sargharese arisagrbatase with_glveerinoxy ph
enyl urea; afBor mannitol and/or sorbitol.

N-{4-[4-(5-tertbutyl -1, 3-benzoxazol - 2-yl /razol - 3-yl ] phenyl }-N -2, 6di net h
| pil en£/I l(JI’ eiﬁe _SJBS@_CXSIOHS and tﬁe emuglzons mayyco)nrt)zxn as carrier, )t/br] eecamp e,};a natural gum, Y
N-{4- [ 4- (S- b@ur! Bodivtn- dlpPnRe PEIAZALN AHINIBN 22PoxAn } ol o?’y\g

met hoxyphenyl ur ea; 16%. N-?4-(4-(5-%lgrt but yl - 1!%%&@%5@%%81 fwﬁ py?)gzol -3
yl ] phenyl }Béphdnesul phonani de; 168.

N-{ 4- 5- <1 3 azol - 3yl ] pheny! .

et hanenal phinsospehion oCsRERA It Culth B fies BB todether with the

lﬂ- I{ 4-[ 4- I( 8;1 B@MWO}I&%& %mnmcamiﬁally-apbc)mwla:caﬂrieayé.];.pktemél water, olive oil,
ol uensu ona, e; . . . .

{4-[ 4- (5- g e?(ﬁﬁﬂf’gﬁatel,éY??ésnz%&aQ@Pylfpﬁll%lbiﬂ]’aﬂ’ﬂﬂ’- ByJesisprbng | suitable amount of

et hanesul phidevaindehydroéhldride. The solutions for intravenous injections or infusi
N-{4-[4-(5-tertbutyl -1, 3-benzoxazol -2-yl ) pyrazol - 3- yJI | phencglrl ﬁnacsé?nasmmég;

172. contain as’carrier, for example, sterile water or preferably they may be in the form of
N-{ 4- S-t.erit.b = 2= -3-vl.] phenyl }benzanj de;
1] 4 I s ol oW AT e

chr onone- 3cglybdxam de; 174.

N-{4-[4-(5- | -1, 3-henzoxazol -2-yl)pyrazol - 3-yl ] phenyl } ci s-2- (210
t hi ophenecar %%]'%Yl)toﬁqng;Cmgh%oxngﬁgé%%%g{a%%lg@e é;‘gf’ COX‘pJ"E)"dea p“;”“ace“tlcgﬁy

N-{ 4-[ 4- ( S- dceeptbblt Warrier 3¢.0 e basou eitter, Doty otpylemZ Glycsly b] gogokykthylene sorbitan

cycl obut ane&ar boxam Pe; 173. .

N- { 4- [ 4- ( S- 18y epi6r SAriagtest odecit®imz ol - 2- y1 ) pyr azol - 3yl ] phenyl }

cycl opent anecar boxam de; 15 177.

N-{4-[4-(5-tertbutyl -1, 3-benzoxazol - 2-yl) p&/r azol - 3yl ] phenyl }

di cycl ohexyTkg tHlgwingeexampdes are herewith intended to better illustrate the present invention
N-{4-[4-(5-§ ‘_F - .0l - 2-yl ) pyrazol - 3yl ] phenyl } di phenyl acet am
de; 179. N %6 %B%ﬁlhg %n%ﬁﬁg%&ééﬁgt hyl - 1, 3- benzoxazol - 2-yl ) pyrazol -3 20

yl ] phenyl }i soxazol e- S-carboxam de; 180. N {4-[4-(5, 7-chl oro-6-nethyl -1

, 3-benzoxazol - 2-yl ) pyrazol - 3yl ] phen%oxyaoet am de; 181 . N
{4-[4-(5,7-chloro-6-methyl -1, 3-benz | ) pyrazol - 3yl ] phenyl

} ni cot iztam Tie; foPloWirlgBekamples are herewith intended to better illustrate the present inventio
N-{4-[4-(5, 7-chl orq- 6-net hyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }prhenyl a
cet am de: 1\gl:§l_10ut posing any limitation to it.

N-{4-[4-(5, 7-chl oro-6-net hyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl

} pi col i nam de; 184.

N-{4-[4-(5, 7-chl oro-6-nethyl -1, 3- benX¥xaapgdé 12- yl ) pyrazol - 3-yl ] phenyl } p3 0

. tolylacet angglg) 3-(3-nitrophenyl)-1-tritylpolystyrene-1H-pyrazole-4-carboxylate

30 Diisopropylethylamine (3.26 ml, 19.5 mmol) and a solution of ethyl 3-(3-nitrophenyl)-

pyrazole-4-carboxylate (2.5g, 9.5 mmol) in dimethylformamide DMF (12 ml) were
added to a slurry of Trityl chloride resin (5g, 1.27 mmol/g loading, 6.35 mmol, 1 eq.) in
dichlorometane (35 ml). The mixture was gently stirred at r.t. for 16 h and then filtered

under reduced pressure. The resin was suspended in a mixture of dichlorometane



185. N-{4-[4-(5,7-chloro-6-nethyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }
succi nam de; 186. N

{4-[4- (5, welhbesRop- met hyl - 1, 3- benzoxazol - 2-yl) pyrazol - 3-y

tertbutyl acetam de: WO 02/0(280 87 _ 187. bERRFRods
N-{4-[4- (5, 7- chl or o- 6- net hyl - 1, 3- benzoxaflot - 2- yl ) pyr azol - 3yl ] phenyl }

t hi ophene- 3-acet am de; 188. N

{4-[ 4- (5, 7- thdtharel/GictBlidixine 853128 (10X 3R stareal )o@yzmzxﬁhutéy LA YA, After

}t hi ophene- 3- car boxami de; . PCTI EP02/ (111995 5

N- { 4- [ 4- ( 5- BRHYNS cASEFHAvely ‘Bltlbéwklﬂfa@sﬂanQ(QCWymamolanﬁIdjlqihsdrﬁ}'hﬂ}rm ek or o

. al pha- met hy hbes-agmtia By e tslsg@ d

N-{4-[4-(5-ethyl sul r:yl 2 en;lg)((g{g?ucgdpmssure %Wegquf]r% nenyI } 4cyanobenz
am de; 191.Bx working in an analogous way and by using 3-(4-nitrophenyl)-pyrazole-4-
il (5 ot b aihony i oBiRRR"RARL4 Rt bhAN L Bl ol bR plradeie-a-

{4-] 4- (5- et tarbsyihtb.onyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }

4di met hyl am nobut yram de; | 93.

N-{4-[4-(5-ethyl sul fonyl-1,3- benzoxazol 2-yl ) pyrazol - 3-yl ] phenyl } 4et hoxyphe
nyl acet am de; 15 194.

N-{4-[4-(5-ethyl sul fonyl -1, 3- benzoxazol Zpyl ) pyrazol - 3-yl ] phenyl } 4i odobenza
m de: 195. 3-(3-nitrophenyl)- 1-trltvlpolvstvrene-1H-pvrazole-4-carboxvl|c acid

N {4- [ 4 - Pyl SWIhamb LoP- RARBEORERhidpn BY-Bifbor s H-RNERY dahiggoPheny

| acet am de;

{4-[4- (5I eL ¢a]l|>®qyla‘t©€(y4g,]] , 18miolp 2endirry) lin 27 yh1)qi\niaaambo! Sodyhrh Bperxide)3 59264

i sopro e acet a

N {4 BB C BEFHAR ARSa. 96 anixies et s 5,705 e 46 1 ARG F9PYRE oy -
ni t r obenzanilgey ﬂa@&iltd}éd under reduced pressure and washed abundantly with methanol to
{4-[4-(5-ethyl sulfonyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl | phenyl %

5- ( 2t hi enyl‘j‘ﬁ@h‘t%ﬂ‘ﬁrﬁ%’é‘l zhy\gl ropode ppgcipitated during the reaction. The treatment was
{4-[4- (5 D%Pyate&tléeéjg%gggér@l The YR AZ Srerdastik WREDY Lwith methanol, DCM,

5, 6di chl or onl cot 1 nam

N { 4- [ 4- (5-gietbpl ether 3nd alied xed 22H°C2unyder pracamn) o3 givk | @ lpeofy BY(3-nitegshenylyio- 2

ni trobenza

{4-[4-(5-phn‘1’e’grP§/P9'Xs,q§r-eB%‘RL¥%¥&“‘i‘ 4-C91008Y%3%¢-- 3- yI | phenyl } 53 0

benzoyl pentBypnamiotldng 232 an analogous and b usm ethyl 3- (4 mtrophenyl) 1-

N-{4-[4-(5 hﬁngll -1, 3- thqlnzoxa ol - I;lp razo % ] phényl }5- br ono-"3pyri dyl a

cet an de: 28 polystyrene-1H-pyrazole-4- carboxy]a 3- (4-mtropheny]) 1-tritylpolystyrene-1H-

N-{4- [ 40( 5-phenyd- 4%%@&2&1@@9&1&3&%9%&&20' 3-yl ] phenyl } 5chl or ot hi anapht h

ene- 3- acet am de; /1 _gg_ PCT/ EPU2/ U099S 204.

N-{4-[4-(4-nethyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 5- net hyl - 1phenyl p

yrazol e- 4- car boxam de; 205. xam

N—{4 [ 4- (4-nethyl -1, 3- benzoxazol - 2- yI% rpazol 3-yl ] phenyl } 5net hyl hexanam de
-(2-hvdroxvphenyl) 3- (3-n|trophcnvl)-l -tritylpolystyrene-1H-pyrazole-4-

carboxamide
25 A solution of N-hydroxybenzotriazole (1.35 g, 1 mmol) and o-benzotriazol-1-yl-
n,n,n’,n"-tetramethyluronium tetrafluoroborate (3.2 g, 1 mmol) in 15 ml of dry
dimethylformamide was added to a slurry of 3-(3-nitrophenyl)-1-tritylpolystyrene-1H-
pyrazole-4-carboxylic acid (2 g, 2 mmol) in 5 ml of dry DMF. The mixture was stirred
for 30 minutes then o-aminophenol was added and the final suspension was stirred at r.t.
30  for 20 h. The slurry was filtered under reduced pressure, the resin washed abundantly
with DMF, DCM, MeOH and diethyl ether and dried at 35°C under vacuum.
- By working in an analogous way and by using the appropriate aniline derivative, the

following compounds were prepared:



5 20b. N {4-[4-(4-nmethyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }

5-net hyl i soxazol e 4-carboxam de; 207.

N-{4-[ 4- (Avomboydsesd, 3- benzoxazol - 2-yl ) pyrazol - 3-yl | phenyl }96%9529(?6%%2

napht al eneam de; 208. N .
{4-[4-(4-methyl -1, 3- benzoxazol - 2-yl ) pyragdt - 3-yl ] phenyl } 6 10

cyanoni coti nam de; 209.

N-{4-[4-(4- m@(mhi'dr&x)al_‘abﬁmﬁﬁ&aﬂ¢3=(3=n\ft|r6ﬂ}$éﬁﬁl§-qLtﬁ%?lﬂélllﬂ%ﬂ&'lh?pﬁﬁo%ﬂ: 1-ethyl -
6 fl uoro-4-oxohydroqui noline-3-carboxam de; 210.

N-{ 4- [ 4- { 4- REOAYIDIEES- penzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 9f | uor enecar boxam

der 15 2LLN-W-hddtokybybid0ph b e DB PRt boiGstyteh @Y g hicte.y! ] Pheny! )

-

(3,5 di net hoxyphenyl’) acet ami de;
N-{4-[4-(4- pyamide;3- benzoxazol - 2-yl ) pyrazol - 3-yl | phenyl }

1(am nocarb -1 I necar am de: 213 .

N (a4 4 SRRy R RS B (Y BB pphvenagme -ppedleyr) -1 2
0 cycl opent amrborarhide;ani de; 214.

N A A T K R o e s 1 A AT el A
{4-[ 4- (4- metdybxatnide;penzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 1

cyanocycl opr opanecar boxam de; 25 216.

N-{4-[ 4- (4- Ne@hlwd@sm-Mlawarl-@-ymrppywbal -tritylplo]yshyeenet JH-pyrazole-4-

et hyl gycl gt s.1- car boxam de; 217.
N-{4-[4-(4-nnet Eyl - %’3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 1-napht al ene

am de; 218. NN(2-hadiodyS4methyDptendl] 3-Geniroptangl)- Rerity pplys g zdle-13t-yihrdeay| }
1- phenyl -1 3 cycl.opr opanecar boxam de; 219.
N-{4-[4-(4- R Wﬁ%’lli‘?’& benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 2- (2met hoxyet hoxy

) acet ani de; N226thydhb Htfled-4=y1R3 0y hitdy 7.9 ostvr¥he- P! 3.yl ] phenyl
} 2-(4 chl or(;;(zenyzo XIy)hﬂpenzafmi gren;9 ! V\?) 8%?%?280@?1%%%%5%{%5% re_%Q_ 221.

N- {4-[4- (4°98X¥1¢%, 3- benzoxazol - 2-yl ) pytazol - 3-yl ] phenyl } 2-(4
ni tropheny! NoyRR,@RRIBILchIGR4- -3-(3-pi 141
{4-[4-(4-net ﬂ)lt/l - ?L 3-%33hz%g<azo @%‘{h ﬂ’i’%@“ry é]z%p gl_tr);)lp]'l%wé)nbltnt}ylpé)ly(s%/rene-lH— :
pyri dyl )t hi pgrarade-4-cathosamidei de; 223. N {4-[ 4- (4-net hyl - 1, 3- benzoxazol - 2-yI
) pyrazol - 3-yl 4 <} . ,
(benzyl oxyc])adr[f)ioﬁ &gﬁ %oe)t‘-?yis-“éfféﬂélﬂb‘“'?é‘rlé: @-nippbepy Ry lgsitylpelystyygne-1H-
{4-[ 4- (4- mepyhgdolé-4icarhprapide- 1; 3- benzoxazol - 2-yl ) pyrazol - 3-yl | phenyl } 2
(benzyl oxyc]t%r ﬂg}/é am o%)— cycl ohei;anecar boxam de; 225. N
{4-[ 4- (4- meYH{A -fP%B'r goyIiphenyl i3 witsorhen ) tyigypal yeyrese-15-pyrazole-4-
yl'] phemy } Zeaghckagndet r anet hyl cycl opr opanecar boxani de;
N-[(2-hydroxy-3-isopropyl-6-methyl)phenyl]-3-(3-nitrophenyl)-1 -tritylpolystyrene-1H-
pyrazole-4-carboxamide;
N-[(2-hydroxy-6-methyl)phenyl]-3-(3-nitrophenyl)- 1 -tritylpolystyrene-1 H-pyrazole-4-
carboxamide;
25 N-(3-hydroxynaphtalen-2-yl)-3-(4-nitrophenyl)-1-tritylpolystyrene- 1H-pyrazole-4-
carboxamide;
N-(3-hydroxypyrid-2-yl)-3-(4-nitrophenyl)-1-tritylpolystyrene-1 H-pyrazole-4-
carboxamide;
N-(2-hydroxyphenyl)-3-(4-nitrophenyl)-1-tritylpolystyrene- 1 H-pyrazole-4-
30 carboxamide;
N-[(2-hydroxy-4-methyl)phenyl}-3-(4-nitrophenyl)-1-trityl polystyrene-1H-pyrazole-4-
carboxamide;
N-[(2-hydroxy-5-chloro)phenyl]-3-(4-nitrophenyl)- 1 -tritylpolystyrene-1 H-pyrazole-4-
carboxamide;



226. N {4-[4-(4-methyl-7-isopropyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl
} 2, 2di net hyl - 4- pent enam de; 227. N-

{ 4-[ 4- (4- neblayhes2804 sopropyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3- ¥-+pB&Mbes 25 2

di met hyl hexanam de; 15 228.

N-{4-[4-(4-methyl - 7-i sopropyl -1, 3- benzox@zol - 2-yl ) pyrazol - 3-yl ] phenyl } 2, 3

di chl orophenoxyacet am de; 229.

N {4- [4- (4 MoORdrGiey- Sannylphiny b Sebamopras ol r-iyipbRfaaR tipylababany! } 2. 4, 6
trinmet hoxyphepg?lsﬂzill_l tam de; 23

N-{4-]4- (4 %i sopropyl - 1,3 benzoxazol - 2-yl ) pyrazol - 3-yl ]| phenyl }2,4 2
,0 dichlorop
N-{ 4- [ 4- (4- methyl - 7- ??b’g?é ]é}fIl-iEl",yy (é‘nr?gﬁ%hzeé?/l) -riylpolystyrene-d Hopyragoledry 2, 5
di br ormbenzaﬂffb@@ml S2.

I I [ 1ph 12,5
N N AP ks % RRARSAAR Ao i B BRcln bR 12

N_-[4 [ 4- (1, Garbawaniilig;2, 3- d] oxazol - 2- yI)pyrazoI 3-yl]phenyl]2,6

di chl or opyr car,bo

N-[4-[4-(1 gd[lﬁgﬁﬁ‘?fﬁ[‘&@ é]?%?a42B‘Iea'&'l)9I“)“p@ﬂr%%PU’S’PK)‘FT]Y%IEWVIPQI}EWTCHC'1H'

di met hyl benﬁﬁazdiw carboxamide

N-[4-[4-(1, 3-napht h[ 2, 3- d]loxazol -yl ) pyrazol -3-yl | phenyl ] 2-acetam do-5 3 0
br om)benzanNc{@ ydrexy- 5-ethy sulfonyl)phenyl]-3-(4-nitrophenyl)-1- -tritylpolystyrene-1H-
N-[4-[41, w&g% ge\q]dgxazol 2-yl ) pyrazol - 3-yl ] phenyl ] 2

acet oxypropi-onam 9

N-[ 4- [ 4- (1, B-[(&xbidrok253pheiyd)pheoy!-2-($in)pyphaayl) -lanwlﬂcﬂ?@wﬁ& ?H-pyrazole-4-

benzyl oxyphe I ace am de; WO 02/ 0G&28(1-4 -90

N-[4-[4-(1, o 72, 3-d] oxazol - 2-yl ) pyrazol - 3- yI]phenyI]2 PCT/ EPI | 2/ 0119h
bi phenyl Carmqmﬁ’ydi@xy 23%pro 1-6-methyl)phenyl]-3-(4-nitrophenyl)- 1 -tritylpol -
N-[4-[4-(1, 3-napht h[ 2, 3- (5)] (f)%,azo - }-/)Il))pgl/r]az(ol - rolille‘%r)]en;/‘ﬁgo%sr%reneiH

f | uor obenz aMreRo!e-4-corbgxamide;

N-[4-[4+(1, I chl oro-4net hyl s
ul § onylli-genz@%%gwrgyé%gﬁﬁmégyl] 3: “(%- &&éﬂh@ﬁ% l%nwlg(ﬁys?y%né %H -pyrazo ofe-4-

N-[ 4- [ 4- (1, rboxpivide]. 2, 3- d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2-f | uor o- 6i odoben
zam de; 242.

N-[4-[4- (1, 3-napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2-f| uor obenzam de
; 10 243. N-[4-[4-( 1, 3-oxazol e[ 4, 5- IBxauiplelgne2- yl ) pyrazol - 3-yl ] phenyl ] 2
met hoxypropj @ 7& d ; 244 )

N[ 4-[4- (1, )] 1+ el Dlys A xaz0l-42 “beni( plevet hyl - 4, 4, 4
trifluopobutntaap 2.5 ml, 10 mmol) followed by diethyl
N-[4-[4-(1, 3- oxazol e[4 g b] pyri c?lnﬁg v Owei/rayzole-g afofp%arboxﬁaﬁe(mml 10

mmol) were added dropwise to a slurry ot N-(2-hydroxyphenyl)-3-(3-nitrophenyl)-1-
tritylpolystyrene-1H-pyrazole-4-carboxamide (2.1 g, 2 mmol, 1 eq) in 20 ml of dry
tetrahydrofuran. The brown suspension was stirred at r.t. for 16 h. After filtering under
reduced pressure, the resin was washed with dimethylformamide (3x), DCM (3x),
25  methanol (3x) and diethyl ether (3x) and dried at 35°C under vacuum.
By working in an analogous way and by starting from the appropriate derivative
prepared as described in example 3, the following compounds were prepared:
2-[3-(3-nitrophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl]-1 ,3-naphth[2,3-d]Joxazole;
2-[3-(3-nitrophenyl)-1-tritylpolystyrene- 1H-pyrazol-4-yl]-1 ,3-0xazolo[4,5-b]pyridine;
30 2-[3-(3-nitrophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl}-6-methyl-1,3-benzoxazole;
2-[3-(3-nitrophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl}-5-chloro-1,3-benzoxazole;
2-[3-(3-nitrophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl]-5-tbutyl-1,3-benzoxazole;
2-{3-(3-nitrophenyl)-1-tritylpolystyrene- 1H-pyrazol-4-yl]-5-methyl-1,3-benzoxazole;
2-[3-(3-nitrophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl]- 1,3-naphth[1,2-d]oxazole;



« N-{3-[4-(5-c¢chloro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-y

15 napht al eneam de; 246.
N-[4-[4-(1, 3-oxazol e[ 4, 5-b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 3- (2-chl or o- 6f

uor ophenylyo%208%y! | soxazol e- 4- car boxam de; 247. EPO/00
N-[ 4- [ 4- (1, 3- oxazol e[ 4, 5- b] pyri di ne2-yl ) pyr azol - 3-yI ] phenyl T 5-T et Roxyphen
yl ) propi onam de; 20 248. -64 -

N-[4-[4-(1, 3-oxazol e[ 4, 5-b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 3- (2-t henoyl)

pr opi onam de:.[32@%itrophenyl)-1-tritylpol 1H- 1-4-y1]-5,7- 13-
N-[4-[4-(1,3 oxazélrg Lo moyipolysayssng, -pyrazolid-yll- Sy TiehioroG-methyl-L3: 1 ami no)
pr opi onani ddenzmgzole

CN-[4-14-(1, X 1 I razq I

L L ey rﬁé}fbﬁ?gq BRI AGRAI WA 4 ) S RGNl 2R3 5

[4-[4-(1, :benzfazmle;[4 S-b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 3( phenyl sul phon
ropi na? [%e' 252. . I

4- ?1, “la3rpBhesylnl s pelygyiene - pyragol-$-y)i-brphenyir 1. 3 benzgrazolist hoxybe
e; 30 22833-nitrophenyl)-1-tritylpol -1H- 1-4-y1]-4-methyl-7-
45(1, 3- [l%g(phtlh[% U o] Yy ens ey a0l 4yt ey T sogropyl-1.3-
xybenPsprazoleis .
4-
o]

L AR P R e

[TIZ 4- (1, 3-3eghtitipphedyloH etrigdpdly gyrehd-piirmzadol 3-yii-1 phemydxb3oledi acet am doben
56
{n4 [ 41 % 1.3 [Ra(ﬁf{’("ﬁ‘f@egyleﬂl grrdrelyssyrens-Hnyragol-4-x)1- Srnarhib 33 4ipezelsobenz ani

5 257. 2-[3-(4- mtrOphenyl) 1- tntylpolystyrene [H-pyrazol-4- yli] 1,3-oxazolo[4,5-b]pyridine;
N— [ 4-14- (1, :3 a(pht h[ 2, 3- dJoxazol - IYIr azol - 3-y phenyll] ace oxybenzam de
558. 4 mtrophenyl) 1- tntylpo]ystyrene- -pyrazol-4-yl]-6-methyl-1,3-benzoxazole;

N‘ [ 4-[4- (1, 3-parhfibdphedyisld RiaAR Iy dythe-PULRZ o1 3-i}- 5 RARPY 1 133 RLarRbeNzam de;
N- [ 4- [ 4- (1, 3-[3dmitngphesyli] dxityipdlytyrghd-piirpyrasiol-3-yi]-F pbwetply1 B denduixazade;2met hyl b

d
inéanmapﬁ% h[g §§( ]ncl)xél P§lgl tp yp?/()lé%ren%lw%?@rwf}]lks é%%ble%?%ﬂ?f’ﬁ%we%l
SLG {2 3-[4-(1, 2- [be(nmxmhyl;zayhm;ydlyszmn&mﬂypmw)}iﬁi Blisphepheayxassaéam de;
N-{3-[4- (1, 3-[3dhrirephsnyly Ll yene 1 Pyt Bidrabdnrgdymethekdnecar boxa
m dF h263 Uﬁ%ﬂﬁﬂéjé 3- tz)gzzoxazol 2-yl ) pyrazol - 3-yl Jphenyl } 3- net hyl - 115
cycl ohexanecar boxam de;
|\ﬁ/ {3-[14-(1, 3 Béﬂﬂim»@nyl)zlyn;ymnlmzmn%lyfqypaz@wh}ussﬂmywlfonyldp}-om onani de;
22),6gyr| d%é\gpﬁ)g%zﬁ)é%zé% 3gnzgggzol -yl ) pyrazol - 3-yl ] phenyl }
N-{ 3d[ 4- ( 1 3-[BdAnaxephehyl 21 yttityinol pstyren@ 1 Higypdve i BS-pBemdi 1itebdmaxy:pbeny | ) but y
ram de;
N (B[4 (1, SRR TR agnes ekt ety samemdy pheny | acet
am de; 268. béhzoRadode;( 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4-(tert
but t hyl
N (1 SRS st haeos  Biyprehdist b sitisirichbraputiene. 22 5

b d 270.

Kﬂ 3???@( 5?0h| oro- 1, 3-benzoxazol - 2-y|%pyrazo| -3-yl] phenyl } 4-acetam do-3nitr
obenzam de; 271. xamples
et at dobu RS AmindgREVBOK AR oyl PR3 iadol W MIE S behorazote

E 3- L4 ( I5 ChlAOS(ﬂBtiQﬂSGibBlﬂ:(ﬁ)( aeldotid@ monplydratzd (6.8- g4 | 30pdaamy) in}dithethylformamide
i phenyl car

" N-{3-[4=(5- Eﬁf ‘8”0‘”% ‘tﬁﬁi?%ﬁ'éﬂ%l of 2-Lr BjtraphenyB-lyiritypelystyrene 1 Hopasazo!l-4-
f | uor obenzap)des- bemM?&l@Zl@z@anaﬁ;TmMs%éﬂé&@%§ stn%gd %? flt for 16 h. After

K/I 4- br onp- 2net hyl be
nzan de: filtering under reduced pressure the resin was washed thh DMEF (3x), DCM (3x),

MeOH (3x) and diethyl ether (3x) and dried at 35°C under vacuum, yielding 6.5 g of 2-
[3-(3-aminophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl]-1,3-benzoxazole.
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275.

N-{3-[4-(5-chl oro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4- br onp- 3net hyl be
nzam de; 5y8680¢Hof 3- [ 4- (5-chl oro-1, 3- benzoxazol - 2-yl )pyra;e]nEgmy([ﬂ])phenyl 14
car boxybenzenesul f onam de; 277.

N-{3-[4-(5-chl oro-1, 3-benzoxazol - 2-yl ) pyészol - 3-yl ] phenyl }-N -nethyl urea;
278. N-{3-[4-(5-chloro-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -et hyl
urea; 279. By workmg m an analogous wa %/ and by using the appropriate nitro derivatives from

N-{3-]4-(5-chl or,o- nzoxazol - yrazol - 3-yl henyl } - N -i sopropyl
urfaa [10( 286xample4 t’he fol? owing additional compounds were pr)épe]lrgd v Propy

N 1314 (S ol apaclariBBRERYAR ks Bo st P by AL P b paleny! ur e

>

" 303. N

281.

N-{3 [ 4- (5 chldlexazele3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }- N - 3-chl or opheny
urea; .

N- {3-] %- %%I ok 5TBIngRS XQélz'B'ltY]QE’VF?’bWé}%‘PYr%?@}r“]'ﬂﬂ.'érﬁjP’}&ZRﬂOI‘léf | uor opheny

| urea; 15 283] pyndme

N-{3-[4-(5-¢chloro benzoxazo razol - 3-yl Jphenyl }-N -2, 4

£ fjor E)ph((anyﬁ L?a(3 %ﬁxophenyﬁ ty]polgls? pe);\e 1H- pyrazo% 4- yl] 6- r¥1et yl-1,3-

N-{ 3- [ 4- (S chingoxbzslebenzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } - N - benzyl urea;

285. N-{3-[4-(5-nethyl ~ 1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -4

net hoxyphen) Zuk3e@: anz]@oglg’@yl) 1-tritylpolystyrene-1H-pyrazol-4-yl]-5-chloro-1,3-

N-{3- [ 474 5- mretfylsudzsdeenzoxazol - 2-yl) pyrazol - 3-yl ] phenyl }-N -2, 6

di net hyl phenyl "urea; 587.

N-{3-[ 4- ( 5- metzawomnbmmg»azmrylaeltheazpbyrazqm}ﬂ!llerwhdyf-lN3 3

met hoxyphenyl urea 88 N-{3-[4-(5-nethyl -1, 3-benzoxazol - 2-yl ) pyrazol -3 25

yl ] pheny! } benPEREEE Yfonani de; 289.

N-{3-[4-(5- metzhgz;L(slananbgmaypsaz@itylgolybt»ﬁméamﬂ)yrézdrhlﬂﬁlg%th}l 1,3-

met hanesul phonam de; 29

N-{3-[ 4- (5- rrethﬁwowq:}c,benzoxazm 2-yl ) pyrazol - 3yl ] phenyl }

tol uensu ph oAy :

N-{3 [ 4-(5- %t hyftgl 3- ct’)enz Qzalztgltylgdyf S}r/l?zyz{o yr@zoll 4;9(“91 nz}phth[l,z

et hanesul phonaﬂﬂﬁ”@@oleQQZ

P e e

02/ U12811- 4 PGEnfoRaz1€)X 199S -93 294.

3-[4-(5-net benzgoxazol - 2-yl ) pyrazol - 3-yl hen

chr onone- 3cgi$@d§;{31aggn01§ggyl)1\h_tn{ylpolystyrene-lH-pyraz -4- Yli/5 -cthylsulfonyl-1,3-
3-[ 4- (poret hylbedacakffizoxazol - 2-yl ) pyrazol - 3-yl | phenyl }

ci s-2- (2t hi ophenecar bonyl ) - 1-cycl ohexanecar boxam de; 5 296.

N { 3- [ 4- ( 5- heeHy t(3mnmw&dztandmlystmw-équmwl Fphkyphedyl-1,3-

cycl obut anecalbﬁ% %}g 297.

N-{3-[4-(5-net ’benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }

cycl opent ang)ar Bdiarmdmheﬁﬂ&l -tritylpolystyrene-1H-pyrazol-4-yl]-4-methyl-7-isopropyl-
N-{3-[4-(5-ne nzoxazol - 2-yl ) pyrazol - 310

yl ] phenyl } di cég’f/% %‘ﬁz et ani de: 299.
N { 3- [ 45(5- mtzk[yl(s bnﬁnd;ﬂn@ﬂﬂ?aztﬂtyi&lyﬂﬂrﬁﬁé-@HCHyr&\Sl hglv]eﬁ%keﬂ}yl 1,3-

di phenyl acet ag1
3-[4-(5-terthb F‘%Oxizoée benzoxazol - 2-yl ) pyrazol -3 -yl ] phenyl }

i soxazol e am,glﬁo

N-{3-[4- (SS?Zr Hbﬁt ph%%%):’gétgglpolys?’reﬁ rpa'razf) §>)’|]] p’%e enﬁxwﬂ? hyl oxyacet a

m de: 302. 15)2-[3-(4- ammophenyl) 1-tntylpo]ystyrene-lH-pyrazol -4-y1]-1,3-naphth[2,3-

N-{3-[4- (5 teaiogg é 1, 3- benzoxazol - 2-yl ) pyrazol - 3- yI]phenyI } ni coti nam de;
er't butyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl

} pheny I3ﬁcet]£|)ﬂ€!é-(4-aﬂﬂnophenyl) 1 tntylpo]ystyrene—lH pyrazol-4- 1]-1,3-oxazolo[4,5-

. N-{3-[4-(5- te{)} buEi nIe- 1, 3- benzoxazol - 2-yl ) pyrazol - yI ] phenyl }p| col i nam de;

17) 2-[3-(4-aminophenyl)- 1 -tritylpolystyrene- 1 H-pyrazol-4-yl]-6-methyl-1,3-

benzoxazole;



2 0 305. N {3-[4-(5-tertbutyl-1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }

p-tol yl acet am de; 306.

N-{3-[4- (Svbesbhd¥éy! - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] pheny&}@p&%jogygm de;
07. 3

N-{3-[4-(5-tertbutyl -1, 3-benzoxazol - 2- yl6ppyr azol - 3-yl ] phenyl }tert butyl acet a
m de; 308.

N-{3-[4-(5- tga)m[bquyamlﬁo;arebgmzqmamly&yﬁehé PMLRFA01-3=)1|-RARRY I 3L hi ophene-32 5
acet am de; a%)

-[ 4- (5- tertbu?’ﬂz"i‘ l$enzoxazol - 2-yl ) pyrazol - 3-yl ] pheny! }
.t hi ophene- 3pgn . -4-y11-5-

N-{3-[4-(5- %gr tq(gﬁt ;Hlnqmp?»h%%g%zlotg zl%?lyséyrﬁm pyrag%ﬁ()léyq f;%‘%“etﬁyl ?4 chl or o- al pha
met hyl pheny| abenzoxazide; 30 311.
L3 Ll 2 3 ol B o heRSH W15 fyothd PHL SRRl Tt LRSI 4,
N-{3-[4-(5- tebt:rhmb(yioié;, 3- benzoxazol - 2-yl )pyrazol 3 yl ] phenyl } 4di et hyl am nob

enzamn de; (1C28 / EP112/ 00995 -94 3

N-{3-[4- (5- %l\e{\?f[gﬁéﬂm”ioé‘ E guGIRAlYspyrene- Hglrpa"z@ol-é 511 Btienbhthf 42t et hyl ani no
but yram de; 3|d

N-{3-[4-(5,7 E)oro 6- met hyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4

et hoxyphenyd 2a\8é@a{ﬂ1aa@ﬂor$eml§1 -trityledystyrenes | H-pyrizol-6-y8l- fidtchidre6-methyl-1,3-

, 3- ben gxazol bﬁrf L.azol - 3-yl ] phenyl } 4 iodobenzani de; 316.

N-{3 [ (5 7-chl or o- -rret hyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 4i odop
henyl acet ard3d&:[344-aminophenyl)-1- tntylpolystyrene 1H- pyrazo] -4-yl]-5- ethylsulfony] 1,3-
N-{3-[4-(5, 7-¢hl or o- 6- met hyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl I'phenyl }4 10

i sopr opyl phen8%R¥&°L% de: ~ 318,

N-{3-[ 4- (5271-)21131(41%\@116&515&& -1 i 1pReysERERZ Ol pdrarh)-BY 128 8herdn Y [l Phenyl } 4

met hyl - 3-ni t robenzam d

N-{3-[ 4- (5, 7- BEIZ9K&ok et hy| - 1, 3- benzoxazol - 2-yI ) pyr azol - 3-ylI | phenyl } 5- (2

t hi enyl }pe -

N-{ 3- [2)5( 5%51%;%?15?%“ ]htaﬁﬁ {n tglp&%s ?(r}aezloflI Pyt azf)l) p)yr azf)qetlgll flf%Pﬁ%W);'l }5, 6dic

hl or oni cot i nahBeenz@@zole;

gt:éf’agnd'dgff%%?[ﬂé gﬁ 1%10%%@ é%& lpo?ys y?c)e(naeg a&ol) E; a‘% ethyll{I I phenyl }5

IBI-{3- [ I4-(5t 7- bdsﬂ_zgxazogrzget hyl -1, 3- benzoxazol - 2-y| ) pyrazol -3-yl ] phenyl}S 2 0

enzoyl pent anam de; :

NE),{ 3-[ 4d( I5 7- tchI _o(rjo- Gérznit hyl - 1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } 5br ono

- 3-pyrpgyl acet am de;

Nhl{3 [?h(S et hyI suI fonyl - 1 3_ benzoxaggfm ll yl )p){rsazlolh 3-vyl ]hph(inylt}S d

chl or ot h1 arrd8P:14ay0n 0 . D -~Yi)pyrazol-3-yliphen phenylacetamide

(314 (St by agﬂé f ggigrm&ﬁmg%ﬂmol (53 Y2, PY0.8% Ol olxsﬂ PR&Rbazo R Y -

N-{ 3- 5 4- (g gkl)dyyx'hsipyrfaildyb)ﬁhdsphmnmxbcz(aﬂu&oylhdspydtwaﬁdod&nﬁh& AbemMthg,SorIshy | hex

anami de;

N-{3-[ 4- (5“8{‘?11} Pad Phaiacetc acid (0% 18087 mngles) in 2anlnf. dickleromethape (DEXDH

met hyl 2 50xazgl ﬁtrécdca‘dixbgﬁarﬂndetheﬁzeﬁideNm a suspension of 2-[3-(4-aminophenyl)-1-

{3-[4-(5-etli ul fonyl -1, 3- benzoxazol - 2y|%pyrazo| 3y|f Pi

6- acet oxy- A M yrgies i waragolgd-yl)-1,3-benzoxazole “from example Sp(IOO mg, 0.01 _

l\ﬁ % 2m[ 3;3_( SnfthOYn HEMONNM TR HRAAOK SfBlrstory aPHlrAa%or 30 Yld ANSBY! g8gygnoni co
" washed with DCM (3x), methanol (3x) and diethy! ether (3x), and dried under nitrogen

flux.

30 2 ml of a solution of TFA 10% in dichloromethane were then added to resin and the
resulting red suspension was stirred for 1h. Afterward the resin was filtered and washed
twice with 1 ml of DCM. The filtered solution was evaporated under nitrogen flux to
give 34 mg of a crude solid, that was purified by preparative LC-MS, using. the

following conditions:



WD 02/ O&x280~ -95 PCT/ EP02/ 00995 330.
N-{3-[4-(5-ethyl sul fonyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }7-chloro-1

et hyl - 6- f W@ u9ndsexohydr oqui nol i ne- 3- car boxam de; 331. T/EP 00995
N-{3-[4-(5-ethyl sul fonyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] ‘I'zf - met hyl
urea; 5 332. -67 -

N-{3-[4-(5-ethyl sul fonyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N - et hyl
urea; 333.

N-{3-[4- (5- Bleyd Ayl f oatlends 1 RRMZSPEAEM0Zelt AW (@BP)Ioy! ] phenyl }- N

i sopropyl UER@nt B34. acetonitrile
. N-{3-[4-(S-phenyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3- yI]phenyI }-N -phenyl urea,;

10 335. 5 Gradient : )

N-{3-[ 4- (5-phenyl -1, 3- benzoxazogné &I r%ol yI ]R{ueny("P N - 3-chl or opheny
.| urea; 336.

N-{3-[4- (5-phenyl -1, 3-benzoxazo]s 2-vyl) pyrazol - 3-yl ] phen -N -4-fluoropheny
| urea; 337. ?0 %er}ﬁl) % ygg
N-{3-[4-(5-phenyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }-N -2,4 15

f | uor optieny. e

N-{3-[4-(5- ﬂé’nyﬁ”l‘/@ benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl } - N -benzyl urea,;

339. n; Waters Symmetry™ C18 19x?
N-{3 [ 4- (SOBhenyI 1, 3- benzoxazol 2-yl)pyrazol - 3-yl ] phenyl } - N - 4nret hoxypheny

urea; 340Detggtor 3. [4me€§ -sphetrpyneter, dedimspray aorofatidnypospiveanade: 3- yI ] phenyl|
} N -2,6 2 0 dinethyl phenyl urea; 34I.
N-{3-[ 4- (5-phenyl -1, 3- benzoxazol - 2-yl ) pyrazol - 3-yl ] phenyl }- N - 3met hoxypheny
| ureal5342A liquid handler triggered by the mass spectrometer automatlcally collected the

N-{3-[4-(5-phenyl -1, 3-be razol enyl } benzenesul phonam d
e; {25[34é ‘Eﬁ? §XT %“{%nﬁﬁgﬁ?{t ﬁc%mli?é‘\ﬁ Qgé cﬂzvafzm?‘%/‘a taﬁﬁﬂlvqyllfz)ﬂ&?éjlﬂp

th | (@@ ShZ-y]
N (314 (4t ot 0 Sopr GBI BB sl sl

t ol uensul pHBIRGD EM NMR (DMSOd,), dlagnostlc 51gnals (ppm): 10. 3 (s, IH)

N-{3-[4-(4- m&yQHQHﬁppropyl 1, 3-benzoxazol - 2-yl ) pyrazol -33 0 yl ] phenyl }
et hanesul phonam de*

N { 3- [ 20( 4- mlqaggusly, tlwofoilopw& qonaaduedawxazprbpa&ecyby fyingzht apprgpristh anino }
scetan el Tyl ol GBS b PRt 2750 1 7 P ol 2
N-{4-[4-(5-methyl-1 3-benzoxazol 2-yl)pyrazol-3-yl]phenyl} phenylacetamide.
[M+H]+ = 408. 'H-NMR (DMSOd), diagnostic signals (ppm): 3.67 (s,2H), 2.41 (s,3H).
N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} phenylacetamide.
25 [M+H]+=408. 'H-NMR (DMSOd,), diagnostic signals (ppm): 3.63 (s,2H), 2.41 (5,3H).
N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-4-chlorophenylacetamide.
[M+H]+ = 442. '"H-NMR (DMSOd;), diagnostic signals (ppm): 7.48 (d, J=8 Hz, 1H),
7.4-7.3 (m,4H), 3.64 (s,2H).
N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -4-chlorophenylacetamide. [M+H]+
30 =428.'H-NMR (DMSOdy), diagnostic signals (ppm): 3.54 (s, 2H).
N- {4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} -2-methyl-propionamide.
[M+H}+ = 360. 'H-NMR (DMSQd6), diagnostic signals (ppm): 2.41 (s, 3H), 2.6
(m,1H), 1.12 (d, 6H).
N-[4-(5-methyl-1,3-benzoxazol-2-yl)-1H-pyrazol-3-yl] cyclopropanecarboxamide.
35 [M+H}+ = 358. 'H-NMR (DMSOQd6), diagnostic signals (ppm): 13.5 (s,llH), 10.3
(s,1H), 2.41 (s,3H), 1.8 (m,1H), 0.8 (m,4H).



15 20 25 30 348.
N-{3-[4-(4-nmethyl-?-isopropyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3yl | phenyl }

chronone- 3ygabhegayr de; 349. N )
{3-[4-(4-methyl -7-isopropyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3- yﬂ/EﬁOZ/OOP).}
ci s-2(2-t hi ophenecar bonyl ) - 1- cycl ohexandi8ar boxam de; 350
N-{3-[4-(4-nethyl-7-isopropyl -1, 3-benzoxazol - 2- yI}pyrazoI 3 yl]phenyl }

cycl obut anedaj3b@abentexazdb1-yl)-1H-pyrazol-3- yl]cyclopropanccarboxamlde [MH-H ?5%

N-{3-[4-(4- 1, 3- henzoxazol razol

Cy’({ﬂ O{)enf angﬁ}%g@s{tg@%h@a@osnc R P P (2 1.7%

N{3-[4-(4- I 7-isopropyl -1, 3-benzoxazol - 2-yl ) pyrazol - 3yl ] phenyl }
chcet

di cycl ohexy am de; 353.
N-{3-[ 4- (4- Ne&3k(>5rm¢thylsb§1bgp§qxaml 2-yipd Hopyarazwl-32yly | ) py cyxtaprofankdpbedaidd.
di phenylace

. 4,

N-[3-[4-(1, @g‘é’gﬁt ﬁ?g 3t g%%(&%%spfp?/ﬂlwpg?oﬁ g3 ArPEleh i {5 ¥k ABdmelBhar box
am de; 355.0.78 (m,4H).
NS L4 (L R PRPPHY Bt L8135 B el Bl AR ! @avaget ani d
3[\,%[73- [4- (1, RMRPOMYCU6S- dii@q,&g&%;;&w@bmympt ,ﬁ{yl ] phenyl ] ni coti nam de;
N-[ 3- [ 4- ( 1, B RaldnHpethsl- b drazesnzal-2 yymyazet-3t vl phyy) pibenaaniiph dMA e et a80.de:

ﬁf?é- [4- (1, 3R (OMSQdG), diagnostic signals (ppm): 7.94 (¢ IFBRe AT Tol- 261 PH2ER- det-

359. 7.3 (m, 2H)

360, N 15 () ?*%aﬁén%ﬁ{‘% SRRy W i itas B graeptibny Mrdiocr Ad de

361. 1H-NMR (DMSOdd) diagnostic 31gnals (ppm) 2.41 (s,3H
N-[3-[4-(1, 1% {r}a[pht h[2, 3 oxazgl - 2- 3) razol - 3-yl fphenyl Jtert-butyl acet am
de: 362. 4-(1,3 benzoxazol 2-yl)pyrazol-3-ylT|phenyl }-3-methoxybenzamide. [M+H]+ =

L3 L AroraniNiRemIbas s anknaduit! o AR B 2. e BRIV A 7Y GRORNSs gpcet am
N[ 3- [4 (1 @8- Phzol e[ 4, 5- b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] t hi ophene-3carb

d
ﬁli(([agan [zel (1, RENEES] Ttﬂyl L Pevrorarolenvagl- 3> diphenydt-3methorybsnzantids: noxyet ho
xy) acet am dM+Bp5= 424 'H-NMR (DMSOd6), diagnostic si als (ﬁ) m): 3.82 fs 3H), 2.41 (s,
N-[3-[4-(1, )o>§gzol e[ 4, S-b] pyri di ne2-yl ) pyrazol-3-y Ej)phenyl (‘4chl or bbenzo
yl) benzam
N[ 3-[45( 1,8 Ql‘{az(q)|3el£e412é{ag$lpyj§[l)ﬁi_\}'rﬂﬁﬁ MY DPRERFE A idmbk RSNk 2 - MR LT Qpheny

} pr opi onam de;

g oxazgl e[ £24. BfWRd @ﬁ))@%@ﬂm signal$ {npon§ B 2s,3Mp Rrd2dyBHIhi azol e- 4- car
N?E(gm[ 4e( 1, 3- o gg(g@l%%ggaﬁl zl)gﬁ%é(g%yﬁﬁ)%gigﬁgggﬁﬁfﬁ%omdﬂ H\énlz-@/T oxycarb

onyl am no) 3416cycl ohexene 1- car boxam de; 369.

e S LSS TR

N-[3-[20(1,839kazol e[4 5-b] pyri di ne2- yI ) pyrazol - 3-yl ] phenyl ]2, 2,3,3
tetranet hyl cy car boxam de;

N-[3-[4- (1, }g‘{gigz(éﬂge[‘a}ﬁé kY Wrwh@zl)maﬁgﬂr%rwpb@yy}l -2-meshiyltropionaghidet hy| - 4
pent enam de[M;ﬁ]z._

N[3-[4-(1,3 oxazol e[4 5-b] pyri di ne2-yl ) pyrazol - 3-yl ] phenyl ] 2, 210

di met hyl heMéﬁﬂdé3 -bgngoxazol-2- -yl)pyrazol-3-yl]phenyl}-2-methyl- proplonamxde [M+H]+ =

. N-[3-[4-(1,53gnapht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2, 3di chl or ophenox
yacet am de; g

N-[3-[25(1 w{ﬂemtbhmxazomazeydazmpyzamn BoNY agloptopankaitsdiahlide. 4 {10t Fethoxy ph
. enyl acet am3g<3 15 375.

N-[3-[4-(1,°3-napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2, 4di chl or ophenyl
acet am de; N8{#-[4-(1,3-benzoxazol-2-yl)pyrazol- 3-yl]phenyl%benzam1dc [M+H]+ = 380.
N-(3[4(13na hth[23doxazo| 2-yl ) pyrazo J enI]25
di br ormben%trﬁ’"(ﬁg ~(5-giethyl-1,3-benzoxazol-2-yl)pyrazol-3- yl]pheny }-3- methoxybenzamlde
N-[3-[4-(1, ﬁmmm,ﬂ[@ 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2,52 0
di et hoxybenzam de;



378. _ o
N-[ 3-[4- (1, 3- napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2, 6di chl oropyri di
ne- 4- car baxew /8804379 CT/EP02/00995

N-[ 3-[ 4- (1, 3- napht h[ 2, 3- d] oxazol - 2-yl ) pyr azol - 3-yI | pheny! ] 2 B&T PR benzam
I de; 25 380. - 69 - _
N-[3-[4-(1, 3-napht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl ] phenyl ] 2- acet am do- 5br om
obenzam de; NS{%L[4-(1,3-benzoxazol-z-y])pyrazol-3-yl]pheny]}-4-chloropheny1a etamide. [M+H]+.
N[3-[4-(1, 3- gpht h[ 2, 3-d] oxazol - 2-yl ) pyrazol - 3-yl | phenyl | 2acet oxypr(}pl onam
| de; 382. N-=[4§-{ 4- (1, 3-napht h[ 2, 3- d] oxazol - 2-yl') pyrazol - 3-yl ] phgnyl ];3?_ 4
. benzyl oxyphroy-peetABhYR1, 34 nzdk RE10S: 31 % BSQIRIUNd. As defi ne
in claim12 %Fﬁﬁtprogess conpnses: §B§%9(823?{'%hw a?"é"f enylace am_' ©

PCT/ EP( 12/ 1iM&H5+ =d8Reacti ng t he conpound of formula (11) with a suitable
-nitrogens pyrazole protecting agent or a solid support 02N v / ~~ {I {ll) N
N Hso as to obtain a conpound of fornula (I1l) Oz O(lIll) I 15 Q wherein Q
is the said nitrogen-pyrazol e protectExgmplggnt or a solid support; b)

reacting thg conpound of. formqula {111) under basic conditions so as to
obtain the EE‘#BEEE#H‘—BQL‘ ~beRzoxz

F-{ A L zo1adqyhpyrazel-3-yljphenyis d_ wher ei n
Qis as abomecoddihdiGsil IbraryesCisTAONIA] 8 195y H A 1) ofen Wt
derivative of formula (V) 30 C HO ~~[ ?\/) H2N so asyt)@lrtg)%yta Hpa n%& fi

conpound of
formula (VIYas obtained by portioning and reacting, according to the procedure described in

| DOZ OXig
U A

10  example 6, the 26 resins prepared in example 5 with the 149 carboxylic acids of formula
(IX) reported in table II.

Example 8
N-{4-[4-( 1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl}-N’-benzvlurea

15 Benzyl isocyanate (123 pl, 0.10 mmol) was added to a suspension of 2-[3-(4-
aminophenyl)-1-tritylpolystyrene-1H-pyrazol-4-yl]-1,3-benzoxazole from example 5
(100 mg, 0.01 mmol) in DCM (1 ml). The obtained suspension was stirred for 20 hrs at
22°C, filtered, washed with DCM (3x), MeOH (3x) and Et20(3x), and dried under
nitrogen flux.

20 2 ml of a solution of TFA 10% in DCM were then added to resin and the resulting red
suspension was stirred for 1h. Afterward the resin was filtered and washed twice with 1
ml of DCM. The filtered solution was evaporated under nitrogen flux to give 32 mg of a

crude solid, that was purified by preparative LC-MS using the following conditions:

Eluent A : aqueous solution of trifluoroacetic acid (0.01% v/v)
25 EluentB: acetonitrile
Gradient : Time (m) %A %B
0 (injection) 90 10
8 10 90
30 10 (end) 10 90
Flow : 20 ml/m :
Column: Waters Symmetry™ C18 19 x 50 mm
Detector: mass spectrometer, electrospray ionisation, positive mode.

35  Aliquid handler triggered by the mass spectrometer automatically collected the

fractions containing the title compound. After evaporation of the solvent 14 mg of N-{4-



WO (12/0C28(1~ -9902N\ ~ OC N\ H/ HONN (VI) I Q PCT/EPO2/11(1995
wherein Q and C are as above defined; d) reacting the conpound of fornula

(V) with woswiéabl e azodi carboxyl ate 10 derivative and a 989 BW SO0 as
to obtain the compound of formula (VI1) 02N 15 C ~= N N-Ni | /% ?3\

wherein Q and C are as above defined; 2-®We) reducing the conpound of
formula (VII) so as to obtain the conmpound of formula (MIl) HN,-- C O\

~= N 25 // (31,3 peioNatol Q-yipy Rl 1aNebatyRIGY el ]dsOetlia, A0 -+E+
reacting thg gorrpgunq)(to_f f%@%% g\zgﬁ?%n\%i_}th aﬂ%}_]one gﬁ‘ t eS co’rrf)@ﬂ'ndj of
formul a (I X, 40PKyersrobtaumgd. fH AR (( ,SOﬂa),sg;zguolstqqglgnatsm@)(*}(z ((jdaﬁ):l(gS.{é:lz;iR i s
as above debj 7% ¢ L abl e | eavi ng group

‘suitable | egy?’ﬁg g?godalézwg‘{gis(@g gﬁé?ﬁn}t he conmpound of fornmula (Xl1)

WO | 12/ 0C28@naRgyudly,Hhe following compounds were prepared by using the appropriate amino

5  derivatives from example 5 and the appropriate isocyanate:
N-{4-[4-(1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl}-N’-phenylurea [M+H]+ = 409. 'H-
NMR (DMSOd,), diagnostic signals (ppm): 7.8 (d, J=8.6 Hz), 2H), 7.7-7.6 (m, 2H),
6.96 (t, J=7.3 Hz, 1H).

N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl }-N’-benzylurea. [M+H]+

10 = 423. 'H-NMR (DMSOd,), diagnostic signals (ppm): 7.7 (d, J= 6.6 Hz, 2H), 7.5 (d,
J=6.6Hz, 2H), 6.8 (t, 1H), 4.3 (d, 1H), 2.41 (s, 3H).
N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl }-N’-benzylurea. [M+H]+
= 423. '"H-NMR (DMSOd,), diagnostic signals (ppm): 7.52 (d, J=8 Hz,1H), 4.28 (d,
J=5.8 Hz, 2H), 2.41 (s, 3H).

15 N-{3-[4-(5-methyl-1,3-benzoxazol-2-y1)-pyrazol-3-yl]phenyl}-N’-phenylurea [M+H]+
= 409. 'H-NMR (DMSOd), diagnostic signals (ppm): 7.54 (d, J=8Hz, 1H), 6.95
(t,J=7.3Hz, 1H), 2.41 (s.3H).
N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl } -N’-phenylurea [M+H]+
= 409.

20 N-{3-[4-(1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl }-N’-phenylurea [M+H]+ = 395.
N-{3-[4-(1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl } -N’-benzylurea. [M+H]+ = 4009.

Example 9

Preparation of a library N-[4-( 1,3-benzoxazol-2-yl)pyrazol-3-yllphenvylureas

25 A combinatorial library of 3172 N-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenylureas
was obtained by portioning and reacting, according to the procedure described in
example 8, the 26 resins prepared in example 5 with the 122 isocyanates of formula XD
reported in table 111,

30 Example 10
N-{3-[4-(1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl}toluenesulfonamide

A solution of Diisopropylethylamine (103 pl, 0.06 mmol) and tosyl chloride (0.06
mmol) in 2 ml of DCM was added to a suspension of the resin 6 (100 mg, 0.01 mmol)
in DCM (1 ml). The obtained suspension was stirred for 20 hrs at 22°C, filtered, washed



5- 100 CO-NN ~ N (XIl) I Q PCT/EP02/00995 wherein R, Qand C are as
above defined and Y is a divalent group selected anong (>C=0O, {-SQOz-) or
(-NHCO-} | pH2/842k@¢ natively, 10 reacting under reductive cpadifions the
conpound of forrmula (VIIl1) with a suitable al dehyde or ket ohe de rvative of
formula (XIll) R-COR" (XIll) wherein -R1and R' have the neanings reported
for R, provided they are not both hydrogen atons, so as to obtain the
conpound of witﬁrDmMaMe)@Hr)anM@Z@Id?;er%dm@eAﬁtraé&ﬁ’@x Q%V@q??&rhﬂﬁ%f?‘ﬂs a
single bond and Ris a group -CH( J{R"); lternativ reactin
conpound of IQérlﬁrﬂ%M(‘W‘PIﬂ)‘ewqdﬁd 40 sesin ansl @ea@ﬁl}dltmgr g sasyeanm was ket ﬁmence

of amoni a, I?évxaﬁi At XII

are as above d°é I ne %r@é;ﬁ'g&r# Eié%gérag%# as?g(h ltgind }'?’%df’hﬁgﬁereg 0 9)
depr ot ect i ngpluthm wohpwapothted ufider mllir@ge('l)ﬂdx) tougldelzl a@g df @ cp@ididlid it wasas to
.obtain the co esi r converting the said
conpoun ofp‘m[}f yamfﬁ’zﬁratfvﬁtr}gém#@ﬁr}&fﬂ%%‘ﬁ% cgr f‘%‘?srml a (1) and/or into a
salt thereof. 2 5 20. The process of claim19 wherein, in step a), Qis a
sui tabl e nitrogen-pyrazole protecting group or a soli d support sel ected
from tert - bEREXEar bopeoysgotytiongf Irlgrqrmeyr agifl €xP Worvdvde,

2- (t ent - but BlgRB bonyddstoiito) - 2- phenyl acetonitril e,

chlorotriphenyl methane, trityl, a trityl chloride resin or a chlorotrityl
chlori dé reGradieng: 0 21. The pr oBiess(myf ¢l ai m XBAnher ei n %Be tri tyl chloride
or chlorotrityl chloride resin 0s(iajepadnys®yrene resiin. 22. The process of
claim19 wherein, in step b), b&sic conditionsiiconprise gthe use of sodi um
pot assi um or |ithium hydroxide.10 (8#2)(12/0&28(ld -1 U PQ@H EPO2/ 0099s 23.
The process of claim 19 wherein, in step d), the azodi carboxyl ate
derivatiisve is selected fromdi et hyl azodi carboxyl ate, diisopropyl

azodi car boxplbat.e2ml/di - tert -butyl azodi carboxylate. 5 24. The process of
claim19 wherein, in step d), the phosphine is selected from

tri phenyl pHedpmhe, tWateﬁS%nFylPEhBEp‘ﬁl e, 1%% f@yut ohexyl phosphi ne or

triethyl ph 2 wWh t th
C(r)lrrr(iou%dpor?[§ gértgrrﬁl a (5'{}?5} 5 e&goﬁ?cbﬂgétrrot%é%& I%?anf)ﬂg)ro%g&?&{g&ad?gge;m noe

derivative of formula (VIIl) in the presence of a reducing agent sel ected

fromtr (1] )..chlori sodi or ohydri de, sodi umdithiaopite, anmoni um

f or nl ag Aiﬂr’grhaﬂﬂgf friggeref) é’r’tﬁ%i@as ec‘*i‘?‘?‘eetﬁra&&é’é"é'cé@y galleciedthe wherein, in
step f), tr@memminmg t}i@tﬁtre&oan;{o\éhh%ﬂérsev&&)rﬁmﬁﬁ'e wlezéiht @0 ng. of
formula ( ydr ox chl ori ne or brom ne. ) process of -

X
claim19 \Aﬁ)ér(m@%e%:z‘ir’]f‘@f"le%yp)ww 3@6]?b9ruﬂbrown%fpmaie((mlmlgss rS@lld eact ed
with a congaung+af 43@WRM Bbhaiild VREEKRAR gﬁvlTS'O%ﬁ)f Hiagﬁesﬁg st %llg (S?pr? $G:7- g0 28.

The process of claim’19 wherelin, 1n st e~co rrrua(VIII)
is reacted W 2R+t he7comAiha2.33 (f,6Hul a (XI 1) under reductive conditions

conpri skn of;. .S m._bor dride, sodium cyano roh dride or sodium
tr Irrg c e?gxgb%&g?@g?lly {he Bﬂb&'mg con?p&(mds weéte prepareﬂay sing fe appropriate amino
derivatives from example 5 and the appropriate sulphonyl chloride:

N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl} toluensulfonamide.
[M+H]+ = 444,
N-{4-[4-(1,3-benzoxazol-2-yl)-pyrazol-3-yljphenyl} toluensulfonamide. [M+H]+ = 430.
30 N-{4-[4-(S5-methyl-1,3-benzoxazol-2-yl)-pyrazol-3-yl]phenyl} toluensulfonamide.
[M+H]+ = 444,
Example 11

Preparation of a library N-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]sulfonamides

35
A combinatorial library of 2184 N-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]sulfonamides

was obtained by portioning and reacting, according to the procedure described in



29. The process of claim 19 wherein, in step f), the conmpound of formula
(M) is 2 5 reacted with a suitable acylating agent selected from

tri sphosgeng o8%¢dsh4 chl oromet hyl chloroformate, in the pres gﬁnonia.
30. The process of claim 19 wherein, in step g), the acidigeﬁﬁﬁ@%Plﬁns
conprise the use of an acid selected frof hydrochloric, trifluoroacetic,

nmet hanesul phonic or p 30 tol uensul phonic acid or of an acid ion exchange
resin. 31. Ehemplenoo 2@ frediey piehbaed Vi lekamBRts (Adl thy &

phar maceut i c%al I tz’:sg)(r:ept abl e sa?gtéb WO U2/ 0%§80~ - 1028|4nslll1 N &g'poaﬂqu%es@f N |
Q wherein Q reporteddaehiell.i n cl ai m 12. PCT/ EP02/ 011995 ((VI11) 10
.32. Alibrary of two or nore conpounds sel ected from oxazol yl - pyrazol e
derivatives of formula (1) RY-NHNNHCO-~N (I} wherein Rrepresents a
hydrogen atom a straight or branched C -C$ al kyl group; a straight 2 0 or

. branched C~-Ca al kenyl group; an aryl or aryl C -C6 al kyl group; a
saturated or unsaturated C3-C6 cycl oal kyl or cycloal kyl oxy group optionally
further condensed with 1 or 2 benzene rings; or it is an optionally
benzocondensed 5 or 6 nenbered heterocyclic or heterocyclyl C -C6 al kyl
group, having 1 or 2 heteroatons sel ected anong nitrogen, oxygen or sulfur;
each of the above 2 5 defined R groups being optionally further substituted
by one or nore groups selected from i) halogen, nitro, cyano, hydroxy, oxo
groups (=0O); ii) straight or branched C -C6 al kyl, al koxyal kyl or
perfluorinated alkyl; iii) aryl or 5 or 6 nenbered heterocycles having 1 or
2 heteroatons selected 3 0 . anong nitrogen, oxygen or sulfur, optionally
substituted by hal ogen, :-vitro, cyano, C -C6 al kyl or al koxy; iv) .
straight or branched C, -C6 al koxy, al koxyal kyl oxy, aryl al kyl oxy or aryl oxy
optionally substituted by hal ogen, vitro, cyano, C -C6 al kyl or al koxy;



wo U2/ U628(1~ - 103 PCT/EP(12/11W99S v) straight or branched C -C6

al kyl thi o or al kyl sul phonyl, arylthio or aryl sul phonyl; vi) C3-C6

cycl oal kylwo\wkid2sgym no, C, -C6 al kyl am no, dial kyl am no or 1, NQas D
viii) C,-C6 alkyl c{anr bonyl , al kyl oxycarbonyl, al kyl am nocar g(&JWE?{H/(QBh

am nocar bonyl, aryl carbonyl or heterocyci3d carbonyl optionally substituted
by hal ogen, nitro, cyano, C -C6 al kyl or al koxy; ix) C, -C6

al kyl car bonyl am no, al kyl oxycar bonyl aipngmer yl al kyl oxycar bonyl am no,

aryl carbonyl am no or 10 aryl oxycarbonylam no; x) carboxy, C,-C6

al kyl car bonyl oxy or aryl carbonyloxy; Y is a single bond or a divalent group

.sel ected frem cay ( 0

Cis benzeng naéhﬂﬁﬁognfzopg@m @?%%P@%{i) b&zocondasﬁocé%}e‘g "@p‘ %‘Yﬁ-}iéﬁﬁgr ed
15 heter ocyptoeeméwnaagadnvany \thhbtmmpMesmdnmlstenngeb ammngnali ihmegetherddfugen or
. sul phur ea bei optionally further substlt ted by one or nore
groups Sel eg{?ecgwf PS}%uﬂt fgﬁe Fﬁf‘?&&%"@y‘é% oxafqlWrpypzols H‘B’r‘ﬁ‘ﬁt‘,‘?}&’d’r@em@

al kyl or al kpfymudd @y sul phonyl or aryl groups; and the pharnaceutically
acceptabl e salts thereof. 20 33. A conpound as defined in claim 12 which is
obt ai nabl e by a conbinatorial chem cal nprising reacting any of
the am no derivatives of fqeipNg._ () orth in table |, wth any
one of the carboxylic acid derivalive (I'X), as set forth in
the process of claim19. 25
N obt ai nabl by a

reacti ng any the am no

34. A corrpound as defined in claim
conbi natorial chem cal process conpri si
derivatives of formula (M11), as set intable I, with any one of the
i socyanate derivatives of fornula (XI),~gS set forth in table IIl, and by
subsequent|ly operating as per the proced$ of claim 19. 30 35. A conpound as
defined in claim 12 which is obtainable by a conbinatorial chem cal process
conprising reacting any of the am no derivatives of forrmula (VIIl), as set
forth iri .WA®F® |, with any one of the sul phonyl chloride derivatives of

form 300 2 aflstt by P b\ AP DY B8 Sl gaR P
gh?_r mage_uti c?l c@‘rl’qgmw Gnglahcpnﬂsg'rmg),aﬂagﬂbea:rwl @f,%-(ji’gllﬁ’lkyhgroﬁf)taasglt‘@ﬁte@b;fld as
efined in claim eas armaceuti ca acceptabl e

exci pi ent, carri'épP? %Fa?%f %eﬁt °3‘§ bh%%ﬁﬁ’iycagr %n%éqnﬁllibnﬁ%!@’@br di ng
to claim 36 fur t dimbersodwithSi &2 B&Qeﬁé gy ®r ?th@ﬁpbbﬁér?all%‘éhfoc@ﬂfe%éi 58 2
conbi ned preparation for sinultaneous, Separate or sequential use In

anti cancer t her dpynembsresig hetaragyelif, et héﬁefanFIYJ:&nﬁa gkl geoupohpvingdl as 2
definegg n cl ai MelGofbm3 RARIAPEAY] Gt hi 6 iR 2aln 32 AEThBRE 1 N

claim 36, and one or nore chenot herapeu[g’Q éhe , as a’ co
preparation for defined Rasewwns beglgpmt@pél)oﬁxrther substltuted by one or more groups

selected from:
1) halogen, nitro, cyano, hydroxy, oxo groups (=0);
i1) straight or branched C,-Cq alkyl, alkoxyalky! or perfluorinated alkyl,

25 iii)  aryl or 5 or 6 membered heterocycles having 1 or 2 heteroatoms selected
among nitrogen, oxygen or sulfur, optionally substituted by halogen,
nitro, cyano, C,-C; alkyl or alkoxy;

iv) straight or branched C,-C; alkoxy, alkoxyalkyloxy, arylalkyloxy or
aryloxy optionally substituted by halogen, nitro, cyano, C,-C, alkyl or

30 alkoxy;

V) straight or branched C,-C, alkylthio or alkylsulphonyl, arylthio or
arylsulphonyl;
vi) C,-C, cycloalkyl;

vii)  amino, C,-C, alkylamino, dialkylamino or arylamino;
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PP(P mesenchymal origin, tumors of the central and peripheral nervous system, melanoma,

25  seminoma, teratocarcinoma, osteosarcoma, xeroderoma pigmentosum, keratoxanthoma,

thyroid follicular cancer and Kaposi's sarcoma.

4. The method of claim 2 wherein the cell proliferative disorder is selected from
the group consisting of benign prostate hyperplasia, familial adenomatosis polyposis,
30  neuro-fibromatosis, psoriasis, vascular smooth cell proliferation associated with
atherosclerosis, pulmonary fibrosis, arthritis glomerulonephritis and post-surgical

stenosis and restenosis.
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10.  The method of claim 1 wherein, within formula (I), Y is a sulphonyl (-SO,-)
group.

11. A method for inhibiting protein kinase activity which comprises contacting the

20  said kinase with an effective amount of a compound as defined in claim 1.

12. A compound which is an oxazolyl-pyrazole derivative represented by formula

(D:

25 R-Y-NH

M

30.
wherein
R represents a hydrogen atom; a straight or branched C,-C; alkyl group; a straight
or branched C,-C; alkenyl group; an aryl or aryl C,-C, alkyl group; a saturated or
unsaturated C;-C, cycloalkyl or cycloalkyloxy group optionally further
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7. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-2,4-fluorophenyl urea;
8. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-benzy! urea;
9. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl}-N'-4-methoxypheny! urea;
10. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-2,6-dimethylphenyl urea,;
5  11. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-3-methoxyphenyl urea;
12. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} benzenesulphonamide;
13. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } methanesulphonamide;
14. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} toluensulphonamide;
15. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } ethanesulphonamide;
10  16. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }acetamide;
17. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } benzamide;
18. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} chromone-3-carboxamide;
19. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} cis-2-(2-thiophenecarbonyl)-1-
cyclohexanecarboxamide;
15  20. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } cyclobutanecarboxamide;
21. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}cyclopentanecarboxamide;
22. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }dicyclohexylacetamide;
23. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}diphenylacetamide;
24, N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }isoxazole-5-carboxamide;
20  25.N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} menthyloxyacetamide;
26. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } nicotinamide;
27. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } phenylacetamide;
28. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } picolinamide;
29. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } p-tolylacetamide;
25  30. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } succinamide;
31. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } tert-butylacetamide;
32. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } thiophene-3-acetamide;
33. N-{4-[4-(1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} thiophene-3-carboxamide;
34. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl }-N'-methyl urea;
30  35.N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-ethyl urea;
36. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-isopropyl urea;
37. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-phenyl urea;
38. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-3-chlorophenyl

urea;
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5  41.N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-benzyl urea;
42. N- {3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-4-methoxyphenyl
urea;
43. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } -N'-2,6-
dimethylphenyl urea;
10  44. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-3-methoxyphenyl
urea;
45. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }benzenesulphonamide;
46. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } methanesulphonamide;
47. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} toluensulphonamide;
15  48. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } ethanesulphonamide;
49. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl} acetamide;
50. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } benzamide;
51. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} chromone-3-
carboxamide;
20  52. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } cis-2-(2-
thiophenecarbonyl)-1-cyclohexanccarboxamide;
53. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}cyclobutanecarboxamide;
54. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
25 yl]phenyl}cyclopentanecarboxamide;
55. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}dicyclohexylacetamide;
56. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} diphenylacetamide;
57. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }isoxazole-5-
30 carboxamide;
58. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } menthyloxyacetamide;
59. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } nicotinamide;
60. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } phenylacetamide;
61. N-{3-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} picolinamide;
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(0)9 N-{4-[4- (6-m(ezhy71 3-benzo:$azo -2-y pyrazo - -}%p?\enyl}l -(aminocarbonyl)-1-

cyclopropanecarboxamide;
70. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 1 -(p-tolyl)-1-
15 cyclopentanecarboxamide;
71. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}1,2,3,4-tetrahydro-2-
naphtaleneamide;
72. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 1-
cyanocyclopropanecarboxamide;
20  73. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}1-
methylcyclopropane-1-carboxamide;
74. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 1 -naphtalene amide;
75. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} 1-phenyl-1-
cyclopropanecarboxamide;
25  76. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2-(2-
methoxyethoxy)acetamide;
77. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-(4-
chlorobenzoyl)benzamide;
78. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-(4-
30 nitrophenyl)propionamide;
79. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-(4-pyridyl)thiazole-
4-carboxamide;
80. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2-

(benzyloxycarbonylamino)-4-cyclohexene-1-carboxamide;
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) - &T109%&' () 865 QA4RA-(9-nfkeid)-¢ S -benzoxazol-2-yl)pyrazol-3-yl]phenyl} 2,4,6-
trimethoxyphenylacetamide;
87. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,4-
dichlorophenylacetamide;
15  88. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,5-
dibromobenzamide;
89. N-{4-[4-(6-methyl-1,3-benzoxazol-2- yl)pyrazol 3-yl]phenyl}2,5-
dimethoxybenzamide;
90. N- {4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,6-dichloropyridine-
20 4-carboxamide;
91. N- {4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,6-
dimethylbenzamide;
92. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-acetamido-5-
bromobenzamide;
25  93. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3- yl]phcny]}2-
acetoxypropionamide;
94. N- {4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl} 2-
benzyloxyphenylacetamide;
95. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-
30 biphenylcarboxamide;
96. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-bromo-4-
.fluorobenzamide;
97. N-{4-[4-(6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-chloro-4-

methylsulfonylbenzamide;
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10%&' () - L10PaR. ()quﬂ([o%é@mhiﬁ{]\,%éﬂzokizolﬂg'ﬁ)ﬁy}azol -3-yl]phenyl}2-ketobutyramide;
. 95@ 0% () - 1% ()3 4 MK 3 0er (o3 Mypyrazol-3-yl]phenyl) 2-
methoxypropionamide;
102.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 2-methyl-4,4,4-
trifluorobutyramide;
103. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 2-naphtaleneamide;
10 104. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl}3-(2-chloro-6-
fluorophenyl)-5-methylisoxazole-4-carboxamide;
105. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-(2-
methoxyphenyl)propionamide;
106. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-(2-thenoyl)-
15 propionamide;
107. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-
(diethylamino)propionamide;
108. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 3-
(methylsulphonyl)benzamide;
20 109. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-
(phenylsulphonyl)propionamide;
110.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 3,4,5-
trimethoxybenzamide;
111.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3,4-
25 diethoxybenzamide;
112, N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3,4-
dimethoxybenzamide;
113.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3,5-
diacetamidobenzamide;
30 114. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl}3,5-
dibromobenzamide;
115.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-

acetoxybenzamide;
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119. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-
fluorophenylacetamide;
120. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 3-
methoxycyclohexanecarboxamide; _
10 121. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-methyl-1-
cyclohexanecarboxamide;
122. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}3-
methylthiopropionamide;
123.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl} 3-
15 pyridinepropionamide;
124.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-(3,4-
dimethoxyphenyl)butyramide; "
125. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl}4-
(dimethylamino)phenylacetamide;
20 126. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-(tert-
butoxymethyl)benzamide;
127. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4,5-
dibromothiophene-2-carboxamide;
128.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-acetamido-3-
25 nitrobenzamide;
129, N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-
acetamidobutyramide;
130.  N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
biphenylcarboxamide;
30 131. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-bromo-2-
fluorobenzamide;
132. N-{4-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-bromo-2-

methylbenzamide;
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138.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
dimethylaminobutyramide;
139. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
ethoxyphenylacetamide;
15 140. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-iodobenzamide;
141. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
iodophenylacetamide;
142.  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
isopropylphenoxyacetamide;
20 143. N-{4-[4-(5-methyi-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl}4-methyl-3-
nitrobenzamide;
144,  N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}5-(2-
thienyl)pentanamide;
145. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}5,6-
25 dichloronicotinamide;
146. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl}jphenyl}5-acetamido-2-
nitrobenzamide;
147. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-
benzoylpentanamide;
30 148. N-{4-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} S-bromo-3-
pyridylacetamide;
149. N- {4-[_4-(5-methy]- 1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-

chlorothianaphthene-3-acetamide;
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160. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-3-
chlorophenyl urea;
20 161. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-4-
fluorophenyl urea;
162. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-2 4-
fluoropheny! urea;
163. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-benzy! urea;
25 164. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-4-
methoxyphenyl urea;
165.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl }-N'-2,6-
dimethylpheny] urea;
166. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-3-
30 methoxyphenyl urea;
167. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}benzenesulphonamide;
168.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl }methanesulphonamide;
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()- 10h N-{4- [4 (5-tertbutyl-1,3-benzoxazol-2- yl)pyra.zol 3 yl]phenyl}chromone 3
carboxamide;
174.  N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}cis-2-(2-
10 thiophenecarbonyl)-1-cyclohexanecarboxamide;

175. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}cyclobutanecarboxamide;
176. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}cyclopentanecarboxamide;
15 177. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}dicyclohexylacetamide;
178. N-{4-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}diphenylacetamide;
179. N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
20 yl]phenyl }isoxazole-5-carboxamide;
180. N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}menthyloxyacetamide;
181. N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazoi-3-
yl]phenyl }nicotinamide;
25 182, N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl} phenylacetamide;
183. N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}picolinamide;
184. N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl}p-
30 tolylacetamide;
'185. N-{4-[4-(5,7-chloro-6-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yllphenyl}succinamide;
186. N-{4-[4-(5,7-chloro-6-methyl-1 3-benzoxazol 2- yl)pyrazol -3-yl]phenyl}tert-

butylacetamide;
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190.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-

cyanobenzamide;
191.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-
10 diethylaminobenzamide;
192.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
dimethylaminobutyramide;
193.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-
ethoxyphenylacetamide;
15 194, N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
iodobenzamide;
195.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-
iodophenylacetamide;
196. N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-
20 isopropylphenoxyacetamide;
197.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }4-methyl-3-
nitrobenzamide;
198.  N-{4-[4-(5-ethylsulfonyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-(2-
thienyl)pentanamide;
25 199. N-{4-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5,6-
dichloronicotinamide;
200. N-{4-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-acetamido-2-
nitrobenzarhide;
201.  N-{4-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl|phenyl} 5-
30 benzoylpentanamide; '
202. N-{4-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-bromo-3-
pyridylacetamide;
203. N-{4-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 5-

chlorothianaphthene-3-acetamide;
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. 3MLO% &IS( ) _ngl.vd EIX—%Q!-[!AlEM-methyl-l,3-benzoxazo]-2-y1)pyra201-3-yl]phenyl}S-methylisoxazole-
4-carboxamide;
207. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl}phenyl}6-acetoxy-2-
naphtaleneamide;
208. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}6-
10 cyanonicotinamide;
209. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 7-chloro-1-ethyi-6-
fluoro-4-oxohydroquinoline-3-carboxamide;
210. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl}9-
fluorenecarboxamide;
15 211. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}(3,5-
dimethoxyphenyl)acetamide;
212.  N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl}1-
(aminocarbonyl)-1-cyclopropanecarboxamide;
213.  N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yljphenyl} 1-(p-tolyl)-1-
20 cyclopentanecarboxamide;
214.  N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}1,2,3,4-tetrahydro-
2-naphtaleneamide;
215.  N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}1-
cyanocyclopropanecarboxamide;
25 216. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}1-
methylcyclopropane-1-carboxamide;
217.  N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 1-naphtalene
amide;
218. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} 1-phenyl-1-
30 cyclopropanecarboxamide;
219. N- {4-[4-(4_-mctbyl- 1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl } 2-(2-
methoxyethoxy)acetamide;
220. N-{4-[4-(4-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2-(4-

chlorobenzoyl)benzamide;
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226. N-{4-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,2-
dimethyl-4-pentenamide;
227.  N-{4-[4-(4-methyl-7-isopropyl-1 ,3-benzoxazol-Z-yl)pyrazol-3-yl]pheny] 12,2-
dimethylhexanamide;
15  228. N-{4-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,3-
dichlorophenoxyacetamide;
229.  N-{4-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,4,6-
trimethoxyphenylacetamide;
230.  N-{4-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,4-
20 dichlorophenylacetamide;
231.  N-{4-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl}2,5-
dibromobenzamide;
232.  N-{4-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}2,5-
dimethoxybenzamide;
25  233. N-[4-[4-(1,3-naphth{2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2,6-
dichloropyridine-4-carboxamide;
234. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2,6-
dimethylbenzamide;
235. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-acetamido-5-
30 bromobenzamide;
236. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-
acetoxypropionamide;
237. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl}phenyl]2-
benzyloxyphenylacetamide;



10P(P( 10P(P(! p1#109%P( P(& ()- !t 1#10%(T(& ()-010% & ()-! pF+#10%(P(& ()- {
62dEAPL! 10% " 109%& ()-9! 10%&' ()- L10%& ()- Y& 10%& ()-3"10%&' ()-y@0%& ()-*
?dEMPL! 109 g#dQgdly () - ! 109& () - yz#109%& () -! 10%& () -~ 10%8pdyef2ldfd¥& () - ?<
*aBAPLl 10&M 109& () - &M 109%& ()- !t f ##109%&' () -y"! 10%& ()-y M 109&' ()- -

109%&' () - - | dB P1! 10| pf 93#109%&' ()-0' ! 109&9PY- s.' 1 1098 ()-f-#109& ()-1+ ! 10%&
()-)'1109%& ()-HoCl 10! f 10% & ()-10% & ()- 10 10

109- 109%&' ()233I 10%&44[4}-(1 B—nhﬂlﬁm I Hloxpzod YD) plyDdz003¢y&IPhInydIR 109 & () - & 10% & (
)-1 10% (& ()- &'MJI % 58 10% & () - uaBbC! 10

glEég%(lgLyg)l-lf (mﬂLwﬁ;& ? 10;{3&%&95@10%& ()-& 109% & ()-fyL10% & () - k#\
, % 9 aplith 10)ylpy#d0948 &1 pherfyt] 218148+

10% & () - wbCl 103 _1_[ sfiocyg ()?’10%& <’§§" 10( %8"{ phertyt] )

10(L9| 10%{& (ﬂuvwbe%a&l%e)’ HW!$"1"wUdbCl ! a

Y1 109 4
% () - 0 (ﬂfﬂgx?d%a%’wﬁlép%’mm 2OREBRL yl]fhm}syl{zg%hclz?rfé‘i ly, #109%& () -
| DHy, #109&' ()mtmm&nylpemmm}qocy& () - ylo%s& ()- 1 DOyl " 109%& () - Z$$$$$$$3-

101 Ny, #1056 - Sokeldecl Sl ERSHB IR el by gl uoro s

E#ig%&/&&(%; ! r@é)b[)lezﬂ@ﬁ;i%e(,/q)&- ! 433 10%& ()-1s33"10%& ()-"e(()\)o**xV5uv4!!l!l F
%~ - 0, O\ N | /R -

\f#10% ) & (342 f #de@éﬁ-( 3sna§zl}nth 2 19 /6}121(%'1 %@g g{?y{?fg)ﬂg-ﬂuorobenzamide;

B

(109%&' () - 3F" 10%hqxyprepdwamide; 00! 1$101p1311kQ2 I X#! 109&' () - X#! 109&' () -9! X#! 1

0% () - X! l? Af& (I)sl m](P,%%x@o’l@ﬁ%%ﬂpyﬁdine2-y1)pyrazol-3-y1]pheny1]2-methyl-4,4,4-
trifluorobutyramide;
245. N-[4-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yljphenyl]2-
15 naphtaleneamide;
246. N-[4-[4-(1,3-0xazole[4,5-b]pyridine2- yl)pyrazol -3-yl)phenyl]3-(2-chloro-6-
fluorophenyl)-5-methylisoxazole-4-carboxamide;
247. N-[4-[4-(1,3-oxazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]3-(2-
methoxyphenyl)propionamide;
20 248. N-[4-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]3-(2-thenoyl)-
propionamide;
249. N-[4-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]3-
(diethylamino)propionamide;
250. N-[4-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl}phenyl]3-
25 (methylsulphonyl)benzamide;
251.  N-[4-[4-(1,3-0Xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]3-
(phenylsulphonyl)propionamide;
252. N-[4-[4-(1,3-naphth[2,3-d]oxazo]-2-yl)pyrazol-3-yl]phenyl]3,4,5-
trimethoxybenzamide;
30 253. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]3,4-
diethoxybenzamide;
254. N-[4-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-y]]pheny1]3,4-

dimethoxybenzamide;
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275.  N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-bromo-3-

methylbenzamide;
5 276. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-
carboxybenzenesulfonamide;
277. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-methyl urea;
278. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-ethyl urea;
279. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-isopropyl urea;
10  280. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-ylJphenyl}-N'-phenyl urea;
281. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} QN'-3-chlor0phenyl
urea;
282. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-4-fluorophenyl
urea;
15 283. N-{3-[4-(5-chloro-1 ,3-benzoxazol-2-yl)pyrazol-3-yljphenyl}-N'-2 4-
fluorophenyl urea,
284. N-{3-[4-(5-chloro-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-benzyl urea;
285. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-4-
methoxyphenyl urea;
20 286. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-2,6-
dimethylphenyl urea;
287. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-3-
methoxyphenyl urea;
288. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
25 yl]phenyl }benzenesulphoﬁamide;
289. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl } methanesulphonamide;
290. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl }toluensulphonamide;
30  291. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}ethanesulphonamide;
292. N-{3-[4-(5-methyl-1 ,3-bénzoxazol-2-yl)pyrazol-3-yl]pheny1 }acetamide;
293.  N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}benzamide;
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295.  N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}cis-2-(2-
thiophenecarbonyl)-1-cyclohexanecarboxamide;
5 296. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}cyclobutanecarboxamide;
297. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}cyclopentanecarboxamide;
298. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
10 yl]phenyl}dicyclohexylacetamide;
299. N-{3-[4-(5-methyl-1,3-benzoxazol-2-yl)pyrazol-3-
ylJphenyl}diphenylacetamide;
300. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}isoxazole-5-
carboxamide;
15  301. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}menthyloxyacetamide;
302.  N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}nicotinamide;
303. N-{3-[4-(S-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} phenylacetamide;
304. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}picolinamide;
20  305. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}p-tolylacetamide;
306. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}succinamide;
307. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}tert-
butylacetamide;
308. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}thiophene-3-
25 acetamide;
309. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl} thiophene-3-
carboxamide; ; _
310. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}4-chloro-alpha-
methylphenylacetamide;
30  311. N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yllphenyl}4-
cyanobenzamide;
312.  N-{3-[4-(5-tertbutyl-1,3-benzoxazol-2-yl)pyrazol-3-yliphenyl }4-

diethylaminobenzamide;
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10 335. N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-3-chlorophenyl
urea;
336. N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-y!]phenyl}-N'-4-fluorophenyl
urea;
337.  N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-2,4-
15 fluorophenyl urea; ‘
338.  N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-benzyl urea;
339. N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-4-
methoxyphenyl urea;
340. N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl }-N'-2,6-
20 dimethylphenyl urea;
341. N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-yl]phenyl}-N'-3-
methoxyphenyl urea;
342.  N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}benzenesulphonamide;
25  343. N-{3-[4-(5-phenyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl }methanesulphonamide;
344. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-
yllphenyl}toluensulphonamide;
345. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-
30 yl]phenyl}ethanesulphonamide;
* 346. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-
'yl]phenyl}acetamide;
347. N-{3-[4-(4-methyl-7-isopropyl-1,3-benzoxazol-2-yl)pyrazol-3-
yl]phenyl}benzamide; ’
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20  359. N-[3-[4-(1,3-naphth{2,3-d]oxazol-2- yl)pyrazol 3-yl]phenyl]p-tolylacetamide;

360. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]succinamide;

361. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]tert-butylacetamide;

362. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]thiophene-3-

acetamide;
25  363. N-[3-[4-(1,3-oxazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]thiophene-3-
carboxamide;
364. N-[3-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2-(2-
methoxyethoxy)acetamide;
365. N-[3-[4-(1,3-0xazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2-(4-
30 chlorobenzoyl)benzamide;
366. N-[3-[4-(1;_3-oxazole[4,5-b]pyridine2-yl)pyrazol-3-yl]phenyl]2-(4-
nitrophenyl)pf@pionamide;
367. N-[3-[4-(1,'3_-oxazole[4,5-b]pyridineZ-yl)pyrazol-B-yl]phenyl]2-(4-
pyridyl)thiazole-4-carboxamide;
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vy 377.  N-[3-[4~(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2,5-
20 dimethoxybenzamide;
378. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2,6-
dichloropyridine-4-carboxamide;
379.  N-[3-[4-(1,3-naphth{2,3-dJoxazol-2-yl)pyrazol-3-yl]phenyl]2,6-
dimethylbenzamide;
25 380. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yljphenyl]2-acetamido-5-
bromobenzamide;
381. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-
acetoxypropionamide;
382. N-[3-[4-(1,3-naphth[2,3-d]oxazol-2-yl)pyrazol-3-yl]phenyl]2-
30 benzyloxyphenylacetamide.

19. A process for preparing a compound as defined in claim 12, which process
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wherein Q is the said nltrogen—pyrazole protecting agent or a solid support;
b) reacting the compound of formula (III) under basic conditions so as to obtain

the compound of formula (I'V)
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/
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\
25 Q
wherein Q is as above defined,
¢) reacting the compound of formula (IV) with a derivative of formula (V)
30
HO™ ™ V)
H,N

50 as to obtain a compound of formula (VI)
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compound of formula (I) into another compound of formula (I) and/or into a salt

thereof.

25 20. The process of claim 19 wherein, in step a), Q is a suitable nitrogen-pyrazole
protecting group or a solid support selected from tert-butoxycarbonyl (BOC), di-tert-
butyl dicarbonate, 2-(tert-butoxycarbonyloxymino)-2-phenylacetonitrile,

chlorotriphenylmethane, trityl, a trityl chloride resin or a chlorotrityl chloride resin.

30 21.  The process of claim 20 wherein the trityl chloride or chlorotrityl chloride resin

is a polystyrene resin.

22. The process of claim 19 wherein, in step b), basic conditions: comprise the use of

sodium, potassium or lithium hydroxide.
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15 reacted witha compound of formula (IX) wherein X is hydroxy, chlorine or bromine.

27.  The process of claim 19 wherein, in step f), the compound of formula (VIII) is

reacted with a compound of formula (X) wherein X' is chlorine or bromine.

20 28.  The process of claim 19 wherein, in step f), the compound of formula (VIII) is
reacted with the compound of formula (XIII) under reductive conditions comprising the

use of sodium borohydride, sodium cyanoborohydride or sodium triacetoxyborohydride.

29.  The process of claim 19 wherein, in step f), the compound of formula (VIII) is
25 reacted with a suitable acylating agent selected from trisphosgene or trichloromethyl

chloroformate, in the presence of ammonia.

30.  The process of claim 19 wherein, in step g), the acidic conditions comprise the
use of an acid selected from hydrochloric, trifluoroacetic, methanesulphonic or p-

30 toluensulphonic acid or of an acid ion exchange resin.

31.  The compound of formula (VIII) optionally in the form of a pharmaceutically

acceptable salt
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wherein
R represents a hydrogen atom; a straight or branched C,-C; alkyl group; a straight
20 or branched C,-C; alkeny! group; an aryl or aryl C,-C, alkyl group; a saturated or
unsaturated C,-C, cycloalkyl or cycloalkyloxy group optionally further
condensed with 1 or 2 benzene rings; or it is an optionally benzocondensed 5 or
6 membered heterocyclic or heterocyclyl C,-C, alkyl group, having 1 or 2
heteroatoms selected among nitrogen, oxygen or sulfur; each of the above
25 defined R groups being optionally further substituted by one or more groups
selected from:
1) halogen, nitro, cyano, hydroxy, oxo groups (=0);
i1) straight or branched C,-C; alkyl, alkoxyalkyl or perfluorinated alkyl;
iii)  aryl or 5 or 6 membered heterocycles having 1 or 2 heteroatoms selected
30 A._among nitrogen, oxygen or sulfur, optionally substituted by halogen,
- - 2nitro, cyano, C,-C; alkyl or alkoxy;
iv) . -stralght or branched C,-Cq alkoxy, alkoxyalkyloxy, arylalkyloxy or
7 aryloxy optionally substituted by halogen, nitro, cyano, C,-C4 alkyl or
alkoxy;
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set forth in table I, with any one of the carboxylic acid derivatives of formula (IX), as

set forth in table 1I, and by subsequently operating as per the process of claim 19.

25
34. A compound as defined in claim 12 which is obtainable by a combinatorial
chemical process comprising reacting any of the amino derivatives of formula (VIII), as
set forth in table I, with any one of the isocyanate derivatives of formula (XI), as set
forth in table III, and by subsequently operating as per the process of claim 19.

30

35. A compound as defined in claim 12 which is obtainable by a combinatorial
chemical procéss comprising reacting any of the amino derivatives of formula (VIII), as
set forth in iajb'f_ie I, with any one of the sulphonyl chloride derivatives of formula (X), as

set forth in table IV, and by subsequently operating as per the process of claim 19,
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36. A pharmaceutical composition comprising an effective amount of a compound
as defined in claim 12, and at least one pharmaceutically acceptable excipient, carrier or

diluent.

37. A pharmaceutical composition according to claim 36 further comprising one or
more chemotherapeutic agents, as a combined preparation for simultaneous, separate or

sequential use in anticancer therapy.

38. A product or kit comprising a compound as defined in claim 12 or a
pharmaceutical composition thereof as defined in claim 36, and one or more
chemotherapeutic agents, as a combined preparation for simultaneous, separate or

sequential use in anticancer therapy.
39. A compound as defined in claim 12 for use as a medicament.

40. Use of a compound as defined in claim 12 for the preparation of a medicament

for use as a protein kinase inhibitor.

41.  Use according to claim 40 wherein the medicament is for the treatment of a

disease caused by, or associated with, altered protein kinase activity.

42, Use according to claim 40 wherein the medicament is for the treatment of
cancer, cell proliferative disorders, Alzheimer’s disease, viral.infections, auto-immune

diseases and neurodegenerative disorders.

43.  Use of a compound as defined in claim 12 for the preparation of a medicament

for the treatment of tumours or cell proliferative disorders.




