; BCDEFGHI e3e6P3ppq, wDpyV6TPu' ¢l 9Fi B7~7 M f | AZOhE DERI VATI VES,
PROCESS FOR THEI R PREPARATI ON, AND THEI R Us’ ]m AGENTS 5 gTHp
ol e

present invention relates to 2-ureido-thiaz derivatives and, nore ?JWJ
particul ar,whlehsodt € to 2- ureido-1,3-thiazol ¢€to a propesgpémussithei r

loe a5t her apeut | o agent s, parti cutarly in {NGIGRGMGN "7 Cancer and cel |

proliferative disorders. Several cytotoxic druggesuch as) e.qg.
fluorouracil (5-FU), doxorubicin and cagpt othecins result to damage DNA or
to 15 affect cellular netabolic pathways and thus cause, in nany cases) an
indirect block of the cell cycle. Therefore, by producing an irreversible
damage to badtBRESPARTHIAZOLENDr BERTVATIVESe agcefRACESSult HOR a siTHBIRN cant

Loxi i ty angrehdRaBtbRC! Avp2BubPn! HhE ERPELTIRONTAURGRS Capabl e of being

hi ghly specitic antitunor agents by selectively leading to tunor cell
arrest and apoptosis, with conparable efficacy but reduced toxicity than

the currentipeavaplabbfedr UgSvedt oflesi Fabdes 25 dd | 2 Weldi dawMi dAbithe
art that prog%es& on through the cell cycle.i s;ggver ned b series %f

a
checkpoi nt SBRtYBF3VeSt ndrdi sd"P%ef erfedPEEEAS VB ri ¢t oﬁgjp?ﬁ?ﬁ s,thi<ch are
regul ated byraifienil y-ohiepayers Weovwe a3 olckesCyfdt nthdepensieiia ddtiasss
(cdk). 30 In thEir turn 'thﬁ cdks thgmsel ves ﬁre r.egul t ed a% many .| evel s
such” as, foF°i REPARBESVhLAaInGOrE 8y ELPRE. CROGEARAP pr’%&F“e&& orr % h the
cell cyd e usecast thleregehy icthegenasdi patred cadtrigt iion tdred dreatirerat icfn of
different cyclin/cdk.c exesa . oth in Dcdk4 and cyclin 35
E/ cdk2 are ﬁ%ﬁﬁﬁtg 8 rgnea |!La go%ﬁggg%ie}'go@%g%%aggi Progressi on t hrough
S-phase requires the activity of cyclin A/cdk2 whereas the activation of

cyclin A cdgg,bedkl k204 GYE! idk st&?c}?rgs,regubﬁe%ﬂu%ofu?%cqriseés-%fm ,
nmet aphases. | 9FI B7~7 .. ooveuop 1~O ~ m~ vc~rtwsnmano, M
2- UREI DO- THRAZEREDP DERR VAR ESAMPRECESS FORTHSELR  PREPARATEEN, DYENDPFHEIR USE

AS _AI\FFI:L_EUIVG%ff\%&ﬁée&ﬂharpmwﬁoliir&vgmﬂmwﬁl@Q@Sthﬁs%gﬁ%d%hhi@gl €
derivatives and, nore,i ,gartl CE| a{(, %t rel atii to 2- ureido-1, 3-thiazol es,
to a procesS2F6P t ABi imab BSFaPi8R% ?6 PR&r "BLEUTYSHE - conposi ti ons

cont ai ni ng Thepefndet 0 bheiprdducissy aart herapeekrsibagentismagar ttcultsgdly in

the treatnent _of .cancer apd cell pragliferative disorders.__ Several
cytotoxic d?%uﬁrga%uchanéjs) gfré‘?rfl t%rlgtffacifﬁ%%gFUf?}% gxoru Efsculelnt and” @
canpt ot heci asgnasukentotdarageyDivdoside-a8ta¢tect cellular nmetabolic

pat hways) andnt RHS sCadsBechn. %%o%%%%s):a%bilfédiorfecﬁei%f%&{hl he&eldic
cycle. Therefore, by producing an irreversible danage to both normal _and

tunor cel | saNEREYBOHgeROSTEFESUPY | ReheSTHRIY cal®2dtR¥ ci by dritror cell
side-effectsrrest and apoptosis, with comparable efficacy but reduced

toxicity than the currently available drugs, are desirable.

25 It is well known in the art that progression through the
cell cycle is governed by a series of checkpoint controls,
otherwise referred to as restriction points, which are
regulated by a family of enzymes known as the cyclin-
dependent kinases (cdk).

30 In their turn, the cdks themselves are regulated at many
levels such as, for instance, binding to cyclins.

A normal progression through the cell cycle is controlled
by the coordinated activation and inactivation of different
cyclin/cdk complexes. In Gl, both cyclin D/cdk4 and cyclin

35 E/cdk2 are thought to mediate the onset of S-phase.
Progression through S-phase requires the activity of cyclin
A/cdk2 whereas the activation of cyeclin A/cdec2 (cdkl) and

cyclin B/cdc2 are regquired for the onset of metaphases.



20 In this respect, conpounds capabl e of being highly specific antitunor
agents by selectively leading to tunor cell arrest and apoptosis, SWfB003
conpar abl e efficacy but reduced toxicity than the currently_avail abl e
drugs, areY¥R&P%te. 25 It is well known in the art that pF&GEESEIEH
through the cell cycle is governed by a sgeries of checkpoint controls,
otherwi se referred to as restriction points, which are regulated by a
fanily of epgymes knowy2s the LSuelden- c genapdeits kispasesy £6dk) aeglndont heir
turn, the cdks thensel ves are regul ated at ‘many |evels such as, for

i nst ance, bKABREGSt $ecl foi. inshendal Proghelsi Hiebshesudt te Bt 1 E®¥cl e
is controll ediby theeceor ¢iaied 1@l vgbiion7ard i pastggati on of different
cyclin/cdk conplexes. In Gl, both cyclin D/cdk4 and cyclin 35 E/ cdk2 are

t hought to nediate the onset of S-phase. Progression through S-phase
requires t hehaekbwiitt ofoglebld Aredkie phef £RS tihe taGidvatk0Dsofaueyclim

Al cdc2 (cdkl) and cyclipn B/cdc2 are required for the onset_of netaphases.
~ 4. a cuu~-PRBt00/ FQ0F LT FF PRI 08307 THY pRFFphET A n%?%ou@xgﬁgf%n)

i ncl udi ng aalktegytormxpres i asf 08%c1 ghi BManan d &Cuaraonasen obhsertedor s,
i ncludi ng nel anoma,_ sem noma, _t.erat.ocarci no ost epsarcanm, xen r
pignentosunﬁnkeQQQﬁWE%}ﬂﬁna?ng t iﬁ?qcﬁf?EBFaF% anét gﬁﬁgﬁd%osiggp
sarconma. Dugehe tile ndeye ritd e lsderc didsowmn tdieresglt atn om bigbek| dhatdence
prolifgf ti8@1c%ﬁ%%§ 2-ureido-1, 3-thiazole derivatives are also useful in
the treatnment of a variety of cell 10 proliferative disorders such as, for
i nstance, bénicgeasiost aceitippeeplagiror faanthieal idekenomatosike polkpposre,

neur o- i br OB AS NS RSl A3hS,muasCil A ATOLDSE! | pAaldderal i ha, as

associ ated wth atheroscl eros pul nonary fibrosis, arthritis, .
gl orer ul oneflchti s &RPYREANUr ghek@cURBt enbBYSebRd r ¥ enoshsrappBtic

conpounds ofi nfrthe-iemardd on gan he-usefidr i n the taeateent ighiplehehnests

di sease,_as s gggsted by the fact, that cdk5 és |nyolv§d in the L
phosphar¥| affe S¥F1iau Kiriss P viEY odtem e Pe1relnidl 740, T2685§ 198 The
conpounds ofthiehius rdeiudriteeh prad irfedialtdlonr ©fofa apspirosed ]l .coul d be useful in
the treatnent of cancer, viral infections, prevention of AlIDS devel opnent
inl-:1Vinfected individuals, autoi mune di seases and neur odegenerative

di sorder. 23tTheasomeoundsenf fiohins i rivent ithve cduhdebotsefwihiardled bbfi ng

tunor angi F’Q;%réesiirﬁz\%&did?té‘éé aéﬁéow{cﬁ‘%f&@@&ﬂ?éy@iiﬁhic?.nEQéée%hQBi BBi‘%a' SO
act as inhibitors of other protein kinases, e.g. protein kinase C, her2, 30
rafl, MK1, 3R Witvagad Fgre rideepterefubgm r EBEpeBY , 25 GANESEBPPSr 29PNES

ki nase, weelyhkilRAs€.acRihg Abin atehddiuss bscehf eski ¥eri Nahdest feakheatt of

di seases ass C|3%€d with othg% rotgln Ki nases. 55 Sever al ﬁ-ureldg-%
3-thi azol e & PRI EORFOWHE PR RES o ROWRar fT L uf BT TSP 55Y h&VBR LRBAE or
as synt het i entriteimedidatess .f or preparing herbicides [see, for a genera

17- QZ- 2000 El%r%oggg)%%Q%i_cilly, the compounds of this invention are
25 useful in the treatment of a variety of cancers including,
but not 1limited to: carcinoma such as bladder, breast,
colon, kidney, 1liver, 1lung, including small cell lung
cancer, esophagus, gall-bladder, ovary, pancreas, stomach,
cervix, thyroid, prostate, and skin, including squamous

30 cell carcinoma; hematopoietic tumors of lymphoid lineage,
including leukemia, acute lymphocitic leukemia, acute
lymphoblastic leukemia, B-cell lymphoma, T-cell-lymphoma,
Hodgkin’s lymphoma, non-Hodgkin’s lymphoma, hairy cell
lymphoma and Burkett's lymphoma; hematopoietic tumors of

35 myeloid 1lineage, including acute and chronic myelogenous
leukemias, myelodysplastic syndrome and promyelocytic
leukemia; tumors of mesenchymal origin, including

fibrosarcoma and rhabdomyosarcoma; tumors of the central
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5 10 15 reference, US 3,726,891 in the nane of Shell Co., and C A
83(1975):114381]. Just few exanples anong themare N -nethyl- and

N -ehtyl -N- (5-brono-2-thiazolyl)-urea; N -methyl-, N -ethyl- or N -

phenyl - N- ( M@ pl/3e¢ 2- t hi azol yl ) -urea; N-(5-chl oro-2- thi azdlGI/FEIR08307

N -di methyl -urea; N-(5-bronp-2-thiazolyl}- N ,N -dinethyl-urea; N -nethyl-
and N -phenyl -N-(5-nethyl - 2-thiazolyl)-urea. Other 2-ureido-1, 3-thiazole
derivatives ve ri in.th s tt LC ng
them are Nanrg?hyp-gggﬁagﬁl-ggheE‘;é%};ﬁﬁ-s( 5-658%‘%?@- 2- Dﬁ%?ggg'lk%l ) -ad%?gtg%vx\llr‘ﬁ%gﬁ'have
been descritruraslasdenave gadomat i iand amsehvepnggests 9EFR M tRIRgS,

(Mel I e-bezopnsd1 Q4 [ 4- (S9%320kLY! ) phe : Nomd 5- met hyle 2+ thiagd2q s ur ea,
descri bed as i nosjfﬁr:be 5' - rr?)nr?opﬁ‘og\%hat e dg%l%/‘h} ognén'ase i nhi bitor a?I%I\/PDI—I)a in WO
97/ 40028 (\RF RS PR Haceut¥Adename ) PigReadiafiuiyl v, keratpcésashona,

inventien pliyises el Use1&f @k L URPULIMY D d8 Rma . .
2-ureido-1,3-thiazole derivatives of formula (I) o R '"g" "N "NR (1) HI

Rz wherein Ris a halogen atom a vitro group) an optionally 25 substituted
am no groupws tb ithea l@iyoufblé)péfoﬂak:sy i}‘rlumr_k@rr%%@%%&ié&gleggl E@llg@iu??
Byl or hr yPHITSRREHOR T ofieoEo o AU oA GO 1VECLYRSI GHFE or
branched al&ysochasafuRl iis amhept itaraltmerfrur tdfer subsarieted groupell

o1) " 100 PEbE St S 009 ShotRCT) BB 08307 1871 i 1 TS PBOE oMbl
carbocycl e prostave 7 hepbeptashet er byl eali ngdenomptasyk, or padyrcarisony| ;
e T B BI85 copbobghoge LG, UE © RSN W
C2-C4 al kengFobiferayign gowqriagred t akdh t Ggdtar@sadieziostise nipulogearat om
to which theypase bondatinRk and F2oherdisnepheltiyt ehor Juasulstidtiwad
group selected 10 from _

15 stenosis and restenosis.

The compounds of the invention can be useful in the
treatment of Alzheimer's disease, as suggested by the fact
that cdk5 is involved in the phosphorylation of tau protein
(J.Biochem., 117, 741-749, 1995).

20 The compounds of this invention, as modulators of
apoptosis, could be useful in the treatment of cancer,
viral infections, prevention of AIDS development in KEIV-
infected individuals, autoimmune diseases and
neurodegenerative disorder.

25 The compounds of this invention could be useful in

inhibiting tumor angiogenesis and metastasis.

The compounds of this invention may also act as inhibitors
of other protein kinases, e.g. protein kinase C, her2,

30 rafl, MEK1l, MAP kinase, EGF receptor, PDGF receptor, IGF
receptor, PI3 kinase, weel kinase, Src, Abl and thus be
effective in the treatment of diseases associated with

other protein kinases.

35 Several 2-ureido-1,3-thiazole derivatives are known in the
art, particularly as herbicides or as synthetic

intermediates for preparing herbicides [see, for a general



} an o tionally benzocondensed or bridged 5 to 7 nmenbered heterocycle; or

i )O 9090 11 nmenbered spi r o- het erocyclic conpound; or a phar maceut P @abbysso7
acceptable salt thereof; in the 15 manufacture of a nedicanent for treating
cell proliferative di sorders associated pmth an altered cell dependent

ki nase activity. According tq a preferred enmbodi nent of the invention, the
20 sal d celLeBLapLLer 3d ve e qder: s cagl gekgd Jr amdiie @ oupcangl sting

of cancer F simer’ s di‘sedse, 3 ralt i ectrons i nfrun®e di'Sedses or
neurodegenéBatBVé)dﬂiéBBéﬂs Preferably, the cancer is selected fromthe
group 25 ¢ S LI no e ietic
Puor s of gSFora o yhans Ereanna aie T SR el S E PSP Rt ior s
of the cenKBabramd ﬁemhpbebaylhemmeﬁs swsbewmhgékanoﬁa eshwﬂﬁonar N-

t er at ogar cj st,e0 I L, gIent osum Kk rago nt ho 30
thyroig’afo#ﬁrgggﬁaﬁ gn%%?% ndQKé%bsr 1gﬁgr%bnge Accordrng t% ghg % 2h
preferred thbadpdwitd -df Nhedumm£MMhﬁuradmacelN mﬁebrbmpaﬂerldzs&yder is
sel ected fgom.th c stigpg_ nig ogta et.pl as mlial
35 adenoﬁgtggrsalgkgﬂgl 81Eg%lr"’?'éurlg fﬁ g togFg{ %so%ﬁ§§¥e =i égch aP§§nDoth
cel prplrfethnﬁ@nlaééeur&aed with atherosclerosis, pulnonary fibrosis,
arthritis ‘ﬁez ot g%oEli %0%%Q.8@a3z9171e c?err\rlatgnfdéz '%Qoﬁeen d scr 8
glonerulonep FItis an post’-surgi cal” stenosi s ‘and rest enosrs. é I'tion,
bei ng W¥sef ik thet Bytt psathenereltdel ladenysol i ferative drsorders assocrated
with an al {85 C ep enty kid13gp act ty L ey hi brtron
or cdk/cyc%ﬁ ﬁ% g%%%ﬁt ?ﬁ |b?%?{ the c%%%ouﬁ gﬁg§9%o$nu(g %k OE? 2

i nvention ‘ahééz@ AB) eurerorwhingh ojanesikeethddnscribadi @5 needative. amd As

above fepO&h%§1n§Q§EmB&oE9 Emaungs ek &Prmﬂz%(éﬁefﬁelﬁﬁééiyﬁnéfoﬂ have
been reported in the art as useful therapeuti.c a%Fnts fqQr instance as

antii nf | ambAT dPy O*E@RAY LY BLERY Ldndl ' ge'si deidiit ¢ - Thi aprdva oMg St is a

f2 urthe.drs Ogﬂgébrﬁlbeﬁre ra@semtnww@@ft:c OB’amﬁﬁﬁﬁllwﬁﬁh&\géﬁlh aﬁru%drogeaasem 20
ur ei do- t hi,azol e tive 0 [ ~ :

wher oi n R HEnABIERSgeh RO i By 37 JRR028, Wlseftstel PRataacerEFad=an no

group or ifnes)a group, optionally further substituted, selected from i)

straight or branched Cl1-C6 alkyl; 25 ii) C3-C6 cycloal kyl; iii) aryl or

arylalkyl with from1l to 6 carbon atonms within the straight or branched
al kyl chai Accordingly, the present invention provides the use of a

20 compound which 1s a 2-ureido-l,3-thiazole derivatives of
formula (I)

R
S N
A,
wherein
R is a halogen atom, a nitro group, an optionally
25 substituted amino group or it is a group, optionally

further substituted, selected from:
i) straight or branched (,-C, alkyl;
ii) C,~C, cycloalkyl;
iii) aryl or arylalkyl with from 1 to 6 carbon atoms within

30 the straight or branched alkyl chain;
R, is an optionally further substituted group selected
from:

straight or branched C,-C, alkyl;

RECTIFIED SHEET (RULE 91)
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Rl is an optionally further substituted group selected from 30 1) straight
ox branched C-C6 alkyl; ii) 3 to 6 nenbered carbocycle or 5 to 7 nenbered
het erocycle ring; iii) aryl or arylcarbonyl; RECTIFIED SHEET (RULE 91 )

17- 02- 2000WeR0EeR08307 -7- 19FE82003 i r iv) arylal kyl wi tPETEPE§830% 0 6
carbon atonms within the straight or bragched al kyl chain; R2 is hydrogen, a
straight or branched C -C, alkyl or C2- al kenyl or al kynyl group; or,

taken together with the 5 nitrogen atomto ich_ they are honded, Rl .and R2
forma sub%f?t u¥med@8r gnsﬁ‘ﬁ ngsedca’rfg]ﬁﬁygggec%d ro%o i ;% Al SR SRal I y
benzocondensed betbrodgeteSrivgy nmenbered heterocycle; or 10 ii) a 9 to 11

menber ed spiko-heterocycli und; or a pharmaceutically acceptable salt
t her eof ; fg%lgs%r g ggn%ﬁyg%%§§$€ygfovided that: a) when Ris a chlorine
atom and RRvis aydiagen] twHerh RRros rot toetthytdripienyltoprs within the

triflugromet h%/I gpggy%%,l???g ﬁ?ax{?%h%@eé‘l)&jhscﬁ@fﬁyl and R2 i s hydrogen, then

R2 is not 4- oxaz pheny nong e conpounds of fornula (1) above
reported, Beverab Hepdrogenves sézalfightoobebmarehed2d, Therdkorle ort Re-Gr esent

i nvention .f=ur oyi.d which | 2 LPR=L, 3=xtAI | e
derivative of f%?%?gi(}sgf %ﬁl@a%?ﬂ%%'%ﬁ S dp 25 B0LERRL, Sith 210
hal ogen atom anht¥eecnrabp? &R WptFfnEreY 2tMIRIMIRDd anmino group or it is

a group, ORtignalRY rbwht RersuPhsttireledr selsetlfd thited drouy rilghicar
branched C1-C6 alKyl; 30 iii) C -C6 cycloal kyl; iv) aryl or arylalkyl wth
from+&%o 6T€%fbon atons within the straight or branched al kyl chai n;

i) an optionally benzocondensed or bridged 5 to 7
membered heterocycle; or
ii1) a 9 to 11 membered spiro-heterocyclic compound;
or a pharmaceutically acceptable salt thereof; in the
15 manufacture of a medicament for treating cell proliferative
disorders associated with an altered cell dependent kinase

activicy.

According to a preferred embodiment of the invention, the

20 said cell proliferative disorder is selected from the group

consisting of cancer, Alzheimer'’s disease, viral

infections, auto-immune diseases or neurodegenerative

disorders.

Preferably, the cancer is selected from the group
25 consisting of carcinoma, sguamous cell carcinoma,

hematopoietic tumors of myeloid or lymphoid lineage, tumors
of mesenchymal origin, tumors of the central and peripheral
nervous system, melanoma, seminoma, teratocarcinoma,
osteosarcoma, xenoderoma pigmentosum, keratoctanthoma,

30 thyroid follicular cancer and Kaposi's sarcoma.

According to another preferred embodiment of the invention,
the cell proliferative disorder is selected from the group
consisting of benign prostate  hyperplasia, familial
35 adenomatosis polyposis, neuro-fibromatosis, psoriasis,
vascular smooth cell proliferation associated with

atherosclerosis, pulmonary fibrosis, arthritis



”iS &@Joptionally further substituted group selected from RECTIFIED
ST Q LE 91) 1 9 FEB ?~03 WO 00/26203 PCT/ CP99/ 08307 _g_ i) stERIOGBEOIBO7
branched C1-C6 al kyl;ii)3 to 6 nenbered carbocycle or 5 to 7
nmenber edhet erocycle ring;iii)aryl or arydcarbonyl;5iv)arylalkyl w4 cf 1
to 6 carbon atons within thestraight or branched al kyl chain; R2is hy réﬁ@W

i) SRR REATERERCLLOL ol Witaor, Gofdaliemlaet Sloumeig ooy,

form a subsestenedier. unsubstituted group sel ectedfromnm )an optionally
benzocondensed or bridged 5 to 7nenbered heterocycle; orii)a 9 to 11
menber ed spiro-heterocyclic conpound; or alSpharnaceutically acceptable
salt theredh, pdoMitded t hdbei)ghens®0E chhor ithe ortdgatmere andfR2cied 1
hydr og u te Kyils

phenyl%?rlknggéﬁ% tlg%he§§PB§§E%% o% §%c§?Féé tﬁ?@dﬁ%&ﬁ?ﬁ%%rgg%yl
20b) when Rdepenéehylkmnbée asthydtygemendﬁnwﬁﬁllsyﬁdemamhdblphenybnn

4- (5-oxazo ) S ragen, R

i snot halogﬁkjppggmk% %ﬁgﬁh r%nﬁﬁgagggg drlne @ﬁmhéﬁ%&g fg%gﬁﬂa

not 25bot h &t hyd £ grtdepsinThationpaists @haﬂ:drerrutamér) amegy. deare sisy maedr i ¢
carbon ato ref peXist either as racem c adm xtures or as
|nd|V|dualﬂgt??gg?§¥sgﬁgﬁsl%§§ Accordi ngly, all the possible isoners and
thelrJdUnlxtures and of both the netabolites and the pharnmaceutically
accept abl e, th Se sl rr, d &g&% f he
conpounds 01E %ormj a&%glstéa% vve agft %é%uscgjgléoﬁlﬁogp fe a %% vmtIt hi n t he
scope of thbepréséﬁ@tsgm rheve een  WeEg4tEER03N. gthe g axF apogpeful
PCT/ EP99/ 088@%abR e Preseits desebi-pt i dHH £S5, 9t hahwi s rIBemlfirds, Wi th
t he term hal ggen at om we |ntend a chlorine, bromne) fluorine or i odi ne
atom 5 W ERIEHkd Ve Ao FHIeHRSLYF S@SRESt-ut ed ani no group we intend an anino
group mherein one or both hydrogen atons are optionally replaced by other
substituents which are the sa or_different, a set forth bel.ow. 10 Wth

t he tern1s?%§F&ﬁPQﬁ" brianthed rééeilé% eﬁ@eapﬁﬁﬁﬁﬁts&ﬁY%%$lq%w

i nst ance, ﬁetdmpomdlyhrhmhprmyh) z—smm@mdl mmiitawae s@éviyhtisec-dutyl,
tert-butyk%oggggrtxl, n. hexyl and the like. 15 Wth the term strai ght or
branched - &9| or al kynyl group we intend a group such as, for
instance, vinyl, allyl, isoprop N 1 , - or 3-butenyl., isobutylenyl,

et hynyl, 1- or 2-propynyl, butmrfé?4 t e Ilke 20 Wth the term C3-Co

cycl oal kyl we intend a cyclo y 1 cydiopentyl or cycl ohexyl
group. Wth the termaryl) ei hershs jﬂ as arylal kyl, aryl carbonyl
and the like, we intend a nono-, polgy- 25 either carbocyclic as well
as heterocyclic hydrocarbon mnth fron11 to ring noieties, either fused
oz' |igpked fa.each other by single bonds, wherein at |east one of the
carbocyclic of héeterocyclic rings is aromatic. Exanples of aryl groups are
phenyl , bi Bhenylis aa o%a@$&@nnaﬁﬁﬁwyl at etyidinpdr @rapimhylan i sogmanall

di hydr oi ndenyl, gy %ﬁh?%' reﬁpyrald' ay! 1spy5'g§51JByl op iAol 1y

i soi ndol yl , d|hy roi soin azo |n1dazopyr| ben2|n1dazolyl

di hydr obenzi ni d&»®itjer fqPﬁRMHH %&Hﬁﬁéﬁ&qumnazolyl i sot hi azol yl, 35
benzot hi azglyyl , Jpydi H@,oﬂnﬁfgﬂgﬁgd Ryt@haj%yyotetrahydrofurany

benzof uranyl,, dlhydro enzofuranyl oxazol yI, |soxazolyl t hi enyl

benzot % enyil) t &Taed¥Aloalkyly F E 8 2003

1ii) aryl or arylalkyl with from 1 to 6 carbon atoms within
the straight or branched alkyl chain;

R, is an optionally further substituted group selected
from:
30 1) straight or branched C,-C, alkyl;

ii) 3 to 6 membered carbocycle or 5 to 7 membered
heterocycle ring;

iii) aryl or arylcarbonyl;

RECTIFIED SHEET (RULE 91)



WO 00l 26203 - 10 PCTI ~P99/ 08307 qui nol | nyl ,+ i soqui nol i nyl,

d¥ t2d#89&oqui nol i nyl , qui noxal i nyl, di hydroqui noxal i nyl, oxadi azolgp 009908307
t et rahydr obenzodi azepin-yl and the like. 5 Wth the term3 to 6 nenbered
carbocycl e, hence enconpassing but not Ifmited to C -C6 cycloal kyl bOFERI93
we al so intend an unsaturated carbocyclic hydrocarbon such as) for

| nstance, eygl oBenhxhiena op: exclahgvhene §0 bl NacbRE M diord REDer ed
het erocycl e, hencé& enconpassing aromati c _heterocycles also referred to as
aryl groups, westgetigét oa drerehest @ldvdd cbaipartial ly unsaturated 5 to 7

menber ed carbocyegl j rﬁppg? ar |, pc y._

het er oat orrg2 suc%%a(isl1 nit P%jgn%p%@%a}(%ﬁ Cg% su %&%@FCBCSW%FE%?OQSEE oc‘7
menber ed het er oéy&esyl o i abkyiyl bengspondensddkan fiegediens wstht ghed,
are 1, 3 di oxol a n, o i dis lLi.n iqgdazol i di ne,

pyr azol:z; di ne, p&r?g{g‘é{e?]le,at%é% Wnle% %Mg; %f:en%,OﬂN{Ea 'kyl - pi perazine, 20
mor phol i neR, tand aRy drafruransulbsiti theefi e, unerhsthbutedngbpidgeglected
heterocycl eg ye intend a systemat |east conprising two rings, one of which
being a nitrogen containing heterocycle, having two or nore atonms in conmon
25 such asi)for aPnsteiceonaZabi chenspgondepsefaner Waxtiddged t & m 8ot 0711

menbered spiro hgl egre)ﬁclheet\gg.‘gdg,t&rgi a,Systemat |east conprising two
b % . '

ri ngs, one_ of e eing a nitrogen containing heterocycle, having one
car bort%at o#i 30 Bn Tohfiod lsueemkered oepiiporhgseyocyclic compound; or a
1,4-d|oxa-§ﬁg§§gb@gkgcghq§c%@%é@ygb@éiggﬂﬂwgﬁgygyg;ﬂ4u5]decane. Accor di ng
to the above indicated substituent neanings, any of the above R, Rl and R2
groups nmayfgE Bﬁﬁiéﬁa@l?E@BQQmﬁﬂq&lHRﬁYHé%QEﬁ¢a§F the free positions by one
or nore gfa?pg?eEOWtBﬂ§t§néﬁlériﬁefﬁgFQM@§m%FQ'Qgt%?dgb@FE,r%mQﬁﬁﬁg:Térch
oxo groups (=0), carboxy, cyanq, alkyl,_ perfluorinafted al kyl,_ alkenyl,

al kynyl, cycl 88Fk{ethyly| phenylg ar Fog Hlyey oRs Ry ms =5y lpCrPEPo9/ 08307

het er a®y/cl pl), wasnn® groouscad ed i Ratisves driseieenf t3iesh rasisf abti ast(@nce,
al kyl am no, aIkoEyagrgon | al.kyl am no, dial kyl am no, aryl am no, diaryl am no,
al kyl sul f ony| SRPAES 18 §ﬁ%qﬁﬁeido; car bonyl ani no groups and derivatives
thereof 5 such as, for instance, fornylam no, alkylcarbonyl am no,

al kenyl car | amino, onyl am_no,- .al koxy nyl am, pQ;
oxygen-subgﬁgﬁgtggﬂ%x?§%é$§%% §§, 5%9Pﬁ§t nceggé?goﬁﬁggkggﬁylglWﬁ%ﬁ%ﬁ no
or al koxyi AENGVapiyesx yr apudips care derviadat i ves t hereof such as, for
instange, 10 al koxy, aryloxy, al kyl carbonyl oxy, aryl carbonyl oxy,
cycloalkenéloxy; carbonzl groups and derivatives thereof such as, for

i nstance, APRYEESSony| Ehar yREESSET | | LAY RBYYRAr bdWAthest y| R EREDBNY (2
cycl oal kyl exygaiBeEnyhmid¥ nagar Ronyl amikley13M-REGARARY | derivative of
dialkylani@ocar onyl;. 15 sul furated derivatives such as) for instance,

al kyl t hi o, “8FVcHi d.Mal kyl sul phonyl ) aryl sul phonyl) al kyl sul phi nyl ,

aryl sul phinyl, aryl sul phonyl oxy, nosu{J onyl , al kyl am nosul phonyl or
di al kyl am nosul phonyl . In their fury, whﬂnever appropriate, each of the
above possible 20 substituents/nggﬁkEa ER1nay e further substituted
by one or nore of the af or endht i oed dNoupé“ Exanpl es of conpounds of
formula (1) wherein R Rl and R21 groups arl%iesubstituted by one or nore of
t he aforenmentioned substituents which, in their turn, are optionally
furth 25 substituted as set forth above, are given bel ow
Phar ut PE&F S "accept abl e salts of the conpounds of formula (1) are the
aci d addit Ron sdlst s awi Halik@rgaritomr @ gaiitto €.ooup,triag, lydrieeldidn c,
hydr obrom ¢, sul phuri.c, .30, perchl oric, phosphori.c, acetic, trifl.uoraacetic,
pr opi oni c, glycgﬁgfﬁ%ﬁﬁﬁéa;aq&%?igFOHBI6ch}tnéﬁid? FEPEPe, PR CRALLY
citric, benzoi cfucithear rubs tiancadd c,sgbidtae fidgpitoni ¢, i set hioni c and
salicylic id, as _well as the salt {th inarganic or organi c bases, e.g.
STkal or Skl FRERTY, B Kiaddidd WL, IS

30 iii) C,-C, cycloalkyl;

iv) aryl or arylalkyl with from 1 to 6 carbon atoms within
the straight or branched alkyl chain;

.. is an optionally further substituted group selected
from:

RECTIFIED SHEET (RULE 91)



35 netals, especially sodium potassium calcium or nagnesiun1hydrp§kg§§m
carbonates or bicarbonates, acyclic or cyclic am nes, preferably i
nmet hyl am ne, et hyl am ne, diethylam ne, triethylam ne or piperidine. 1

i ' - 0~-2000WO @r62039908307 5 10 15 20 25 30 -12 - 1 9 F E B DEOEPHS3V
conpounds of 'formula (1) may have asymgetric carbon atons and may
therefore exist either as racem c adm xtures or as individual optical

i soners. or di he_u ntdi t agent of all the possible

i somers aﬁgpthg#ggg% h§t§Fe§§3ﬁ3h§$ gb#% %Eg§%étabolites and the

phar maceutithl |y ateepbabimeriesedpr carbosys 1Eot fer widsse tref ef r eterilpezad
pro-drugs) of tﬁg%gpgpggmgs ofhgtormula (1) are also within the scope of the
present invention. Preferred conpounds of the invention are the conpounds
of formul a2{3) FwekePr RrydcarhanBgen atom a straight or branched d -C4

al kyl groupy) a Dhenyixol a,00i6! @abkyll geeums Rarbenhydigeen.araiRl tige an
optionally substituted groug sel ected_from al kyl, aryl or arylakyl. Even
nore preferred,S%WahPRtt RFsPEpRSEE R bkY heCRBMBounds of formula (1) wherein

Rhi s Pr omme 0ri|§h1|ﬁ$l2ﬂ§rB§ena st E%irﬁhbﬁ@& oQ’faﬁféfiftdld e%l't_(facfvl'akl)diytlgrdkuﬁz—@‘
phenyl or a cyclpa roup; is rogen an i's an_optian

substi t ut ed ary"l‘llé?n%L %lryla&lwylorg $Rt 08y cl FRREPKFCIGOTT Wit fellb?n 1to
4 carbon atons ndthbgehhatahlkyb whath. tAsgt hee pbagdedpf preferred conpounds
of the_.inventian_are the conpounds of, formula. (1), RVS-N ~N~-R |  R2
oher 0fR R o6 200 Hh o B T e § A e P (AT T (R B LT R T o
nitro, amfioemal kyl am no, hydroxyal kyl am no, aryl am no, C3-C6 cycl oal kyl,

straight oy, br he - yl i bstitu Q hydr oxy,
2 iyl Ehi o Thr ko < SRS Y i qe e PEr b e 7
al kyl car bonyl , méRpesaff bayerocirkexyeadr bonyl, carboxy, aryl optionally

substitutediy a 9 to 11 membered spiro-heterocyclic compound; or a

15 pharmaceutically acceptable salt thereof; provided that:

a) when R is chlorine or bromine and R, is hydrogen, then
R, is not unsubstituted C,-C, alkyl, phenyl,
trifluoromethylphenyl or an optionally substituted
phenylcarbonyl;
20 Db) when R is methyl and R, is hydrogen, then R, is not
methyl, phenyl or 4-(5-oxazolyl)phenyl;
c) when R is nitrophenyl and R, is hydrogen, then R, is
not haloalkyl;
d) when R is bromine or chlorine, then R, and R, are not
25 both methyl groups.

The compounds of formula (I) may have asymmetric carbon
atoms and may therefore exist either as racemic admixtures
or as individual optical isomers.

30 Accordingly, all the possible isomers and their admixtures
and of both the metabolites and the pharmaceutically
acceptable bio-precursors (otherwise referred to as pro-
drugs) of the compounds of formula (I), as well as the uses
thereof, are also within the scope of the present

35 invention.



RECTI FI ED SHEET ( RULE 91) 1 9 FEB 2~~3 WD 00/ 2G&203 - 13 PCT/ EP99/ 08307 by
one or nore hydroxy, halogen, nitro, al koxy, aryloxy, alkylthio, ar¥lthio,
ani no, al kyl ami no, di al kyl am no, N-al kyl - pi perazi nyl, 4-norpholinlyBFEB 2003
aryl am no, wgame¢20al kyl , phenyl, am nosul fonyl, 5 am nocar bp@yEPs9/08307

al kyl car bonyl , aryl carbonyl, al koxycar l_)ﬁgyl or carboxy, or Ris an aryl
group optionally substituted by one or re hydroxy, hal ogen, nitro,

al koxy, aryloxy, alkylthio, arylthio, am no, alkylam no, dialkylam no,

N-al kyl - pi%’ér aé?enyll:’,ry £ mOESREEPRYPT ar YFARFho,° [EpANG Sl We,‘:lgﬁéﬁw ,

am nosul pheit , cael reGas beaydgeml KybsakkonHterdl Y4 canbepyhe, abkoxyear, bonyl
or carboxy;, Rl js a straight or branched O -C6 al kyl group or an aryl
group, each Upt1ofaPfylSttREi?tPRd as above reported 15 for R R2 is a
hydrogen atom and pharmaceutically acceptable salts thereof; provided
that: ga) en R {s chlorine .or hrom ne then RL is not 20 unsubstituted
g-c & kwl,tth‘éhﬁ %eﬁ‘] f?‘derod}?gtlrl(y|spLﬁ%%’iﬁec%tre%naW? TR ¥Eberhfed
phenyl car bomylgmibjo wigerouR | vheeehyl dren d®1 bsthothyrptdydn phemd are

4- (50xazol ; i.s nj henyl_ .t i oal kyl . 25
Anot her CIQ%%P%?Q%#% gl)rer%%eé(%c?{r?p%%ndésé% lpf %r‘“%rﬁjslttaﬁ?%l@ér e‘%tlg%%eg\%eer FEI%% Ris
a strai ghtsare pprandhéfieknrh6 a$ kyét giouph arallow.oget her with the nitrogen
atomto which they are bonded, Rl and R2 form a substituted or

unsubstituted, 30 optionally either benzocondensed or bridged 5 to 7
menbet8d HEtEr obfel Eet Btiaight nerbbraackpdr 6:1fat éldoyiclve Satendafot her

class of predepreduennpoyndseof fordudad|) miehihosecwharei p Brogya,
straight or branched C -C6 alkyl 35 group; R2 i$ a straight or branched
Cl-CA al ky}SRTeBYEL al ReAYHY br aIk%ﬁ%%Htlglr'oup SETd OREYils an t&FFrPEtYL.
aryl al kyl groamel i hnfreryl 40adcigarbioge atoms within the straight or
branched al kyl chai n. 1 9 F EB 2003 WO 00/ 26203 PCT/ EP99/ 08307 -14
Exanpl es of preferred conpounds of the invention, whenever appropriate in
t he fdbm dfitphathmac eetrirc a Hna iatte pirabBbeasaied)C.e Cg. ahyempbr om ddkgnyl

hydr ochl orji al redhe 3 f i NG; o1 d) : -

N- (5-i sopr%‘d?fgl,‘%%tﬁinafg‘l - 2-§yl§%+\]%Mpher§:y - quéa; f% instance, vinyl,

N- (5- br om)aﬁ,}alt hi 52@Prreryl N~-bhenyd = urdga; 3-butenyl, isobutylenyl,
ethynyl, 1- or 2-propynyl, butynyl and the like.

20 WwWith the term C,~C, cycloalkyl we intend a cyclopropyl,
cyclobutyl, cyclopentyl or cyclohexyl group.

With the term aryl, either as such or as arylalkyl,
arylcarbonyl and the like, we intend a mono-, bi- or poly-
25 either carbocyclic as well as heterocyclic hydrocarbon with
from 1 to 4 ring moieties, either fused or linked to each
other by single bonds, wherein at 1least one of the

carbocyclic or heterocyclic rings is aromatic.

Examples of aryl groups are phenyl, biphenyl, a- or f-
30 naphthyl, tetrahydronaphthyl, indenyl, dihydroindenyl,

pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, indolyl,

isoindolyl, dihydroisoindolyl, imidazolyl, imidazopyridyl,

benzimidazolyl, dihydrobenzimidazolyl, 1,2-
methylenedioxyphenyl, thiazolyl, isothiazolyl,
35 benzothiazolyl, pyrrolyl, pyrazolyl, furyl,

benzotetrahydrofuranyl, benzofuranyl, dihydrobenzofuranyl,

oxazolyl, isoxazolyl, thienyl, benzothienyl, tetrazolyl,



3) N-(5-phenyl -1, 3-thiazol -2-yl)-N--phenyl -urea; 4)

N- (5-cycl opropyl -1, 3-t hi azol - 2-yl ) - N~- phenyl -urea; 10 5) 19 FEB 2003
N- (5-brono- 1, 3-thiazol - 2-yl ) - N~- (4-sul fanoyl - phenyl )- urea; 6)

N (5-i sopr oy 00/262@ t hi azol - 2-yl ) - N~- (4- sul f anoyl - phenyl ) - uPEWEPF)08307
N- (5- phenyl -1, 3-thi azol - 2-yl ) - N~- (4-sul l1;961rmyl -phenyl )- 15 urea; 8)

N- (5-cycl opropyl -1, 3-t hi azol - 2-yl ) - N~-(4-sul fanoyl - phenyl)-urea; 9)

N- (5-isopropyl -1, 3-thiazol -2-yl)-N -(3-met hoxy-phenyl) urea; .20.10

N- ( 5- br oL o] - 2.y )l-%%%“tls‘!%%wgiy- phenyg)l?‘g’&é’&;soﬁwnolm?yl'
N ( 5- phenyduihdacd hiazb] - 2- yl ) - Bih{droetbosyabhepy) ) - ureaoxbBdiazolyl,
N- (5-cycl opr.opyl - -thi azol - 2-yl ) -N~--(3: et hoxy- 25 phenyl)-urea; 13)
N (5-i soprtgep%f‘f)%?f%t%ﬁ?rézz%%@ﬁ‘wghﬂi\?é%%Ir%}eo- iyl )- urea; 14)

N (5-brono- 1, 3-t hi azol - 2-yl ) - N~- (4-chl or o- phenyl ) -urea; 15)

N (5- phenyl -1, 3-thi azo] - 2-yl ) N~- (4-chl ora- phenyl )-_ 3 . 16)

N (5 ocl S Bhyt e CheRIg B VR s (aTETPSTEY hrrtyrieiiis: 1pEnee
N- (5-i soprepydmraSsing abot - Aoy 1)l-iRkd-t(e® did dt,oCphenyldalkytagrl8Epsld) we

N- ( 5- br ono: (§- ' | - 2- - N~- (3-6hl - )

N- ( 5- phegl;‘?l-lsl, 3@%%‘20# 2%%?%%???(: ﬁ?%%g%ﬁg%%l ;’yégrggg%%)mlsuﬁhlzaﬁ '2003

WO 00/ ZQOQDPGWW@SWClQﬁeQWlene or cyclohexylene.

N- (5-cycl opropyl -1, 3-thi azol -2-yl)-N-(3-chl oro- phenyl)-urea; 21)

N (5-isopropyl -1, 3-thiazol-2-yl)-N(2-chloro-phenyl)- urea;_ 5 22)h

N- ( 5- BPondi4E1s- t kihgzol texmy 1) SN- (R chllor USFREHA]) - UreBerogycle, ence

N- (5- phenyéndondsd 1 8791 aPoNdd 1 & ﬁ@tébb@&@l@@eé\l%&'réf@@'red to as aryl
groups, we further intend a saturated or @partially
unsaturated 5 to 7 membered carbocycle wherein one or more
carbon atoms are replaced by heterocatoms such as nitrogen,

15 oxygen and sulphur.

Examples of 5 to 7 membered heterocycles, optionally
benzocondensed or further substituted, are 1,3-dioxolane,
pyran, pyrrolidine, pyrroline, imidazolidine, pyrazolidine,
pyrazoline, piperidine, piperazine, N-alkyl-piperazine,

20 morpholine, tetrahydrofuran, and the like.

With the term bridged heterocycles we intend a system at
least comprising two rings, one of which being a nitrogen
containing heterocycle, having two or more atoms in common

25 such as, for instance, azabicyclo[3.2.2]nonane.

With the term 9 to 11 membered spiro heterocycle we intend
a system at least comprising two rings, one of which being
a nitrogen containing heterocycle, having one carbon atom
30 in common such as, for instance, 1,4-dioxa-8-~

azaspiro{4.5]decane and 1,3,8-triazaspirc(4.5]}decane.

According to the above indicated substituent meanings, any
of the above R, R, and R, groups may be optionally
35 substituted in any of the free positions by one or more
groups, for instance 1 to 6 groups, selected from: halogen,
nitro, e} {e] groups (=0), carboxy, cyano, alkyl,

perfluorinated alkyl, alkenyl, alkynyl, cycloalkyl, aryl,



24) N-(5-cycl opropyl 1, 3-thiazol -2-yl)-N-(2-chl oro- phenyl)-urea; 10 125,}
N- (5-i sopropyl -1, 3-thi azol 2-yl)-N-(4-net hoxy-phenyl) urea; 26) EB 2003
N- ( 5- br ono- 1, 3- th| azol - 2-yl)- N (4-net hoxy- phenyl)- urea; 27)
N ( 5- phenylwo,0826388azol - 2-yl ) - N- (4- net hoxy- phenyl ) - 15 ur ea;PC28)P99/08307
N- (5-Cyd Qor Qpyl - 1, 3-thiazol -2-yl )-N-(4- get hoxy- phenyl)-urea; 29)
N-(5- isopropyl 1, 3-thiazol-2-yl)-N(4- h r oxy- phenyl) urea; 20 30)
N- (5- brono- 1, 3-t hi azol - 2 yl ) - N (4-hydrox hen % urea; 31)
N- ( 5- phenylhel X AR HR6t - 27132 NS Y AUBG dfB y ?%/ 3vearéser§9)f such as,
ﬁgg cycl omd:xpyll %rfa;]aam@%ol 2- ayl}ayl&n(ﬂ'rd‘]ydl’O&y%{o&@c@&%ﬂy)l-allﬂczaam3ﬁb
i sopropyl t hi azo y- phen - urea; .
N- ( 5- br onp-Of 3Lk g1 o g4y L %%Ohygriﬁi %’h 1)?%%/%&}15%6%2?3”“0 or
N- (5- pheny|a'fb(]3ntd€hlck20| -c%—r)bbhyl\]l-e(nﬂ-dwdgﬂﬁyppheﬂ)d) datriaaitidEs thereof

N- ( 5- I |-1,3-th I
N- g 5- ?g%p?g[)%qyl ass’t hi alzrglzalf‘:éﬁ/ ‘%@ '(2- tﬁért"?{(og?oééﬁényla)q%%)lﬁraé:a Ohﬁ%)nlno
N- ( 5- br onp-all, K3=rihl cdberds ydn b  2- met hoxy- phenyl ) - ureylcarbodyFafi8o20Q3
WO 001 2620 07
- (2- met hOX% %A%ﬁ{§ﬂﬂf§%&8¢? oQ;?%e#éx?anéeé‘ g’xirﬁég‘zghcg Xg) I%Ior
N- (5- cycl oplrrzﬂ:i;ﬂnqe,s abkaxytapbghylalkoxywrioxyor prékpkyimina; bydrpxy
N-(5-i SOprQ{B’ g 3-44U aZ&é %/aygﬁlvé%](thonys@&%nyla)s ISR 4%ktance,
N- (5- brono 3-thiazol - fﬁ ydr oxy- ph eny Y- urea; 43)
N- ( 5- phBnylalk @y hi az ATYLGHY - N(zalﬁgzxdlr%@w@w OyIY),- 10 AFvdgarbonyloxy,

cycloalkenyloxy; carbonyl groups and derivatives thereof

such as, for instance, alkylcarbonyl, arylcarbonyl,
alkoxycarbonyl, aryloxycarbonyl, cycloalkyloxycarbonyl,
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl;

15 sul furated derivatives such as, for instance, alkylthio,
arylthio, alkylsulphonyl, arylsulphonyl, alkylsulphinyl,
arylsulphinyl, arylsulphonyloxy, aminosulfonyl,
alkylaminosulphonyl or dialkylaminosulphonyl. In their
turn, whenever appropriate, each of the above possible

20 substituents on R, R, and R, may be further substituted by
one or more of the aforementioned groups.

Examples of compounds of formula (I) wherein R, R, and R,
groups are substituted by one or more of the aforementioned
substituents which, in their turn, are optionally further

25 substituted as set forth above, are given below.

Pharmaceutically acceptable salts of the compounds of
formula (I) are the acid addition salts with inorganic or
organic, e.g. nitric, hydrochloric, hydrobromic, sulphuric,
30 perchloric, phosphoric, acetic, trifluoroacetic, propionic,
glycolic, lactic, oxalic, malonic, malic, maleic, tartaric,
citric, Dbenzoic, cinnamic, mandelic, methanesulphonic,
isethionic and salicylic acid, as well as the salts with
inorganic or organic bases, e.g. alkali or alkaline-earth
35 metals, especially sodium, potassium, calcium or magnesium
hydroxides, carbonates or bicarbonates, acyclic or cyclic
amines, preferably methylamine, ethylamine, diethylamine,

triethylamine or piperidine.



ﬁ '\‘?é@pcyd oprOpyl Z, 3-thi azol - 2-yl)) - N- (2- hydroxy- phenyl)-urea; 45)

ropyl - “t hi azol - 2-yl)-N-(4-vitro-phenyl)- urea; 15 46) EP 009908307

N- ( 5- br ono- 1, 3- th| azol -2-yl)-N-(4-vitro-phenyl)-urea; 47)

N ( 5- phenyl - 1, 3-thiazol -2-yl)-N-(4-vitsI2 phenyl)-urea; 48) 19 FEB 2003

N (5-cycl opropyl -1, 3-thi azol <2-yl)-N -(4-vitro-ghenyl)- urea; 49)

N-(5-1 sopregy! c%n?pédﬂd%ZObfZ ﬁ’éﬂmml\ia(‘l(qm NRsPhenyle) 28vihesri&0)carbon
N- (5-brono-1, 3-t hiazol - *ﬁ'mx)e t 4- am po- phenyl ) -urea; 51),

N- ( 5- phenwtqm% ERAaFGY- 1Y - Bk - ﬁh@ﬁ??)aﬁr &gcegiy admixtures
N- (5-cycl %%Oé’é('iﬂd%,{&\hé@ozp@ié‘éi D bfleAg] no- phenyl ) - ur ea 25 53)

N- (5-isopropyl -1, 3-thiazol }-N-(3-vitro-phenyl)- urea; 54)

N- ( 5- bronDAqC%r@Jfﬁl%l:'zbl-legﬁl)ﬂlﬁ-e(Sa\?it?%-rﬁﬁétrﬁHW“q}?eége@G) of "all the
N-( 5- p@e“yﬁoésﬁbiél aZomery | )arh&(?th‘éltxr ozphenylil=Hr eand56df both the
N ( 5- cyclopropy -1,3-thiazol -2-yl)-N(3-vitrqg-phenyl) 30 urea; 57)
N-(5- i sopria®yabaliteni azad 2- fhe. NRIREAGRAHEIAY) - aFeaPtaRie blo‘
N-(5- bro”DﬁslleéanbﬁéM Tc?tl‘)/éz}wi\!':é:)’ @é‘ﬂéﬂ’e@e%' )ayre@rOS&u%s) of the
N (5- phenyl -1, 3-thi azal - 2-y1) 3-am no-p --urea;

N (5- cycl o%‘?%‘?‘Pn@SBthlf%u-l? ydll\lafg &S ﬁo )cheyr %ﬁOPGI)Of the
N- (5-i sopropy¥teds 3ihPéaZobn 2- Yl } - N -benayl -urea; 62)

N- (5-brono- 1, 3-t hi azol - 2-yl ) - N-benzyl - urea; 19 F E !~ 2003 WD 001 26203

PCT/ EP§9/ 08307 - 17 63) N-(5-phenyl -1, 3-thiazol-2-yl)-N -benzyl -urea; 64)
N-(5-cycl Opf@@éfréd3cbﬁpaﬁﬁld'sz Q’f)thbb&hwhttdbﬁa ard) the compounds of

N- (5-1 sopr |az rid-3- urea;
N-ES broﬁog‘§¥ {"L'—ﬁl a 9F?l (%yrll 8y§ ;dﬂa;i %r‘%‘a §°B7) > straight or
N- ( 5- phenybré.théﬁl G;—Cﬂ al)kiz)l N_k:(cp.}pl daBpIyér)ler eR; ab&)ycloalkyl group;

N-(5-cyclopro t hi azo 9
N (5 by orota 5%, iirsieisy Bhad Hl ) abP M eohandy (88ksBlea group
ﬁgg |Jﬁopr©p;/é§tie6 fho:azwlkﬁly:\?rkll(f?yradyﬂaw; ure(;l 10 71)

en :
N ( 5- (F:)ycl )c/f%\r"%)%yfntoliLI 32;9{“ azolll%%- f‘]@é&gpé’# - u%%g t;lf) compounds
N (5- |sopr@éylfo{mglﬁm(éiowhgrﬂlp—I‘B-(lp?yrhm )om .or7ig)e, a straight

N-(5-b | 5
N—ES ng‘;?ﬁl%gﬁﬁcﬁgég) & ¥é) E@k%@yrgfiﬁ%y )a_ ur%ﬁny%G ok®) a cycloalkyl

N-(5- cycl oFBBYF - F13.6hi sy O%m)a (fbyrlﬁj %nyPP)tloaa&&Y substituted
20 aryl or an arylalkyl or heterocyclyl-alkyl group with £from

1l to 4 carbon atoms within the alkyl chain.

Another class of preferred compounds of the invention are

the compounds of formula (I)

L3
R S)\N N/R1 (1)
H |
25 %
wherein
R is a halogen atom or is selected from the group
consisting of nitro, amino, alkylamino,
hydroxyalkylamino, arylamino, C,-C, cycloalkyl, straight
30 or branched C,-C, alkyl optionally substituted by
hydroxy, alkylthio, alkoxy, amino, alkylamino,
alkoxycarbonylalkylamino, alkylcarbonyl, alkylsulfonyl,
alkoxycarbonyl, carboxy, aryl optionally substituted

RECTIFIED SHEET (RULE 91)



77) N-(5-isopropyl-1,3-thiazol-2-yl)-N (benzothi ophen-2- yl)-urea; 12é)FE788}
N- (5- brono- 1, 3-t hi azol -2-yl ) - N-(benzot hi ophen-2-yl)- urea; 79) 003
N ( 5- phenyl -1, 3-t hi azol - 2-yl ) - N- (benzot hi ophen-2-yl)- urea

N- ( 5- cycl opiOoj9ya6208, 3- t hi azol - 2- yI ) - N( benzot hi ophen- 2-yI ) - ur”éH’El?B"’%i

N- (5-isopropyl -1, 3-thiazol -2-yl)-4-norphal i ne carboxam de; 81)

N- (5-isopropyl -1, 3-thiazol-2-yl)-N(4- nethyl phenyl)urea; 82)

N ( 5- I 35 | - fl | 8

N (51 sopr oyt 3401 a8 %“C*f% N *’Z"y’ano%%feﬁ%ﬁ%%m Ahkoxy,
(5-i sopr opyIaIJyl:33>tm| azofltlkz.sZ })lCN-(S-a enyléfifea; 38l8gjamino,

( ISODFOF)V'leal%c;}l*Hrﬁ%r% 2 y' )q Bh(qglﬁ?lﬂé%’ibﬁizphenw Muhgée\o%@hnglé 03 .

i sopropyl - -thrazol - | Tor obenzyl ) ur ea;
7) N-(5- |§e‘5p}f305ﬂ91|ncll 3- tﬁyalzfal-z 9M<YN(3 PAEBYYI pheAVEFAFEALOBS) .
-1 gopr 0py|an¥-mr§5éi¥l§’c?—r%l 2-y1) - N- gdxyaegiybphenyl ) ureaz 5188 bonyl,
[(5-i sopro% 3-thiazol - 2- yl ) am no] car bonyl ].am no) benzogi ¢ aci d 90)
-i sopropyl® %"X?ﬁ%&%‘i@z vPY - I\‘F?répoﬁys'op%pyl%hérﬁll Plir e&XY91) group
[ (5-isopr Ctm/ﬂrdna’:’ﬂ}hl @zpi:tﬂturl@d yhby aﬂhQOanf‘an@yh}yaﬁfbﬂgﬁ) baazadgiede; 92)

i sopropyl 3-thi yl 19.F 003 P P99I08307
oxybenzyl )rlfrlee’é aﬁf\? B | s%rp\fl\Jocfj’W 1a§}<pﬁ1 259]3’ ip,. ~amino,

5-
5-
8 8
5
5
(
5-
h
yl phenyl )uralacy]]eﬁni%c) N-(Eiiamma:pyﬂuel 3- Nheakgl-Ripbyadifdl, 4-
i f
5-
5-
5-
5-
5-
5-
5-
02)

| ugr onet h h a;
Egopr opy%ncg Igh(ﬁrf% §1 - 2 y r)y]ﬁn%nbr omopféAYPy ur edt 96 phenyl,
i sopr opylanirgeshimizaty R yl ) - N- GAincygskbhexy| phenyl plkgdca2®o@y),

| sopropyi® T TR FYE TR %&%ﬁé%? ) rea: 99)

i sopriapylisL, 8- Fhifangizoﬂ yamgnchesl Q5Cd| YA pFeaiR )i ed BEO)

i sopr opyl ﬂo@thle%&@ul 3p¥hbh5‘1i% Furlvmidpdpheryl dudwa; ré%)rted
sopropyl -t hiazol - met hoxy[ 1, 1- bi phenyl]-4-yl)urea; 30

P ( 5- |sopfr%fpy*h1 3 thi azol . 2. yI) 3, 4- di hydr o- 2( 1H) -
R

SZFFFZFECIZEPECEREEZ

NAA/-\A’-\/—\/-\ i e i o P T L Y W

, 1s a hydrogen atom; and pharmaceutically acceptable
salts thereof;
provided that:
a) when R 1s chlorine or bromine then R, 1is not
20 unsubstituted C,-C, alkyl, phenyl, trifluoromethylphenyl
or an optionally substituted phenylcarbonyl;
b) when R is methyl then R, is not methyl, phenyl or 4-(5-
oxazolyl)phenyl;
c) when R is nitrophenyl then R, is not haloalkyl.
25
Another class of preferred compounds of formula (I) are
those wherein R is a straight or branched C,-C, alkyl group
and, together with the nitrogen atom to which they are
bonded, R, and R, form a substituted or unsubstituted,
30 optionally either benzocondensed or bridged 5 to 7 membered

heterocycle, or 9 to 11 membered spiro-heterocycle.

Still another class of preferred compounds of formula (I)
are those wherein R is a straight or branched C,-C, alkyl

35 group; R, is a straight or branched C,-C, alkyl or C,-C,
alkenyl or alkynyl group and R, is an aryl or arylalkyl
group with from 1 to 4 carbon atoms within the straight or
branched alkyl chain.



i soqui nol i ne carboxam de; 103) N-benzyl-N -(5-isopropyl-1,3-thiazol-2-yl)-N
met hyl urea; 104) N-(5-isopropyl-1,3-thiazol-2-yl)-6,7-di methoxy-3, 444 8B 7003
di hydro-2(1H)-i soqui nol i ne carboxam de; 105)

N (5-i sopr oywpl0026283t hi azol -2-yl)-N-[ (3-chl oro-4- net hyl) - phédaJigrgs/ess07 1 9
F E 8 2003 VNO 00126203 -19 PCTI E P99/Qg307 106)

N- (5-isopropyl-1,3-thiazol-2-yl)-N -[(3-chloro-6- nethyl)phenyl]urea; 107)
N- (5-isopropyl-1,3-thiazol-2-yl)-N-(2,5- dinethoxyphenyl)urea; 5 108)

N- (5-1sopropyl -1, 3-thiazol -2-yl)-N(3,4- dinmethoxyphenyl)urea; 109)

N- (5-isopr iEmah\pJLe&- tdi apokf@xybd- Ne{npaun’és hoXy-the ciiwer)iphenyvheneasr110)

N- ( 5- I I 2- Q :
111) N (5. PEBSPERIECE 3 thi S L 355 RE( SPRST iR AT Shhet| For R HE 10
N[ (1, 1~ bispidsy| ) e2gy| | hpx &t sropde pyph- 1h£drcb1¢}alz@ri<2e Walur eagres tas)
N- et hyI%I\I-(f@)-ll%(()ﬂgg,1 )yl -1, 3-t hi azol - 2-yl ) - N-phenyl urea; 114)

N-[4- ({1 (5-1sopropyl-1, 3-thiazol -2-
ani nocaboy| 3 ahs ep¥opy el hdxyhheryl 2rsk lar dehenybyurea;

y1)
ilg{[(S 'SQQVQDYé ﬂrém&hia§0£hgafol -2-y1)-N- Ehen l-urea;

am no] car bon{5 am no benzam de;

N- (5-i sopr @pyli= 3@@%3&01 g ‘yh}aZOI*z%nonhdI rﬁbﬁﬁ¥%ﬁyP¥@Pea 117)

N- (4- ({[(54l)81@pI9paIc1@§r5 azm 3ZChYaJ-Q@IUMﬁﬁfrboﬁﬁéh?mﬁg)eﬁhenw N- et hyl
acet anj de; I 18) aé r% 0 exgl (rret yI ? am no] nmet hyl }phen%I ) N—(5 25
i sopropyl - P SNT h? 22BPTe- }y/I')qu]éé zq}03 (4=sulfamoyl-p

N-[3- ({[(5- i s@pegpyl - 1, 3-t hi azol - 2yl )am no] car bonyl } am no) - 4- rret hoxyphenyl ]
acetam de; 4201 N (51 sopr opyi 13 L1l epl 2y Y1) - L47Ek Bovphemyt)
N-(2-furyl metihyéa: N- (5-i1isopropyl -1, 3-thiazol - yl)urea;
7) N- (5-phenyl-1,3-thiazol-2-yl)-N -~ (4~sulfamoyl-phenyl)-
15 urea;
8) N-(5~cyclopropyl-1,3-thiazol-2-yl)-N~(4-sulfamoyl-
phenyl) -urea;
9) N-(5-isopropyl-1,3-thiazol-2-yl}-N - (3-methoxy-phenyl) -
urea;
20 10) N-(5-bromo-1,3-thiazol-2-yl)-N-(3-methoxy-phenyl)-
urea;
11) N-(5-phenyl-1,3-thiazol-2-yl)-N-(3-methoxy-phenyl)-
urea;
12) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N - (3-methoxy-
25 phenyl) -urea;
13) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-chloro-phenyl)-
urea;
14) N-(5-bromo-1,3-thiazol-2-yl)-N - (4-chloro-phenyl)-urea;
15) N-(5-phenyl-1,3-thiazol-2-yl)-N-(4-chloro-phenyl)-
30 urea;
16) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N - (4-chloro-
phenyl) -urea;
17) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-chloro-phenyl) -
urea;
35 18) N-(5-bromo-1,3-thiazol-2-yl)-N-(3-chloro-phenyl)-urea;
19) N-(5-phenyl-1,3-thiazol-2-yl)-N~(3-chloro-phenyl)-

ureaj;



122) N-(4-fluorophenyl)-N-(5-isopropyl-1,3-thiazol-2- yl)urea; 123)

N- ( 2- r net hoxybenzyl ) - N- ( 5- |sopropyl 1, 3-t hi azol - 2 35 yl)urea; 124)19FEB 2003
N (5-isopropyl -1, 3-thiazol-2-yl)-N -[2-(1-nethyl -

pyrrol - 2-yl wetdopbioar ea; 19 FE B 2003 WO 00! 26203 PCT/ ~P9@r3#80836720
125) N-(3, 4-di net hoxybenzyl)-N -(5-isopr g)pyl 1,3-thiazol-2- yl) urea ; 126)
N- (5-isopropyl -1, 3-thiazol -2-yl)-4-oxo- 13 phenyl 1,3, 8-

triazaspirQl[4. SQdecane 8- car boxam de; 5 7)

n- (5-i sopr b 3> fﬁV&%BPr?pyll)'llz”thHF%%@l82 yl)-N'-(3-chloro-

azaspiro[ 4. S]ﬁ@me)—&r:@a{boxam de; 228)

N (51 sopr byl - T 35T APREaPPY LYY ha%al TP br Shd ko FEERPPROVAE:  130)
4- (4-fl uorophered;) - N- ( 5- |sopropyl 1, 3-t hi azol - 2- yI) 1- piperazine

car boxar deo ) 1340 (8L St Reheny L) 91 > gl (e,

i sopropyl

4-1(4-fl uoBébheNyI b Eohrengly Lnmdthiidz bl € 3-1$ppNopRl-chloro-phenyl) -

1, 3-t hiazol - 2%9/46) - 1-pi peridine carboxam de; 133)

N- ( 3- et hynyl phenyl) - N- (5-i sopropyl - 1, 3-t hi azol - 2- yI)urea 134)

N- ( 2- met hox¥? 3- Nhﬁérgwhénprppbﬂf&syBsbbn@pgl 2:81) 20 -t(Ri-abdbrd-yl )urea; 135)
N- (5- 1 sopropylyeh3rithi J-2 yl)- N (4-oxo-1- piperi d| nyI)urea 136)

N (3-acetyl am nophenyl (5- ISOEF g yl-1,3-thiazol - gurea 25 137)
N[ 3- @8- fueyl) - ?EH-(EyFEEBIfDBY}I"]l 1a§@br%pyitliN3-(4t-mea oky2PPERML ba; 138)
N-{4-[ et hyl (i s opyl )am no] phenyl } N-(5-i sopropyl 1, 3-thiazol -2-yl)urea;

139) N (1, 3-benzodj.o N- ( 5- |so ropyl -1 thlazol 2- 30_yl)ureas;
14D) 5-({[?@ |sgpﬁép§F°T°3X é rshopzol A EY - (4-methoxy- phenyl¥
yl ) am no] car hared ;} am no) - 1- phenyl - 1H- pyr azol e- 4 car boxam de; 141)
N (5-1sopr | - azo -yl )= N-(4- 35 ridi nyl met hyl )urea; _142)
N- ( 5- |soprgg I-l% gstﬁl EE’Xh glér%bf\ﬁ%ﬁlb F%g%ln%') gr&?tthi%g)p enyl 1}
n- ( 5- |1§opropyir-e]a,,3 t hi azol - 2-yl ) - N-(5-phenyl -1, 3, 4- oxadi azol - 2-yl ) urea;
28) N—(5-cyclopropyl—l,3—thiazol—2—y1)— - (4-methoxy-
phenyl) -urea;
29) N-(5-isopropyl-1,3-thiazol-2-yl)-N - (4-hydroxy-phenyl)-

urea;

20 30) N-(5-bromo-1,3-thiazol-2-yl)-N - (4-hydroxy-phenyl)-
urea;

31) N-(5-phenyl-1,3-thiazol-2-yl)-N-(4-hydroxy-phenyl)-
urea;

32) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N - (4-hydroxy-

25 rhenyl) -urea;
33) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-hydroxy-phenyl)-
urea;
34) N-(5-bromo-1,3-thiazol-2-yl)-N - (3-hydroxy-phenyl)-
urea;
30 35) N-(5-phenyl-1,3-thiazol-2-yl)-N- (3-hydroxy-phenyl)-
urea;

36) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N-(3-hydroxy-
phenyl) -urea;
37) N-{(5-isopropyl-1,3-thiazol-2-yl)-N-(2-methoxy-phenyl)-
35 urea;
38) N-(5-bromo-1, 3-thiazol-2-yl)-N - (2-methoxy-phenyl)-

urea;



1 9 F E B 2D03 WD 00l 26203 -21 PCT/ EP99/ 08307 144) 19 FEB 2003
N- (5-isopropyl -1, 3-thiazol-2-yl)-4-(2-o0xo0-2, 3-di hydr o-

1H benzi m dazol - 1-yl) - 1- pi peri di ne carboxam de; 145) T/EP99/08307

N- (1, 3- benzot hi azol - 6-yl ) - N- (5-i sopropyl - 1, 3-t hi azol - 2-y[YUrea; 5 146)

N- (1, 3- dwoeR§I®3 1H- pyrazol -5-yl ) -N- (5 |sopropyl 1, 3- th| azol 2-yl ) urea;
147) N (3-phenyl - 1- et hyl - 1H pyr azol 165' yl)- N -(5-isopropyl -

1, 3-t hi azol - 2- yI)urea 148) N-(5-isopropyl_-.1,3-1hi = 2nghy13-hydr oxy- 1-
10 pi perl di ?i g1 de; 3448)azol- 1? {))y (:5 hitaesl-2

N- (5-1 sépt opyT thlazol 2-yl)-N-(2- rrethyl 13-

di oxo- 2, 3-u:hekw;dro 1H i soi ndol - 5-yl ) urea; N'—(2 -methoxy-

N-(5-i sqpr.opyl - % ythiopzoby2-1l B4 béﬁ?}r 1y pi perazine carboxam de; 15 151)
N ( 5- i s @ opyI 3- th| azol - 2-yl ) -4-net hyl - 1- pi perazi ne carboxam de; 152)
4- hydr oxy- phéﬁyikobF%%yl 1,3-thi azol - 2- yl ))/—1],-_Np_i pza.rﬂ}@khmycaplhﬁzfx%%'de; 153)
N-(5-is0 Jﬁ—?astd't!x&zml-—zt M- EE.azsg 4"

azab?cyc nonane- 3- car boxam de; 154)

N- ( 5- |sopr @pyla-vl 3-thi azol - 2-ylI, %4 % Yl phapskdxE- ppepﬁiém ne

car boxarm f #5583 - Hr@xbd)-sf(@‘f‘ﬁ%lb?% ?) E‘y i sopropyl -1, 3-thi azol - 2-

yl ) - 1-pi perazi ne carboxam de; 25 156) N 1) -

N (5-i sopropaail, 3-t hi azol 52 -hydroxy-pheny

t et rahydr, @—)1HN1,@-@hengdﬁ—ézép}ﬁlﬁéaiogarb i

xam de; 157)
N ( 5- |sopropyl 1, 3-thiazol -2-yl)-N~- (5,6, 7, 8-

t et rahydr o- Erﬁ%pht al enyl )urea; .1 1) -N - {2-hydroxy-

N- (4- phenydy- ZﬁME—ZIMO)NO)PIN-PG@ |1s§propy ZO1 3- tyhl azol -2- 30 yl)urea; 159)
4- (4- quorobenzo Il %I-QS i sopropyl -1, 3-thiazol -2-yl)- 1- plgerldwe

car boxani dePR¢ 5 [ sopr opy] - &1%%3&@2@1)2—1\y+)4m&t80d R§8Y 6! 2-
benzof ur ags H- yma UEEESOP’—’OP

)
)

)

| -y i - nyl)-urea;
54) - (5-bromo- 1,3~ thiazol-2- 1) -N - {3-n1tro rhe | |
1 — — N
N-(5- phenyl 1,3- thiazol- 2-yl)- N—(B—nltro phenyl urea
55)

- (3-ni -phenyl) -
6y N-(5 cyclopropyl 1,3- _thiazol-2-yl)- -N ~(3-nitro-p
g -(5-

)

) !
(

3 O

e - l-urea;
61) N-(5- isopropyl-1. 3-thiazol-2- yl) -N -benzy

ea;
62) N—(S-bromo—1,3 thiazol-2- yl)-N -benzyl-ur



35 161) N-(5-isopropyl-1,3-thiazol-2-yl)-4 -(2-pyrimdinyl)-1- piperazine
car boxani de; 162) N-(5-isopropyl -1, 3-thi azol - 2-yl ) - 3- oxo- 3, 4- di hyldt 6B 2003

1(2H) -

N- (5- i

qui noxal i ne; 1 9 F E ~ 2003 WO 001 26203 -22 PCT/ EP~9108307 163)
sopr op@loere283t hi azol - 2-yl ) - N- (1H i ndazol - 6- yl)urea; PREWEP9/08367
sopropyl -1, 3-t hi azol - 2-yl ) - N- (2- gRl orobenzyl)urea; 5 |55)
sopropyl -1, 3-thiazol -2-yl)-N-(2,4- di chl orobenzyl )urea; 166)

[ | -1, 3-1 hi |- 2- =N (3-, ] I . 167

| sopr oyl - TSR T2V )N 240 ar e o ShergoTd ir ea: 168)

i sopr @)l - IN-3ti-hhadaip2empd) - N 3« idzodi-Ri-ydn ebenzyh 3 vt eared 69)

[ | -1, 3-4 hi -2-yl) - L, 5= -dif | | ; 0

| Sopr ol - T3 BB N ok AT Ben ot s Yo

i sopr d®) - N-3¢G+h el ~2- 34 Yh e U-Zrydr) oXly- Beynedhdxy) beeyéd urea; 172)
[ | -1:3 ']%glz - -met_hyl - 2~ N )

- :ggi %)?I - %?éﬁ{# az 1 ﬁ%t]ﬁ%%l%tyml—g ul ﬁg%%/#%g%)z%{fu}lge%ag) 174)

1R, 2R) -68)hy d¥ o~ S-at el o= 11 Hdarol - yIN-6= (pyr1d-3-yl) -

i sopropyl -1, 3ytBLazol -2-yl )urea; 25 175)

(
(
(
[
(0]
(

5-i
N- (5- i
N- (5- i
N- (5- i
N- (5- i
N- (5- i
N- (5- i

2003 WD 00/ 2&265%7

sopropyl -1, 3-thi azol - 2-yl)-N-(4- chl orobenzyl )urea; 176)
sopr dPYI - ﬂatim%—-@%t)hwqozl-wrlﬂdiNnym\éﬁQrﬁwéhruml)
sopr omo: - ihgrsiai!sﬂpallc y{%,—ﬁ%@&oﬁ%@mﬁmﬁﬁy fmyh)y:& f;ié\iréJ,S)
r - -1 hi.azol - 2- - - ri.di nyl me urea;
iﬁBr 37% ; f}‘?,i%m%l‘zlzhtm?zzﬂl{)gﬂfll)aﬁr{ bb@ﬁ’i%@)ﬂﬁ%i? ‘%Jsec)r 80)
sopr o) , 1y-3¢3-hivaZidp o ) - N - b aro 1-Ri-pRt hoxy bepyl us et ) 181)
sopropyl - 1a3-t hi azol - 2-yl)-N- (2, 4- di met hoxybenzyl ) urea,; 19 FER

73) N-(5-isopropyl-1,3-thiazol-2-yl)-N - (pyrid-2-yl)-urea;
74) N-(5-bromo-1,3-thiazol-2-yl)-N - (pyrid-2-yl)-urea;
15 75) N-(5-phenyl-1,3-thiazol-2-yl)-N - (pyrid-2-yl)-urea;
76) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N - (pyrid-2-yl)-
urea;

77) N-(5-isopropyl-1,3-thiazol-2-yl)-N - (benzothiophen-2-

y1l)-urea;
20 78) N-(5-bromo-1,3-thiazol-2-yl)-N - (benzothiophen-2-yl)-
urea;
79) N-(5-phenyl-1,3-thiazol-2-yl)-N - (benzothiophen-2-yl)-
urea; N- (5-cyclopropyl-1,3-thiazol-2-yl)-N-

(benzothiophen-2-yl)-urea;
25 80) N-{(5-isopropyl-1,3-thiazol-2-yl)-4-morpholine
carboxamide;
8l1) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(4-
methylphenyl)urea;
82) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-
30 fluorophenyl)urea;
83) N-(5-isopropyl-1,3-thiazol-2-yl)-N'- (4-
cyanophenyl)urea;
84) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-
cyanophenyl)urea;
35 85) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2,6-
dimethylphenyl)urea;
86) N-(5-isopropyl-1l,3-thiazol-2-yl)-N- (4-

fluorobenzyl)urea;



-23 182) N-(5-isopropyl-1,3-thiazol-2-yl)-N(4- dinethylam nobenzyl)urea;
183) N-(5-isopropyl-1,3-thiazol-2-yl)-N(2,5- PCT/EP99/ 08307

di met hoxybenzyl )urea; 5 184) 1 9 FEB 2003
N (5-i sopr op¥l 002623t hi azol -2-yl ) - N-[ (2-chl or o- 6- phenoxy) berrtIVEPes/e&3e7 185)
N-(5-isopropyl -1, 3-thi azol - 2-yl) - N-[ (1R g2S) - 2- hydr oxy-

2, 3-di hydro- 1Hi nden 1-ylJurea; 186)

N-(5 i sopr -t .hi azol vyl )= N’Q{‘ I’¥ met hyl ) phenyl ] ur ea;

287) N-(5- s0pr‘\5> —iS %Drt“?ﬁ’iész -3 Z‘j YYMAN 2

Rl_e?? m dazol azeyp)tp?ﬁnyﬂ]) :uur@a,, 188) 5oyl 15 189)
i sopr , i azo y. azo yl ) urea;

N-(5-1i sopré(;%%//l 1\1[(35 TS lély1 Iltbﬁjzaporfhyly QUIYé]O| i nyl)ura; 190)

N- ( 5-i sopr opgkety3phkhazdhr2ayl ) N[ 4- (cyanorret hyl ) phenyl Jurea; 191)

N-(5-1 oprézg))yl 31_, g( ﬁazo‘%p% %)H ﬁ::( 200U _yl)urea 20 192)

N-(5-i sopropyl (1- oxo- d| hydro- 1H i nden-5-yl)urea;
193) N-(5-isyp? @fﬂyholcarbbma’:ldlamznsbl )aeszsc:oﬁgli, 3-di hydr o-

2- benzof ur Syl g(?ét 1- -N - (4-
N ( 5- |sopr93é|c1))yl % 1ﬁ-“?ofzo - y][) N- l5azo<§<o 5 6 )7 8- (25
t et rahydr o- 21ﬁ9pﬁpavéayﬁpwléarer395) met hyl - 3- (([ (5-i sopropyl - 1, 3- t hi azol - 2-

I nyl ¢ ¢
I R R S e S

yl ) antfo] car H&ﬁ\?m}aﬁﬂ ﬁé}"bﬁ’nh’ét} Ry-BenPsaEemide;: 197)

N-(5-i Sppr@p)yl -N- lelmcﬁzl%pﬁlyi)}[\klﬂﬂaidﬂ@%ﬁ[ N2 {4 - .

a] pyridi n- 2- hen %} 198) ethyl-4-(([(5-isopropyl-1, 3-thiazol -
yl ) ani no] car ﬁ P?‘Xﬁ? Hf(?ﬁ‘t’ 199)

f 2R) - 1- bereyl - m{(i{&omxabyl -1 Gatdu @lzal 2k ) 36- (4-

yl ) am no] car %?‘F{’g%a gg})gr %%anam de; 200) . .
2- hydroxy-5 I'sO pyl™-1, 3-thi azol -2- yl)am no] car bonyl ) benzoi ¢ aci d;
15 - (5-isopropyl-1,3-thiazol-2-yl)-N-(4-
trifluoromethylphenyl)urea;
95) N-(5-isopropyl-1,3-thiazol-2-yl)-N -3-bromophenyl)urea;
96) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-
cyclohexylphenyl)urea;
20 97) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(4-
phenoxyphenyl)urea;
98) N-(5-isopropyl-1l,3-thiazocl-2-yl)-N-(4-
benzyloxyphenyl)urea;
99) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3,5-
25 dimethylphenyl)urea;
100) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2,3-
dimethylphenyl)urea;
101) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-methoxy[1,1 -
biphenyl]-4-yl)urea;
30 102) N-(5-isopropyl-1,3-thiazol-2-yl)-3,4-dihydro-2(1H)-
isoquinoline carboxamide;
103) N-benzyl-N - {5-isopropyl-1,3-thiazol-2-yl)-N-
methylurea;
104) N-(5-isopropyl-1,3-thiazol-2-y1l)-6,7-dimethoxy-3, 4-
35 dihydro-2 (1H) -~isoquinoline carboxamide;
105) N-(5-isopropyl-1,3-thiazol-2-y1)-N-[(3-chloro-4-
methyl)-phenyl]lurea;



1 9 F EB 2003 WO 0012&203 -24 201) 3
2-chloro-5-({[(5-isopropyl -1, 3-thiazol -2- yl)am no] carbonyl } am nl)?tf(gﬁzzgq C
acid; 202) 3-({[(5-isopropyl-1,3-thiazol-2- yl)am no]carbonyl}am no)benzoic
aci d; PCTI BR98IB@07 5 203) N-(5-isopropyl -1, 3-thiazol - 2-yl peNeLB/OFRA7hy| - 3-
i soxazol yl )urea; 204) N-(5-isopropyl-1, &t hi azol - 2-yl)-N-(2, 6-

di met hoxyphenyl )urea; 205) N-(5-isopropyl-1,3-thiazol-2-yl)-N(2,3- 10

di met hoxyb | Yurea; 206 (5-1sopropyl -1, 3-thiazogl-2-yl)-N_(3, 4-
di f I uor obeﬁ%fl)‘%ﬁ g‘;l%@?}%WN%B?i gb%?b‘?)%&-’l%l?yﬁ)h“%ié%????(?-}ﬂ: 5, 4-
di met hyl phenylertnyéa phEny208)rea ;
N- (5-1i sopr | -1, 3=thiazal - 2-yl )5} %1%# enzi mdazol -5z yl)urea; 209)
N-(5-i sopr:gﬁ)l 1\1 g§th?3§5f’93ﬁ}§/#)§k§ ’(ﬁqbl pnﬁz"léhn?y)l 3fréi2n3m do]urea; 210)
N- ( 5- 1 sopr opylimetRotdyipdroly-12-udee;N- (2- 20 phenoxyacet am do) urea; 211)
N (5-1 gopr -1, 3=t hj | -2:y4) 5D % S%- enyl gl ckhnp do}urea; 212)
N-(5-i g’oprg(%# -Ii %th%gég?@é}y#)?& J(Za C(ll'lzg]rre{%y'lgi\lI 1I(z||-3 7
i m dazol - 2- yldimetthoxyinitenyll Juresa; 25 213)
N- ( 3-i odop =N (B} Y4 - qui | 870} - 2rylngunea. n2lndly,-s-
N—(5-isoprg€€Y-%,ggtﬁfaégPﬁg?y¥)%hk g-(%?géﬁﬁ%%iglﬁqprgpynylyphenyl]urea;
215) N-{3- ( 3chdioFet mien noy-<r-ipr opynyl | phenyl } - N- ( 5- .
i sopropyl -4 @y il 830} sp¥bpyi e; 330 261 M Ly (I 2-(1(30RREBY L= 13- t hi azol - 2-
yl ) am_no) car bonyl } am no?phenyl ] met hanesul f onam de; 217)
2-13- & (5-i PRET MRl - 2-
yl am no] cat bonyk} amgé;aﬁrbpﬂ@l@%taméﬂ@@ﬂj%)l) -N'-(3,5- .
N—[3-(3-hydr§§y}é?but nyl )p eQ%i]-N—(S-lsopropyl-1,3- 35 thiazol-2-yl)ureas,;
219) N- (i m d&26f Rfﬂﬁﬁgﬁu%ﬁ%ﬁ iyl - et hyl ) - N- (5-i sopr opyl -
1, 3-thi azoli2) yN} UkEal -biphenyl)-2-yl]-N-(5-isopropyl-1,3-thiazol-2-
vl)urea;
15 113) N-ethyl-N-(5-isopropyl-1,3-thiazol-2-yl)-N-phenylurea;
114) N-[4-~({[(5-isopropyl-1,3-thiazol-2-
yvl)amino]carbonyl}amino)-2-methoxyphenyllacetamide;
115) 2-{({[(5-isopropyl-1,3-thiazol-2-
yl)amino]carbonyl}amino)-N-phenylbenzamide;
20 116) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2-
morpholinophenyl)urea;
117) N-[4-({[(5-isopropyl-1,3-thiazol-2-
vl)aminolcarbonyllamino)phenyl]-N-methyl acetamide;
118) N-(2-{[cyclohexyl (methyl)aminolmethyl)}phenyl)-N- (5~
25 isopropyl-1,3-thiazol-2-yl)urea;
119) N-[3-({[(5-isopropyl-1,3-thiazol-2-~
yl)amino]carbonyl}amino)-4-methoxyphenyl)acetamide;
120) N-(5-isopropyl-1,3-thiazol-2-yl)-4-(4-methoxyphenyl) -
l-piperazine carboxamide;
30 121) N-(2-furylmethyl)-N -(5-isopropyl-1,3-thiazol-2-

yl)urea;

122) N-(4-fluorophenyl)-N - (5-isopropyl-1,3-thiazol-2-
vyl)urea;

123) N-(2-methoxybenzyl)-N-(5-isopropyl-1,3-thiazol-2-
35 vl)urea;

124) N-(5-isopropyl-1,3-thiazol-2-yl)-N-{2-(l-methyl-1H-
pyrrol-2-yl)ethyllurea;



1 9 FE B 2003 WO 001 26203 PCT/ E P99/08307 - 25 5 10 15 20 25 30 qu%JFEBZMI
2-~[{[(5-isopropyl -1, 3-thiazol -2-yl)am no) carbonyl } ( 2-

propynyl ) am no] et hyl } benzenesul f onam de; 221.)

N- ( 1H i ndoM:@00fi6RO3N- (5-i sopropyl - 1, 3-t hi azol -2- yl)urea; 2ZAGT/EP99/08307

N-[(1S) - 2- hydr oxy- 1- phenyl et hyl ) - hL(S Igppropyl -1, 3- thiazol-2-yl)urea,;

223) N-(1Hindol-5-yl)-N(5-isopropyl-1,3-thiazol-2- yl)urea; 224

{2 ot e e g N ess s e 229

N- (5-i sopropyldur@athi azol - 2-y1) - N-benzoyl urea; 227)

(& mthilog 3 BB (LA AU a0 .o

N-(5-nmeth urea
N- ( 5- et hyI tr3aghisgisiod y‘iU)ciemaberﬁl-gaébzoxemasie,

N-(5-methy{ ;) 351 p&&ﬁln?—é’éplzoﬁlﬁ ?- jm{}&@idlﬂ%‘l%flgclxlarﬂ- o B

(5-methyl -1, 3-thi azol - henyl ur ea;
5- met hyl - 828SPRERA4I- 52&}@&3(& RBERGXBEASY| urea: 233)

N-

N (

N-(5-met hyd 2d) 3vt b azobp 2o =N { Acd Ay ophanyl i ga; (234)

N-((1-ethyl-2- pyrrolldlnyl nethyl] N (5-net hyl -1, 3- thlazol 2-yl)urea; 235)
N- ( 5- met hyl - PiBericdpyl) 22 RTES hydr oxy- 1FprrazoI 3-yl)urea; 236)

N-(5-met hyl2d) 3v4 hsazgdapﬁoyﬂ N:{&myarzcdﬂwimw&ar 237)-

N (4- Iuor Ophe%l&ol g{a ms‘::gx‘aér 3-thiazol -2-yl)urea. The conpounds of
formutd (1) 86 GPYEHE %élﬁfa Fnvention and the salts thereof can be
obt ai ned, 1I®0) i fistanfiuobyplaepy beass( Tainpsprsamdl -1a)3 Wi zliA -i2s-yd )midr ogen
aton1react|n%l%e%%ng %p%afkox% nglg (rr)y N(Il') Rg NH2 35

131) N-[4-(4-chlorophenyl)-3-ethyl-5-isoxazolyl]-N - (5-
isopropyl-1,3-thiazol-2-yl)urea;

15 132) 4-[(4-fluorophenyl) (hydroxy)methyl]-N-(5-isopropyl-
1,3-thiazol-2-yl)-1-piperidine carboxamide;

133) N- (3-ethynylphenyl)-N-(5-isopropyl-1,3-thiazol-2-
vl)urea;

134) N- (2-methoxy-3-fluorophenyl)-N - (5-isopropyl-1,3-

20 thiazol-2-yl)urea;

135) N- (5-isopropyl-1,3-thiazol-2-yl)-N-(4-oxo-1-
piperidinyl)urea;

136) N-(3-acetylaminophenyl)-N - (5-isopropyl-1,3-thiazol-2-
vl)urea;

25 137) N-[3-(2-furyl)-1H-pyrazol-5-yl]}-N-(5-isopropyl-1,3-
thiazol-2-yl)urea;

138) N-{4-{ethyl (isopropyl)amino}phenyl)}-N ~(5-isopropyl-
1,3-thiazol-2-yl)urea;

139) N-(1,3-benzodioxol-5-yl)-N ~(5-isopropyl-1,3-thiazol-2-

30 vl)urea;

140) 5-({[(5-isopropyl-1,3-thiazol-2-
yvl)amino]carbonyll}amino)-1l-phenyl-1H-pyrazole-4-
carboxamide;

141) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-

35 pyridinylmethyl)urea;
142) N-(5-isopropyl-1,3-thiazol-2-yl)-N - (2-pyrazinyl)urea;
143) n- (5-isopropyl-1,3-thiazol-2-yl)-N - (5-phenyl-1,3,4-

oxadiazol-2~-yl)urea;



wherein Ris as defined above, with a conpound of forrmula (111) R~ NCO
(rrr) ~~~0 001 26203 -26 wherein Rl is as defined above; or b) when! RbER 2003
a hydrogen atom or has reported reacting a conpound of formula (1V) N (1V)

R S NCO wheweion26208s as defined above, formula (V) R~ b~ (~)PCREPI/&8367 E 9
2003 PCTI EP99/ 08307 t he meani ngs above,ﬂuth a conmpound of wherein RL and R2
are as defined above; and, if 10 desired, converting a

2o urer o, 1 Bt TRl e eyt Sl LLMA L) (ke anothe, Chpstnas of
formula (1) cEAbehtemnakizvely-be)obtpipedidbnbycarporarsdeconprising:
4501 tr ophart: O O o A Ao P her Shppbr PRIOP St of TP Aehs
obtaining a Qeymoumdaof fornula (VI) or a pol ymer supported formof it, O
O S B G0 EEL L Rt A dpser thed aliote: andfeagtl ng, o, compound
R2 are as deSbmabed -abpléuread, if desired) 25 convertlng a
7o eL00, bt LTRSS LY Lo b 00 TR 20
t her eof . 1,3-thiazol-2-yl)urea;
148) N-(5-isopropyl-1,3-thiazol-2-yl)-3-hydroxy-1-
10 piperidine carboxamide;
149) N- (5-isopropyl-1,3-thiazol-2-yl)-N-{(2-methyl-1,3-
dioxo-2,3-dihydro-1H-isoindol-5-yl)urea;
150) N-(5-isopropyl-1,3-thiazol-2-yl)-4-benzyl-1l-piperazine
carboxamide;
15 151) N-(5-isopropyl-1,3-thiazol-2-yl)-4-methyl-~l-piperazine
carboxamide;
152) 4-hydroxy-N-(5-isopropyl-1,3-thiazol-2-yl)-1-
piperidine carboxamide;
153) N-(5-isopropyl-1,3-thiazol-2-yl)-3-
20 azabicyclo[3.2.2)nonane-3-carboxamide;
154) N-(5-isopropyl-1,3-thiazol-2-yl)-4-(4-acetylphenyl)-1-
piperazine carboxamide;
155) 4-[bis(4-fluorophenyl)-N-(5-isopropyl-1,3-thiazol-2-
vl)-1l-piperazine carboxamide;
25 156) N-(5-isopropyl-1,3-thiazol-2-yl)-4-ox0-2,3,4,5-
tetrahydro-1H-1,5-benzodiazepine-1l-carboxamide;
157) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(5,6,7,8-
tetrahydro-1l-naphtalenyl)urea;
158) N-(4-phenyl-2-thiazolyl)-N-(5-isopropyl-1,3-thiazol-2-
30 vil)urea;
159) 4-{4-fluorobenzoyl)-N-(5-isopropyl-1,3-thiazol-2-yl)-
l-piperidine carboxamide;
160) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-1,3-dihydro-2-
benzofuran-5-yl)urea;
35 161) N-(5-isopropyl-1,3-thiazol-2-yl)-4 - (2-pyrimidinyl)-1-
piperazine carboxamide;
162) N-(5-isopropyl-1,3-thiazol-2-yl)-3-0ox0o-3,4-dihydro-
1({2H) ~quinoxaline;



1 9 F E 8 2003 V1' O 00! 2&03 -27 PCT/ EP991 08307 More particul arly, ﬁ@??
referring to the process perfornmed by using pol yner supported speci B3
synt hetic pathway can be summarized as follows: p CLOH( pj' - S (V 11) |
~ N (VI wd¥rmeexci / o~ OO0O~S\ ~ NO (IX) 0 H O-N-N \p@OZEPH08B7~S R
(X) HNs ~R1 HN R2 In addition) mhe2§geferr|ng to the process perforned
by using pol yner supported species, ent i onal reactlon conditions are

well known to the skilled nan. is furt r to the n skilled in
the art thdt>4 V1 %ﬁﬂﬁﬁﬁﬁ%ﬂ(ﬁ'?(ﬁhﬁﬁ%P%#% '@%a HWRFAU NG to the

above procesyesures ;obt ai ned as an adm xture of |soners thelr separation

02 L e SR PEBLS P A s sccoding, pyconyenty onal echni ques

conversion_lnhmotbbehzyé)areaeldo 1, 3t hi azol e derlvatlve (1) of a
cor [ esondi e, S8l fx Leenl, ACO0r il o upI) ity ppocedures in the art
are anal ogy dnché9$ebewhy¢hu¢aa,be carried out according to well known
Methods. 166y N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-
fluorcobenzyl)urea;
167) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3,4-
10 dichlorobenzyl)urea;
168) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2,4-
difluorobenzyl)urea;
169) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2,5-
difluorobenzyl)urea;
15 170) N-(5-isopropyl-1,3-thiazol-2-yl)-N-2,6-
difluorobenzyl)urea;
171) N-(5-isopropyl-1,3-thiazol-2-yl)-N-[(4-hydroxy-3-
methoxy)benzyl]urea;
172) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(5-methyl-2-
20 furyl)urea;
173) N-{(5-isopropyl-1,3-thiazol-2-yl)-N- (4~
methylsulfonylbenzyl)urea;
174) N-[(1R,2R)-2-hydroxy-2,3-dihydro-1H-inden-1-y1l]-N - {(5-
isopropyl-1,3-thiazol-2-yl)urea;
25 175) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-
chlorobenzyl)uresa;
176) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(2-
pyridinylmethyl)urea;
177) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(3,5-
30 dimethoxybenzyl)urea;
178) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(3-
pyridinylmethyl)urea;
179) N~-(5-isopropyl-1,3-thiazol-2-yl)-N'-(4-
trifluorobenzyl)urea;
35 180) N-(5-isopropyl,l,3-thiazol-2-yl)-N-(3,4.5-
trimethoxybenzyl)urea;
181) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(2,4-
dimethoxybenzyl)urea;



1 9 FEB 2D03 WO 001 26203 PCTI EP991 08307 -28 The reacti on between a conpound
of formula (Il) and a conpound of formula (Ill), or the reaction bet (veffpanQ3
conmpound of forrmula (IV) and a conpound of forrmula (V), can be carried out
in a suitabwe mwakyaent such as, for instance, 5 dichl oronet haag/Erofrbgronf or m
tetrahydrofuran, diethyl ether, 1,4-dioxane, acetonitrile, toluene or
acetone, at a tenperature ranging fromToomtenperature to reflux for a
time varyi bet ween, about 1 to 96 hours. The reaction of a conmpound of

for mul a (Hqig“td%'gi?felsao%ol%%m%u%ﬁt%%a?%'myalWiy<i4§ carried out with

4ni t rophenyl aileraf0emhebedrzyva )p@lepner supported formof it, in the

presence af tertiary base such,as,. for. instance, triethylam ne,
N- net hyl ngjrap%ollf—ng' ,Cﬁ@r%ﬁ’}(ibjgr%b%:’e?%%%jﬁy of '6%1’#’& ne, in a suitable
sol vent 15 sdéhmeabokgbeene,l )diredal;or onet hane, chl orof orm di et hyl et her,

Lomper 3t ure Y angi ft 1TOM GPF ok fet D137 S T bOm CERPLPRCLT e, The -

reacti on bet mbenozyc¢brpewddugfeafiormula (VI) and a 20 conpound of fornul a

(V) to gi ) TR0 UL mula_ (. n e -canri ut i N, a, Skl le
sol vent sﬁ%ﬁag@ﬁuﬁeﬁoﬁ%ﬁg}&%%%n& %%,?1 czliﬁ)ﬁ/ol(r:)ofl\{orﬁlgi’ eFkyFtWZ#ég?

t et r ahydr of ugn?-gdéBy8nptAH- inflep-di-ogdneear N, N-di met hyl f or mani de, at a

t enper at ur i f tq reC rAat e o ef _tn the
above- mnt?aoﬁlgg@sg%elé%%@%y' %éymf sol i dzayﬁla)sﬁ aéé?oggﬁr?éécéncer ned,
conpotifld (VI PeFPYanrbenpldpaedd by reacting conpound (VI1) with

4- mer capt opdrenat- | 9 1S PEESENT €3 Of h A PSS SHON @S (RO @gsi um tert - but oxi de,
pot assi um cali)bonat e .or potassium sodium hydroxide and in a 30 suitable

sol vent such®58ZNMarRet Hy MldPRERYdd U534 tenperature ranging from 40 to
60 C. The r®&ActN-o(6-hetowespoednpodnch{addi)2-and s niBreppbanyl chl or of or mat e
to give corrpﬁgngzgllx%_C@Ut%%aqarri ed out in presence of a base such as

N- net hyl nor p rne, ri t)hyl arfine or N,N- 35 diisopropyethylamne in a

sui t abPe s3er- Suckeasrapyht br dneh el - Tht lor-0f e @y mé By Ui 6xane or N, N-
di met hyl f or n%'-gglgkyliqg%tagrrper ature. 19 FEB 20Q@ WO 001 26203

PCTI EP99/ 083 9 The reaction between conpound (IX) and the conpound of
formula (1439} v%‘e?%ﬂﬁ@“f%mé%'%le%t‘?%%@%%\bé)'tl\hu:§4obt ai ni ng the conpound

of formul a (Xkya&amebBytabhie@d10Ml-elan a suitabl e sol vent such as
N-di.met hyl f or pam de at room

di chl or onet han |l oroform_5 toluene aor N,

t enper at Uﬁe%oﬁqhg TIPREIRY hgt bet AbAuty 2 1H-23-HBARSL 1HKE) PESR{ i on
bet weefl t Hed Zonpo(bid dpfapyid B, 9hiader-e4y 1R M6 -as-descn| Dedimpave, and
t he conpound-of .farnulka erein Rl and R2 are as descri bed above, thus
obt ai ni ng thégléggggupguxgygfr Oormula (1), can be carried out in the
presence of?d Pised surdreerylt et hytkain zml - N WHdiN sdpropplét By anydecor

N- et hyl nor phaobkR8 ok ransei-t,ahle g0l vent such as toluene, acetonitrile or
N, N- di et %/i%or mam de at a tenﬁer ature ragggi ng fromroomtenperature to
100C. 15 ) Vel Bt ISP bnv et SHOYR L o ¢onpdlndSoP*PopnBit 4 §1) into
anot hes conpaendabi/dkerouhaphickieaylbarearri ed out according to known

met hods. As_an exanple, the nitro group of a conpound of formula (1) may be
converted $htb B o GldGp iserroeydmend -therz20-@xanpl e, with stannous
chioride in GaneaahpaLedpRydnqaliarhc agkdndidoRy using, 1f necessary, an
organi ¢ solvent such as aceti ¢ acCi 8 f -dioxane and tetrahydrofuran, at a
t enper at urkd &armye gy bet-wedn S-aeopremyarat 0-ehaadoabaut 100C. 25 Li kew se,
an al kylthio (Ir an arylthio group may _be converted into the correspondi ng
al kyl sul f ony¥ 1ARBLRPY FaGPPENY 2§E-86p By "EER¥L PBRZOREE  exanpl e, with

nmchl oBoperb®ny ai<( Bai shp by Bl | bt el $01 Menty 1suah - a3 -ding b 9p et hane or
chloroform at_a_tenpe atlire var ing 30 from about -5C and room

t enperature. & Réfr&(éfnﬁa ay 539'1?9@%5%" &f'of a conpound of fornula (1) or the
conversi om ®f) ae@)f-4 N9 (5he bieepsammoyndnLag welh_as the separation of a
m xture of isonmers into the single isoners may be carried out by

convent i onal yAeehads ] c85bdhy ldampaontsnabatermula (11) and (1V) according

to the abay rocesses are known C ounds or can be obtained according to
known net hjo%%’D Phase enzylk‘z-(([(%r—rqsopropyl—l,3-thiazol—2— 9

35 yl)amino]carbonyl}amino)preopanamide;

200) 2-hydroxy-5-({[(5-isopropyl-1l,3-thiazol-2-

yl)amino]carbonyl}benzoic acid;



19f F9 2003 WO 00/ 2&203 -30 For exanple, a conpound of fornula F%
wherein Ris as defined above can be obtained by reacting a conpouhd &R 2003
formula (XI) PCT/GP99/08307 X (XI) R-~"CHO 5 wherein X is a brom ne or

chl ori ne atvoompomeh thiourea in a suitable solvent such as PEUVRBINNIEI0T

et hanol , tetrahydrofuran, 1,4-dioxane oy _toluene) at a tenperature varying
bet ween room t enperature and refl ux, for a SU|tabIe time ranging from about

1 hour to ut. 24 _hour ound of can be obt ai ned,

f or instaﬁ@gg “P@é@Fﬁ%@ éqégnﬁéﬁ &Ogylfér FFPé %%erein Ris as

defi ned abowﬁlmmﬁhnbleéfboﬁﬁlpammmmhyéﬁz@ﬂmbmﬂ@de or trichl oronethyl
chloroforgﬁhg i,n HQe r.esence §_& ssary, ,of a tertiary base such as
triethyla §'|§65P3pQV CHyEfire or pyridine, in a suitable
sol vent suchyhsamhmbbcanbbnﬁhbamnmébb@mzmrncaei@iuene at a tenperature

r angi fr a 0C A refl ux. onpo f I 1), (V) and

2‘1‘9(3 \%&@:)_ %ﬁ"l% 12s %e/ll 1,95 thl %ocj. 0P Hllr‘poun{if}s I%?el;trpfl é

(XI1) owin o7 all'y avail-abl é or , 3 ternatlvely may
be 20 convenisoxatbdyypiepared accordi ng to known met hods i n organi c

chem stry., gﬁe@JQ@fﬁ%&%ﬂqgéht1p%nQ9Hgg%lof &génﬁla ﬁl according to the

process object of i‘Aventi on nal unctlonal groups within
bot h the stadtheghpuyeheays)vreshe 25 |nterned|ates t hereof, which could

give rise sty uW@L@%@%ﬂ&e}c@l&@ﬁazra,qeq L9, properly prot ected
according to conventlonal t'echni ques. kew se, the conversion of these

latte¥0into @h@thﬁéyﬁéﬁFb%éE¥%@'conpounds may be carried out according to

known 30 angedux@ggléﬂﬁyaﬁymﬂﬁxmAgﬂyéjameQQQQSupi fogmula (1) are active
as cdk/cycllg ghlbltors ? t hey gave positive results when tested 35
accordi ng t o%th u‘PBPPSWﬁS bF‘G‘Eedure WD 001 26203 -31 ~ ~ FHB Z003

PCT/ EP99/ Q8807 NFhe ciasgaanorda -af, Ff-amiaza 1(-2)- yanent hep edore useful to
restrict the unrgg # %en glgferation of tunor cells, hence in therapy in
t he treatnen? 0 P y nﬁr%’such as, for instance, carcinomas) e.g.
manmat§ ¢ a8 Indire 5—|:1mg315>malr-c1i rforrdn i azlcdddery 10 aiNct hbtreh el roiiazy ot ronm,
ovary and en?gyg}égal tunors) sarcomas, e.dg. soft ti ssue and bone sarconas,
and the hema ogi cal nalignanci es such as, e.g., leukemas. In addition,

t he compoify df- &Qﬂ#ﬁﬂﬁ%%ﬂ¥17ﬁe§7ﬂhﬂ?%ﬁ%ﬂ%leﬁO¢ﬁn[f%é‘treatnent of ot her

cell prolifepathyegdisohdRi8osuebans psor|a5|s vascul ar snooth cel
prollferatl%ﬂ a5500|ated wi th atheroscl %% and g%st surgical stensis and
HHa 1A s

rest enosi & N1 R HeS WRRMet - JoT-TAI2ARe

20 phenoxyacetamido)urea;
211) N-(5-isopropyl-1,3-thiazol-2-yl)-N-[(S)-
phenylglicinamidol}urea;
212) N-(5-isopropyl-1,3-thiazol-2-yl)-N-{2-[(l-methyl-1H-
imidazol-2-yl)methoxy]lphenyl}urea;
25 213) N-(3-iodophenyl)-N-(5-isopropyl-1,3-thiazol-2-yl)urea;
214) N-(5-isopropyl-1,3-thiazol-2-yl)-N-[3-(3-methoxy-1-
propynyl)phenyllurea;
215) N-{3-[3-(dimethylamino)-1l-propynyl]phenyl)}-N -~ (5-
isopropyl-1,3-thiazol-2-yl)urea;
30 216) N-[4-({[(5-isopropyl-1,3-thiazol-2-
vl)amino]carbonyl)}amino)phenyllmethanesulfonamide;
217) 2-[3-({[(5-isopropyl-1,3-thiazol-2-
vlamino]carbonyl}amino)anilino]jacetamide;
218) N-[3-(3-hydroxy-1l-butynyl)phenyl]-N-(5-isopropyl-1,3-
35 thiazol-2-yl)urea;
219) N-(imidazo[1l,2-alpyridin-2-yl-methyl)-N'-(5-isopropyl-
1,3-thiazol-2-yl)urea;



15 The inhibiting activity of putative cdk/cycin inhibitors and th@ E@m?cy
of sel ected conpounds was determ ned through a nethod of assay bas gl he
use of the Multi Screen-PH 96 well plate (MIlipore), in which a

phosphocel WP 68%26263 | t er paper was placed at each well 20 boR¢BGREPNASHRI ng

bi ndi ng of positive charged substrate_after a washing/filtration step. \Wen
a radioactivity | abell ed phosphate noiety was transferred by the ser/threo

ki nase to il ter-hot istone, .|| itted was asured |

scintill a’[’zitzgsna gé{Eg&ﬁséggg?%g?’gﬁ?bﬁf%%ggéég%"%f) TS %%W%ig&% vity
was per f or mat e i ang rtaol neeteh v Il epvei emgp sl doseolidelRi nase reaction: 1.5 uM
hi st one bgt r at;e. uv 30 (0.. i Phy-ATP), . g-Cycin Al cdk2
conpl ex, F%‘(7‘)§5|\/|ﬁi r(lﬁ%{bll?éréli F'iq QIF i ﬁal ((58031%1?%8085 11&0§u|)°h6§?f’gr 2CTRIS HCL 10 mM
pH 7.5, MCYWo5AA: 7.5 nmM DIT) were added to each well of a 96 U bottom

wel | B atep2Afer (18) 0bhDhalh+34.Ci L ' aacticor pped _by 20 ul
EDTA 120 mM A3,5 -0 06 2%%(5%;3’3% gﬁgﬁ%&g@%%gqg&/s Eglggg?ggg%ﬁcgpture: 100
ul were trarfdFaid 4o ERS wel | to MiultiScreen plate, to allow substrate

bi ndi ng tg2phosphegel huesestihjer - @-3lep -yhencyaghed _3-times with 150
ul /wel | PBS %/I\% free and filtered by 5 'tiScreen filtration system
Detection: f1t¥rLwere allowed to dry at 37C, then 100 ul/wel| scintillant

wer e added2amdN'l|P(habel—h?drbkijomeph@ny\@étlﬁlﬁl?Qﬁ'edSbYSBFbe@: tipvigty counting
in the Top- Gqunt OO_E%_n trument. Results: data were analysed and expressed
as o-inhibitTof% red ¥ F3’otal activity of enzyme (=1000). All conpounds
showi ng i AREDbi Ni-0h-2s60rbpwr e, Buthheroanalysedii-bueyderete study and

define po Yol €5 wel L _as.the kinetjczprofile.of inhibitor
t hr ough Iégggl Iéulé??%)ﬁ?%&&)mgébe?gnlﬁﬁ }obn:y{ ngrrbe%c%lluﬁ?Sd was the sanme
descri bed2abov¥; (dhaeshivhhilbBtbhsanete2tebl e -d2.6encentrati ons rangi ng

from 0. 0045 4igndih MMhEXPeri mnt al 20 data were anal yzed by the conputer
program G aphPad Pri'zm "Ki _cal cul ation: either the concentration of ATP and

hi stdme HE28Ub¥rlar@ewBYé-Vadr ERiaaple2-vd) -Pabengvinrrar ATP (cont ai ni ng
proportiopab) yndi bupnedhPi-y; ATPhiapd1024y1 0-8-vhtdiued,; 4.8 uMfor histone

were used,Lp,ahsepce d.2 resence_of t different, properly chosen

i nhi bi t or 2 Qﬁcgﬁ? af gﬁg?@xgéF neAPAr %m'W%MK%%%P¥W%%WUter

program SEgimhPNet SfoetKyldet @rF thhatbbn2 -ws) g -aheardarehi;r eact ant system
+ A B K K8

T
20 233) N-(5-methyl-1,3-thiazol-2-yl)-N - (4-fluorophenyl)urea;
234) N-[(l-ethyl-2-pyrrolidinyl)methyl]-N-(5-methyl-1, 3-
thiazol-2-yl)urea;
235) N-(5-methyl-1,3-thiazol-2-yl)-N - (5-hydroxy-1lH-pyrazol-
3-yvllurea;
25 236) N-(5-methyl-1,3-thiazol-2-yl)-N-(3-pyridinyl)urea;
237) N-(4-fluorophenyl)-N - (5-methyl-1,3-thiazol-2-yl)urea.

The compounds of formula (I) object of the present

invention and the salts thereof can be obtained, for
30 instance, by a process comprising:

a) when R, is a hydrogen atom

reacting a compound of formula (II)
st
(
R S NH,

wherein R is as defined above, with a compound of
35 formula (III)

R~NCO  (ill)



19 FED 2003 WD 00/ 26203 -33 PCT/ CP99/ 08307 Foll owi ng the nethod above

descri bed, a representative conpound of fornmula (1) of the invgrgt'@] whi ch

is N(5- isopropyl-1,3-thiazol-2-yl)-N(3,5-dinmethyl phenyl)urea, UJE@ an

i nhi bi ti ng Ve@0#/26203 t owards the cdk2/cyclin A 5 conpl ex cor PEERRRYBHT t O

0.56 uM (1C50). In addition, the inhibihking activity of putative cdk/cycln

i nhibitors and the potency of selected corrpounds was determ ned through a

nmet hod of assay, based qn the se g d SPA (Scintillation Proximty

Assay) 96 wel | "BFAfd"adsays é]’ﬁe BEHATY i 3P DEsedon the ability of

streptavi b wiverat & SRA beeid;sd:t@gmptambet aobi bizisy| abed reeptinge devowed from

a phosphoryl |on é te of histoe. When a radioactivity | abell ed phosphate

noi ety was 1 RFahsterred by the ser/threo kinase to the biotinylated

hi st one pepti degealcitghy emidamesbunss ofedsumadai fI¥)scintillation counter. The

i nhi bition assay of cdk5/p25 acti V|t was performed according to the

foll ow ng protocol: 20 Kinase rea g 1 0 uM bi otinyl ated histone peptide
e

substrate, 0.25 uC P338-ATP, Iex 0-100 uMinhibitor in

a fina volune of 100 ul buffer S rrl\/IpH75 Mmd 2 15 nM 1 nM DTT)
were added to gach il | gof;ia 96 UdQ?HuQ@ %dvepl aleenATd etom oﬁha ats37 C
25 incubation, the reaction was stopped by the ‘addi tion of 5 SPA beads

i n phosphat e- berard@ sdine cont ai ni ng 0.10 Triton X-100, 50 uM ATP and 5
mv EDt A. The beads were allowed to s tIe gyd t he radi oactivity

i ncorporated in the 33P-1abelled pB wa{ detected in a Top Count 30
scintillation counter. Results: Data re anal yzed and expressed as %

| nhi bition using the formula: 100X(1 - {Unknown - Bkgd)/(Enz. Control -

Bkgd)) 35 |C50w\h%|rlée.@h wey e sﬁaCUhat @deUsizRy AeYaheat i gRoGE; t hgndour; £
par anet er | stjcs equatio FFR, ~nm VWO 00/ 262£3 -34'Y - .100/11 + 10

A(( LogEcsE >68d3| oﬁ@ﬂev\hé% @ ?oafﬁwoaﬁdwhlw Ri Blegigative o

formula (I) into another such derivative of formula (I),

and/or into a salt thereof.

The compounds of formula (I) can alternatively be obtained
15 by a process comprising:

reacting a compound of formula (II) wherein R 1is as

described above with 4-nitrophenyl-chloroformate, or a

polymer supported form of it, thus obtaining a compound of

formula (VI), or a polymer supported form of it,

y?’ Q o

wherein R i1s as described above; and reacting a compound of

20

formula (VI) with a compound of formula (V)
S\ )
\
R,
wherein R, and R, are as described above; and, if desired,
25 converting a 2-ureido-1,3-thiazole derivative of formula

(I), or a polymer supported form of it, into another such

derivative of formula (I), and/or into a salt thereof.



PCTI CP99108307 5 The conpounds of fornula (T) are therefore useful9grp 903
restrict the unregul ated proliferation of tunor cells, hence in therapy In
the treatnment of various tunors such as, for instance, carcinomas, e.g.
manmary ca™@ A@E3 | ung carci nomm, bl adder carci noma, col onPCHERINSHE
ovary and 10 endonetrial tunors, sarcomas) e.g. soft tissue and bone
sarcomas, and the hematol ogi cal nmalignancies such as, e.g., leukernias. In
addition, the conpounds of fornmula (1) are also useful in the treatnent of
other cell proliferative disorders such 15 as psoriasis, vascular snooth

cel | proldNdes apéovhiassacrinat edhent lrefteheriosciter oshie andcpost psufgioal

st enosi s &Pdu%ggﬁeﬁacebzléﬁr{eazﬂds{l%é{]@e&r %’ﬁ%@%@% of 1l Z%SZ%U%E& dhé%ﬂ%y The

conpounds “of p i nVention can be adm ni ste el ther as”single
agent s orcam|bersimnaedzedias combiewdi on with known anticancer treatments
such as radi ation therapy yr chenotherapy regigien in conbination with

cytostatic or cytotoxic agents. As an gx €, the above conpounds can be

adninistqug)yﬁ“k%ﬁ conmbi nation with o nore chenot herapeutic agents
such as, f I nst ance, taxaqi’ Txane”
0

: vatives, CPT-1], canptothecin
derivatives) anthracycl?ne 0 sides, e.g. doxorubigino.Qr_pirubicin,

et oposi de, n@mgl bin Bl ast i ne, ggy bopl atin, cin mnd the |ike, 30
optionally within |J mal formul ations thered?m‘ & conmpounds of fornul a

(1) of the present® invention, suitable for adminicstration to a nmammal, e.g.
to humans, can be adm nistered by the usual routes and the dosage 35 | evel

depends upon the age, i ghta._ca 'tio-\~of the patient and the
9 FH B 200 ] OO ~&203 - 35 PE&H-EPOI®88307 For
ge adopted flg a adninistrat;pga?h a conpound of

adm ni stration route
om about 10 toO abouw+§80 ng pro do € Jromlto 5

exanpl e, 8 i_tabl e _ldQ
formul a (ange

times daily. The conmpounds of the invention,can be adninisté inab
variety of dosage forns, e.(g%) orally, in the formof tablets, psul es,
sugar or filmcoated tablets) liquid solutions or suspensions; ‘rectally in
the formof suppositorjies; parenteral ly, e.g. intranmuscularly, or by

i ntravenous and/ or if# fieca and inyraspinal injection_10 or i nfusion.

The presentjnventi ¢ Ho i ncfudes haceut i cal "conpositrons éBnprising
a conpounﬂié}’??ﬁ~ , or a pharnmacewutically accept gbRé salt thereof,
in associatton Z5 with a pharmaceutical | Y acceptabl e %%ijient (whi ch can
be a garrier or a diluef). The pharnaceutical conpositid&¥s containing the
conpounds._of the i.nventipn are usual l repared_foll ow ng conventi gnal

et hods aHe. AR s VBFRA o S e maRoLkT S aPFy R, dr S STy A For
exanpl e, thengol pdlpmekf osnmpprayedontpieriesogetcharenittibnghe aekicre on
compound) cfhaiieDbas 8rQ wl B! RREm deX LRSSy PRRENGAe, sucrose, cel lul ose,
corn starch or potato starch; lubricants, e.g. silica, talc, stearic acid,
25 magnesi um or cal cium stearate, and/or pol yethyl ene glycols; binding
agenty erg. it ahGheer AL GYMmnheehah Rei 1mRBhYlcethel 28€, that if
carboxyneth%lcellulose or_ pal yvi nyl rrolidone; dlsag%regatlng a%%pts,
e.g. a starth CARRYRE & dioaMYiAat £ or REERERSst AFEATGEYB ol R eFRe
ef f er vescabgva0 grioddd=es;, dyesbbithinesnwest eanr sdmieituinyg agenissreueh as

| eci t hin, g&ysorbateg%.laurﬁgsul hatesh nd,, in ener%l,fnon-%gxi% and
phar nacol 5§| LRI ISFRHET Ve $UHSt artes SuSEdSi i FHNFac &bt i ta™ 7 mitdt i ons.
Sai d phar aecendlingl tur epanvenvnsnaiby teehmamufesct Us ecs tin Ik newohimnnde, for
35 eﬁgﬁplgcogg g?agﬁeoér%%éhﬁgingéggyéﬁting, tabl etting, sugar-coating, or
filn}coatlng processes. e Tiquid dispersions for oral admnistration may
be e.g. shrtpsisenul $hens canverisigansi oase the free 2-ureido-1,3-

thiazole derivative (I) of a corresponding salt thereof,

according to well-known procedures in the art, is still
within the scope of the invention.

20
The above process-variants are analogy processes which can

be carried out according to well known methods.



1 9 FE ~ Z003 WO 001 26203 -36 PCT/ EP99] 08307 The syrups may con1g¢98q@3
carrier, for exanple, saccharose or saccharose with glycerine and/or

manni tol and/or sorbitol. The suspensions and the enul sions _may contain as
carrier, 5 Y8988 ple) a natural gum agar, sodium al gi nat 8CTHFEY{8307

met hyl cel | ul ose, carboxynet hyl cel | ul oseg -or pol yvinyl al cohol. The
suspension or solutions for intranuscular injections may contain, together
with the agld V?eﬁ_@@i%‘rﬁndbe@wég pf?r ReEpdIR! by acseptabl & oBf bl & 0.
sterile water, olive oil, et yP ol eate, glycos, e.g. propylene glycol, and,
i f desire@ompoand afife disumilaof (GFIddcai #& hydeockeactden Thetyseti dns for
'ntrQVenO%%m@BdﬂH'é¥“¥é¥mﬁi§U?i@ﬁsaﬂ@yaC@&&ﬁbﬂnésoﬁafékﬁﬁlafQV(?XéHH|91
sterile 15 water or_preferably they may be in the formof sterile, aqueous,
i sotoni c £ iGFEFERUtTOhsiBrat feytAaye cORt PRt aguah cafri EPTpLosyRRAR!

gl ycols The SURRRSAEIHARS, MYcKDOE S ik 0get heerwhidrbheras! | vegeepppund a
phar maceutical |y table carrier, cocoa 20 butter, olglet hyl ene

acce . €.
gl ycol, a oxyet hy r ci r or®Y eCi t hin.
| | §oxye ‘ﬁ‘ TS bPFEHOFéFFglﬁ '&OEEFB? Sdr 1HA M 0r2t ei t hi
The fol | owerpeeptesrahgingr Frembioddo tohpétatilrd heopresdnix i fusenki on.
25 Exanpl e .1 Preparatiqn of nethyl cyclopr | acet at e Cycl opropyl acetic
acid (1. O%th?e f&rwqﬂ&%t%? cﬁ%)s‘bq \;echpr?%%‘orﬂrsof net hanol . The sol ution
was cool e@le B€aandon 30f ma otospbhndi ofactdraGdawer € Idnopped giveder a
stirring. T | uti mai nt ai at roomft ratu over.ni,ght ,and
t hen ip@ur gfh%n%%%#ceg\%aﬁ?r%%g?fi ggﬂv{n t hl%O §a§%r??um£ t;_‘/dr a l(I::E}gnd‘lfi nal |y
ext r act ed rvii trpoteriyl dnle i omaee, The ox gavlymeay esupmsr tededf mwer ofodi um
sul fate and. evapor at ryness to give. a i Y sRr oddgt. (900
yi el d) mthﬁ mgs uséﬁga§§§ﬁgﬁgﬁ%tEgutgan§g¥u}%ﬂ%rqﬁﬁ%?f?%%?%oﬁg'Exgn%le 2
WO 00/ 26208 “BFPCT/ EPYIAE68302 aPiasar at | OV Tof L2 eIt lopd et hanBl NSodi um
(85 ny; O.Cﬁioﬂsdﬂmp)dym}dﬂmé/egrl NoePi dn®f nRt handyanti& 7s81(8n23 ml)
of sodéun1boroq¥r| e.were agded. A sol ution OL 3.7 g &0.032 gpl) of net hyl
1 such ichlo loroform, thy

s toluene, romethane, c die lether,
tetrahydrofuran, acetonitrile, dioxane or N, N-
dimethylformamide, at a temperature ranging from

approximately -10°C to room temperature.
The reaction between a compound of formula (VI) and a
20 compound o©of formula (V) to give a compound of formula (I)
can be carried out in a suitable solvent such as toluene,
dichloromethane, chloroform, diethylether, tetrahydrofuran,
acetonitrile, 1,4-dioxane or N,N-dimethylformamide, at a
temperature ranging from about room temperature to reflux.
25 In the above-mentioned scheme, as far as the solid phase
approach is concerned, compound (VIII) can be prepared by
reacting compound (VII) with 4-mercaptophenol in the
presence of a base such as potassium tert-butoxide,
potassium carbonate or potassium sodium hydroxide and in a
30 suitable solvent such as N,N-dimethylformamide at a
temperature ranging from 40 to 60 °C. The reaction between
compound (VIII) and p-nitrophenylchloroformate to give
compound (IX) can be carried out in presence of a base such
as N-methylmorpholine, triethylamine or N, N-
35 diisopropyethylamine in a suitable solvent such as
dichloromethane, chloroform, 1.4-dioxane or N, N-

dimethylformamide at room temperature.



5 cycl opropyl acetate, prepared according to exanple 1, in 20 nj g)FEHT@m‘uanol
was dropped to the m xture under stirring. The reaction was nmaintalin at
reflux for 6 hours, then 300 ml of brine were added and the crude extracted
W t h et hl @06R@r i de. 10 The organic | ayer was dried ovePITHFANEINUI f at e
- and evaporated to dryness to give 1.52-9.(550 yield) of the title conpound.
Exanpl e 3 15 Preparation of a conpound of fornmula SV): 2-

cyclot~ro t I |y id M +14. r’r‘r@;@[ | ved in
20 m of mﬁﬁ Ir%%e(:t?é orilgﬁg‘?leg?t e(?o"v(:%bo%ﬁl (tI(})(lf- 6%%1 sol ut’i oﬁ) u?l%o %g
(11.9 rrrml@omul’@ cytIbpr opyherdamol R pi%pa@ed desartbedi ngboveexatiphe 2 in
10 m C r a AP S Th r ai ned
under stl ;E?%ér.%uﬁ}?g 3ghgn Iﬁ%ﬁ %ﬁd cticﬁjf(eedfséa}trre te 6be{rat Erag' )gé;eﬁa% (ﬁmb?EQ 5
mmol ) of t¥% e@hwaﬁﬁhéem@oelvameosuc&ft@ digh @gora@tb@@at ehleasfagd@ed. The

m xtur g was, el | gf-e, )@LHEmﬁ%in?}{kSPﬁaﬁiner hde g, washed suceessbyeby wth
1M hydrochioric acid, water urat ed sodi um bi carbonate and finally with

brine. The:BRYyaREY 1M deteeHrakartovert Sod MRS fate and evaporated to

dryness tomgéwee&céllozg KS0Peh et @cﬁmﬁ&%&léfefgﬁrﬁﬁpém@x BOWEé@apheR4
Preparation of ﬁ ound _of formula \)q% 2- am no- gprou 3-thiazol e
3- Met hyl bt in&Sdefi§88T t2eH 2By nABf) WS (‘ﬁ°§‘§’8|u\?éd ? lrﬁ &

di oxane. Aviselrédn oR, 2¥Hdv/RY @febéenﬁaeCrﬂbddoaBﬁee(4Eh8§ obtailB8ifigmenel ) was
dr oppﬁﬂ therein % OtC fThe 1 %Ege was naint ai ne erat ure under
r ~F

Stirr iy reretwatrer formald FhFLE 480 08 FaB50S4 o chBor b8 367 e 5B Enen
2.83 g (3R m"rm)la)seofsudh oais eardetthfDaminef Nmadallswgn:epaaideﬁylﬂnuee 6

hours at room .sgl u onvva ated {0 yn
resi due WaéS)Pdl Igs gwgﬁ??r}égﬁy’l%gneuéhl Sri de he %Orloderg:{ ract gg with
1M 5 hydr oehl eene, acm:ettdmétqu@)usorayehi Mza@lm@evb%@manbgdmm rg 306

amroni Um hygad ea 80 IR deadR! bl WEniRlhate hiogide. The or gani o

phase was dried over sodiumsulfate and evaporated under vacuum The

resi die walklehr bt GtdpRed FPIEEEian jeh gelcorwioyrd, & ufPFgRiRt HI)

cycl ohexangned h)éh@@:?lb&t ecérﬁb@hr\/@ bfl thAd20a yijehd)cf bhe ddddLospeund.
1H NWVR ( DIVBOdGA (s NH2) ; 6.58 (s, 1H, thiazole CH); 2.9
(m 1H CHWESS® ’f“—’i ?é‘n%*'ﬁ‘ = 1.1? (s, 3H MeCHWe). 15 By anal ogous
procedur esAs henfekbopieg chapoinhds gaoubeopr epapegound of formula (I)

2-ani no- 5-phenyle 1.3:4b828! &inANd 2~ ARG S-dUOPEIPH s ehdrdifll az@Le. 20

20 example, with stannous chloride in concentrated
hydrochloric acid and by using, if necessary, an organic
solvent such as acetic acid, 1,4-dioxane and
tetrahydrofuran, at a temperature varying between room
temperature and about 100°C.

25 Likewise, an alkylthio or an arylthio group may be
converted into the corresponding alkylsulfonyl and
arylsulfonyl group by reaction, for example, with m-
chloroperbenzoic acid in a suitable solvent such as
dichloromethane or chloroform, at a temperature varying

30 from about -5°C and room temperature.

The optional salification of a compound of formula (I) ox
the conversion of a salt into the free compound as well as
the separation of a mixture of isomers into the single
isomers may be carried out by conventional methods.

35
The compounds of formula (II) and (IV) according to the
above processes are known compounds or can be obtained

according to known methods.



Exanple 5 Preparation of a conpound of fornmula (1): N (5~brono- 11§F 92003
thiazol-2-Srl ) -N -phenyl -urea Phenyli socyanate (1.7 mM; 15.6

added to a 25 solution of 2-am no-5-brono-1, 3-thiazole hydrobrom de (4

15. 6 nmmol ) V4Ad02620%t hyl amine (2.1 nl; 15.6 mml ) in dichlor B%@HW3W7O

m ), maintained under nmagnetic stirringpgat roomtenperature. After about 4
days, nethanol (7 m) was added and the reaction m xture was then washed

with 30 b e, over ul_f-at % K at esidug was
purified gloi}ch?génaigge % é&ﬂﬁgﬁl?caff %ﬁﬁil 3?g%t nreelgﬁdﬁt Elen s

di chl or onﬁﬁﬁwm@ﬁmhaﬂﬁl m 1b% t@t@l\r@dl By g {B20)ing  &hecannduadeofpound
as a col oy sql 10! (mp 166-169C/ dec.). 35 1H-NWMR (CDC13) S ppm 10.50
(bs, 1H, -NH Ph) .50 (bs 1H, -NHCONH Ph);7.45 (d, J - 7.6 Hz, 2H,
0o- Ph hydrogens); 1 9 F E B 2003 VX' O 001 26203 -39 PCTI EP94/ 08307 7. 36
(dd, J = 7.3 and 7.6 Hz, 2H, m Ph hydrogens(Xl) 7.29 (s, 1H, thiazole CH);
7.16 (t, J = 7.3 Hz, 1H p- Ph hydRoge@tlp By anal ogous procedure, and by

starting fromthe 5 corre}:i ondl ng i socyanate, the follow ng Ng&ounds can
be prebar ¥3eHGi0s XHchyd B A 29%| SBIGTINR-2 HPBny YL R eBDipH BVBO- d6)
b ppm 10sui&afhe 1H, soNﬁiQNHPh) siicB . 9%5( bs, AéthMNHCONHPH) etﬁaﬂil( s) 1H,

N (o br oG SErR R RS Gy %ﬁog%??a VIEPHERT) - Gt Cemperature

N (5-i sopnvxapydm]g %dﬁwmnlrcﬂaxylﬁexﬂﬁéﬁbwé aary | r pheay| )fonr easuoipak280C 15
1H NVR 8 (b H HP 38 bs, 1H
NHc:orleF>§1)[)I¥r§ g')a(‘% %f a%o"”l(%ﬁpﬁ‘)our 51 %ON :}1)4 ﬁf £5d Hg Ph): 7.21 (s,
2H, SO NH2) ; C@nmm(@ ofHfoxmvdzol E1VOH) cal3. b2 (ghtalikhedCH(fY, instafle(s) 3H,
MeCHMe) ; o m 1 ;

N-benzZ)yI %ﬁ(gg?sggggp;%c?wgkfﬁﬁgzga(tbﬁrlga ?nIf)fl 21 g(% (wﬁ- I\SI)NRaf'4OO
MHz - DVBO- G®)f iSeshm a®o9% (Wi®H, Pie.8y1 13 1 CETROTAYe CH3EHCH3)
, 7.18 (d,trllldhl%z%%tﬂgtlﬁ t&up@m@makew (lra 2Hah@“r phgaykdncd; 66 ftm 1H,
p- phenyl ) ; (rm 2H, o-phen a? |.1. 50 1H, NH:)L 11, 80. (bs, 14, NH )
. ESl (4 ﬁ@cerﬁsf 290 %02 ( iy hasgg Eiboas(l\ﬂf 933 ) N3
N- ( 5- mlelnydllhdizlrrtdﬁiﬂﬂﬁhyaayr}i)nd\l- 64- Sl\ptg,tzfﬂlmyé ph&nyh% sm’llaaa,ble solvent

N- ( 5- Q y4o) en ur ea;

N-ES Fggprsglpgfy ass t%lcg}g y’f%/ %(3 éﬁs Ié?(?qr enyf) é?%‘ée?r?p '4%9-T50C 35
"H NWVR (4G0npéiatDvBOxinging pmm BIR@it( d206’le t\b:(:‘fﬁlu@l-BCI-lCI-B ) ; 3. 06

( m) 1 H'I(h W?&?las ;oi3 fo;m@la( ?Iihl?’ HH(I %d) (XI? arg %eﬁlsknogvhb H
t hi azol e); 6.57
commerc:Lally avallable compounds or, alternatively, may be

20 conventionally prepared according to known methods in
organic chemistry.
When preparing the compounds of formula (I) according to
the process object of the present invention, optional
functional groups within both the starting materials or the
25 intermediates thereof, which could give rise to unwanted
side reactions, need to be properly protected according to
conventional techniques.
Likewise, the conversion of these latter into the free
deprotected compounds may be carried out according to known
30 procedures.

Pharmacology
The compounds of formula (I) are active as cdk/cyclin

inhibitors as they gave positive results when tested

35 according to the following procedure.



1 9 FEB 2003 WO 00/26203 PCT/ EP99/ 08307 -40 6.93 (d, 1H, J=8.3,

H 6-phenyl); 7.18 (m 2H) H S H 2- phenyl); 8.94 (s, 1H NH); 10.351§§E %H
NH). ES (+)MS: mz 292 (100, (MeH)'): B 7003
N- ( 5- br ono- wonozkeazol - 2-yl ) - N- ( 3- net hoxy- phenyl ) -urea 5 m pCTAEPOVINBIT ' H
NMR (400 NPE-DNBC>db) 8 pp: 7.44 (s, lkglfithlazole) 3.72 (s, 3H, CH3) ;
6.6l (dd, 1H J=2.4, 7.8, H 4- phenyl ) 6.94 (dd, 1H, J=2.0, 7.8,

H 6- penyl) 7 13 H, 2 phenyl)

7 . 8, H 5 'BhenAYP Ouri%58 %% gdrrﬁ—}a Nl—f)# 16780 ﬁ“erflgiorﬁl—l) ot %P:‘l[(+fﬁ/5 m z
328 (100, f&&thigt NXK&- p@mﬂqéuﬂaﬁédfﬂpﬁhﬂlﬁkfwkﬁoN-(B{HEtthy-pbemyb) urea;

N- (5- I | -1, 3-.t hi I henyl ) - 15

N (5- | opraBTel 15 (HISHAT 2201 JEHR. pHEy e RasE H R G400 TS DREERdD)

E{Ptmh 1. 2|4 &sl, ﬁblr Jn&t&nc@%@ﬁd&)nqma% 07 (am Iﬂi-zlmmﬁﬂBGbﬂB)ng)ma 03ufim 4§FI)
I aZ0 ) = en .

(m 2H0 2CH 'g‘in‘ﬁl‘% Bhri’g%‘ﬁe)r Céiciggm%H C@!)O;n 13%@‘?%@9 1&"*}%.2‘“&

ESI (+) - MVS: emdgm@6ri & 1 04 unfdieH) ' parcomas, e.g. soft tissue and bone

N-(5- phenyéaf‘célpé%' ggft?h £n¥! %’S_H?ltgtﬂsal/hai” 11gnan%i5es such as, e.g.,

N-(5- cycl opr opy i azol ) - NFphenyl -urea;
N- (5-1i sopr %Vkewlgsthlazol 2-yl)-N-(4-chl oro-phenyl)-urea mp. [91-193C 1H

NVR (300 Mi- DMEOL46h, Stﬂfémcé-m Ads 6H, férﬁu@a Q‘I‘?%)alsg QQefmm 1H,
CH3CHCH3) : 6.95 (d, iH, H t hi azol e) 40 (d) 2H,J 9 m phenyl);

7.26 €8, 24 §ks. 9r§et@eﬁﬁeﬁf| Pthgrofeéﬁsprfﬁlfﬂﬂ?tl‘m éeseséeriHsurah) ES|
I(\:% g/Bb r’dZa89§s§>%9931|éM*‘b')as}:ulij_afafsmﬁloth ce%l proliferation associated
r ono- iazo chl or o- phen ur e
N- ( 5- pheny¥2 40 3. tarﬁafé “21}/‘%/‘%‘35’%@(4"’18@ or 8= f)ﬁe%xﬂzﬁil ]ga stenosis  and
N ( 5- cyclopegpgheéls &hd aznl Re yt Jederdntc hd Hrad-Deemdr)’ s 36 sweea.
N- (5-isopropyl -1, 3-thiazol-2-yl)-N(3-chl oro-phenyl)-urea;
N- (5-brono- 1, 3-thiazol -2-yl)-N(3-chl oro-phenyl ) -urea; 19 FE8 2003 WO
00l 26263 PUT¢ ERi0E830N1g 4dctivity of putative cdk/cyclin inhibitors

N-(5- phenykad, 34 hi aéglte%cyrl ) o@'(%ecilélc‘egg pQ%H\}SB)mHEeawas determined
N-(5-cyclo pyl -1, 3-thi azol - | oro-p %- urea

N (5- |sopr§b§1>u91h3 #hi Beshog- yP% N@(sgakfm BFEEBheﬁw ) threause1 HOENVRRE400
MHz - DMBO- digh1 bi ppfeed-B4 (ds 6We1d=6p8at EHICHCHBI pord) 07 (M whicEH3EGHCH3)

. 7. 07 2H, . H-t le +_H 4- 1); 7.31 (dd, =7.8, .7.8,

10 phonyi Paosbndee it 8E8RE Tt TeePTode | sy (lest) gt T shep” el
phenyl2); 8b80tbm alHowhhiy; bibd0tg(ef bHpiklkye tBakESed( #hbBtrate 2¥6ef100,
M+ | | ) - N-(2-chl henyl 210- 212C
SH“)NNR(S%(%%%;%&%%H L 1S Il Beon asole) 702 Cdd, h
J=1.6, 7.6Whgn g)a Hzraéh@ﬁyrt)twty 2516(12ﬁ1?d1)ele phgsphate, W\@)et?ye was

H 5- phenYWranZiéﬂtréé 195}" t\i‘lel §er7t}§z)ed>+ KrRRenytd cr 0311(1@@{ Haund1. 6,
7.6, H-6-pen|) 8.5 '1131§bs H)N. ESI M5, nz 332

S1 )
(100, (MrHFEFEORE (5. Jpﬁ«@hfw e_E“lst"teFﬁ a?GE- 2MGRFURER2-ThI & 0S5H | afieR. 20
N-(5- Q%CIO@b@ﬁyérl 3-thiazol -2-yl)-N-(2-chl oro-phenyl ) urea;

ﬁgg 'bfgpwﬁgéé E;% hi a%ﬁ)—{/l) %‘F—%&N-rré?h )ﬁ%ﬁé&?enyw uracfr:ivity was

N—(5-phenypeﬁﬁermhﬂaaoteﬁdyhg bp(ﬂhemi¢&ﬁ@w1ﬁuﬂgﬁthﬂuia

Kinase reaction: 1.5 puM histone H1 substrate, 25 uM ATP
30 (0.5 uci Py-ATP), 30 ng Cyclin A/cdk2 complex, 10 uM

inhibitor in a final volume of 100 pl buffer (TRIS HC1 10

mM pH 7.5, MgCl, 10 mM, 7.5 mM DTT) 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.
35



25 N (5-cycl opropyl -1, 3-thi azol - 2-yl ) - N- (4- net hoxy- phenyl ) - urea,;

N- (5- brono- 1, 3-t hi azol - 2-yl ) - N- (4- hydr oxy- phenyl ) - urea; 1 9FER 2003
N (5- phenyl -1, 3-t hi azol - 2-yl ) - N- (4- hydr oxy- phenyl ) - ur ea; :
N- ( 5- cycl oo¥A6208, 3-t hi azol - 2-yI ) - N- (4- hydr oxy- phenyl ) - 30PQVERY/08307

N- (5-brono- 1, 3-t hi azol 2-yl)-N-(3-hydragy- phenyl ) - urea;

N- (5- phenyl - 1, 3- thi azol - 2- yI) N-(3- hydroxy phenyl) - urea;

N ( 5- cycI p 1) ea

N- ( 5- |sopro®ql%11 %BQ yle}/(e?\l-( rk?:oxy %heﬁgﬁ( u‘?%gﬂmweﬁsﬁﬁ_’%c

WO 00522%@&1&%&1&5 E;ﬁLalQQ3 PGl EP%BlllQﬁ,BO? sd‘lbsl‘tﬂYBt(e400HYHZhB|§‘50 ) 83H

ppm S, ;
: Qﬁq?ﬁﬁ%ﬁq—?l%ﬁﬁ?&llfe@% (]Frj(a &Leﬁﬁenvﬂell f@l-""lg’;:z?‘léé?zo%l e)t:L 207 (d,

1H J =8. 31w1|'tl.’]'§ phspy! 11/\0%1&0 (11%5 1t % 2 (gha 1HeiNEbread by

ESI (+)-M5: nmz 292 (10

N- ( 5- bBonﬂ‘M_J,GLSctnrmlﬁjthyﬁa)tNr( 2yetdroxy- phenyl ) -urea mp. 218-220C ' H NMR

(300 MHz-DVBO-db) 8 ppm 3.79 (s, 3H, CH3O ; 6.90-7.98 ( 2m 4H, phenyl);

7.36 (s) 1H, Hthiazoe); 8.57 (s, 1H, 10 NH); 11.13 (b, 1H NH). ESI (+) Ms:

mz 328 (IBkedtad)! filters were allowed to dry at 37°C, then 100

N- (5- phenyl

N (5- byl b et 1555 Rri £t A KISt Ry S Lo Bistage H1

N- (5-br OWQnaJs 3dticrzaa 2pyl ) rdh{da byt DXy - RREMH DU €87 the Top-Count
N (5-phenyl -1, 3-thi azol - 2-yl ) - N- (2- hydr oxy- phenyl) ur ea;
N- (5- ¢§cl dﬂf%‘b‘?{‘mﬁn% t hi azol - 2-yl) - N-(2- hydr oxy- phenyl )- urea; 20

N- (5-i soprrgskzdds 3- BB'téZQde'r% yéﬂawsé& ¥hir el Weas' EmiiMR (G420
MHz - DVBO- df i 3.14 (rn, 1H,

CH3
CH3CHCH3) re%e’b’a&? tol?Pt%t%?%Jz‘b} OfBﬁWM% 234“09—9 3, H2, H 6-phenyl)
: 8 18 (d,APH, dobSundtk 3, s)hdrdvﬁt@hen}ﬂ:)b:,tﬁ)rBS {bs0 14 Mdre Fhr{derlH,

NH) i z_307_(100, .
N-(5 bromfa%f@?‘?'?azé‘l Z%rg?ﬁ( sé%ﬂa}heny?fiﬂ?egetemy (IC50) as
N- ( 5- phenytelil 3- ahi amezlwryeﬂ\%qipmftnrlca phehyl jnbikator through Ki

N-(5-cycl opropyl sds @zt hi azol -2-yl ) - N (4-vitro-phenyl)-urea;

N-(5-i sopropyl -1, 3-thiazol -2-yl)-N(3-vitro-phenyl)-urea 30 mp. 220-222C
"H NWR ( t@oppm the4 PECLEFPLJ=6S§d CHECHCHSRE: Jamgs (m
1H, CH3CH@&Icrided 04 41SovdH, Wﬁ@i‘é‘zmﬁ}hmbl?t&%(ddverjé" Jebtrdad 8. At
H-5-phenyl) ; 7.77 (d) 1H, J=8.2, H 6-phe 7.83 (d) 1H, J=8.2, 1.5,

H 4- pheny|§on@eEr 35i¢ns TRNgdag Srqm 20 P\éﬁ?l Jeo ol Usiis, ErgerNmented. 60

b 1 19FE
I(3 ZOO% %9%%0#%@%%%%0&% Q%H?azoﬁ%%c’y%arr\l-\% nlrt?ar o%henyl) ur ea;
N- (5- phenM;@Leshl@.i@;o_.z 91 yhear ( 8hai cppcpRényLt)onr e4; ATP and hlstone
N- ( 5- | opy t h h
N-ES fggpr opyl - %%éﬁealzg%]%-yl%g-) %;ggyrléj:gée;%) llé/lgea%go m 6!\?50 db)
8 pm 1.21 cﬁ&nte@ﬂ‘llﬂgfsp%oportionally diluted P”y-aTP) and 0.4, 0.8,

1.2, 2.4, 4.8 uM for histone were used in absence and

25 presence of two different, properly chosen inhibitor
concentrations.
Experimental data were analysed by the computer program
SigmaPlot for Ki determination, using a random bireactant
system equation:
30 Vmax (A) (B)
akK,

1+ (A) + (BY + (A)(B)
K K aK,K,

.3 B

35 where A=ATP and Bzhistone HI1.




CH3CHCH3) ; 3.03 (m 1H, CH3CHCH3) ; 4.31 (d, 2H) J=6.35, CH2) ; 6.96 (m
1H, NH-CH2); 7.27 (m 5H, phenyl). ESI (+)Ms: nmfz 276 (100, (I\/IIrIS)FEB;ZUUJ
N- (5-brono- 1, 3-t hi azol - 2-yl ) - N benzyl -urea; 10

N- (5- phenyiwd o@26268 azol - 2-yl ) - N- benzyl - ur ea; PCT/EP99/08307

N- (5-cycl opropyl -1, 3-thi azol -2-yl ) - N-benzyd - ur ea;

N- (5-isopropyl-1,3-thiazol-2-yl)-N(pyrid-3-yl)-urea;

N- ( 5- br ono- | -2 yl) - rig-3-yl)s . .
N (5- pheny I-Egéagk §o|?5¥ylY@%ég%yr?%gégylﬁé%ﬁékseqfi @ representative
N- ( 5- cycl opr opybotng- tdfi aﬁormﬁlgl JIN- (@ r Ede3-iyiventriga;, which is N-(5-
N- (5- brono-1 712 y y 1)ure

N- ( 5- |sopropy% %Qgﬁ%%l azgl?c F EI\E glfI % '3 5 @unethylphenyl)urea,

N- ( 5- phenyl - showehi 22wl lzﬂwk)l—ﬂ\l-l(%yﬁpélmy}’) fbﬁv@erds the cdk2/cyclin A

N-( 5- I 1.3-th N- 4. 20

N (51 20p BI)%I%%fl@kt FazBERongiFeNEP)F va. By 1Cd 0 ba

N- (5- brono- 1, 3-t hi azol - 2- yI) N—(pyrld 2-yl)-urea;

N (5- ph I 3-t I -2-yl

N (5 I:)yglmcl)praﬁyla ot $5 88 a9 ARPhir, ARSI, i dicacive odk/eyelin

N- ( 5- Ib sopropylghéiﬁStbhFazahdZ ytlh)et-) I\I-p(diemmt hicdpherel2zaded Z2onpoadds was

N- ( 5- br ono 1 azo en en urea

N (5 phenyi - iesetniRgh Epaua R ERARA AT da | datlE0n cng wee of a

N (5-cycl@pr Spwl -ﬂScS::mituh]z@h@ayIP)cobda(nbEmzdtémagpheaéz -wal)13 Dlatea asYAMPLE

6 Preparati Og“h%f 9an3 (r){) %ﬂmgg (i1 LIIWIE)EOI% ?’%%Itaé génl coateﬂ of

i soor opvl - thi az 2 vl ¢ca ®T6 3 Solution o

5-i sopr opyl - Panhesds], 3> t ¢dRReOr @ anb39twnybata@hyapéuéeddemmeéorf@tonar@e
5.7 g (28. 131 o?&zlétﬁb?nr gglg@ngk ghkorpbormate were added dropw se at 0C
under nltrogen . pyridine 1 9 F E B 2003 WO 00l 26203

PCT/ EP99/ 083&?17181'144 %verefa&dd&ftlﬂééYm xtepeligd mahasahid® at™pbeRy  was
tenperatis e yrReesfekiren mgyova{éﬂ gbt /andebhemdddd ened, tBeVidi®tB.1006 £ B00

yi el d) of th t|tIe co und as iite sol mp. 157- 159C5 1H— NNR(4OO
M—Iz-DIVBOdb) gee alfvgé’ts I:g@iie was 3 megsurgd 1

CH3CHCH3 ) ;shnt@&l(atsop tiunkletrhi zol e ) ; 6.91 (d 2H J=9. 2,

H 3, 5- pheny| J DR

oo o a8 o R s, e PG %%ff%. %f&“fl%%o(%sléd% e
(100, (CH3- cacmrfdzagetmc:@}w )folﬁrpzumggpmgocem C6HANO, ) '' ) . EXAMPLE 7

Pr epar atd on 0 for 2) pr yI 5

1-3-thi aéz(gl - -n%s(él\l-m()rf ’I1eny )ur egM bl€§ gﬁalt%ﬁ %TRStonje peptide
4- ni trOphenyIsuﬁslt?f@IﬁéQp)OI -233 3uthi pzDY-REP Yyl mahharmke/@md Q:o&@)lrébc (220
nmol ) of 3-iodoaniline were suspended under argon in of acetonltrlle

After 2 hour #MatinfgdEibas rBRuPt thgedoMALvER £l Ié(I:I bg‘lf\#leﬁg (HengSser 0

0.923 g of the tid I-e, §0nﬂ?§’é‘i‘9 1§e§\54y5tlaInIl\I Z&erf 19018 BH&EH”%OOIeach well
di et hyl et her/ pent ane 17 1. -162C 1H NR (300 Mz - DVSO- d

1.23 (d, 6H, °¥=628)° @éﬂc%)ttonza Mslémp jafe cnzeiign) 20 783 (%l 1-'HI) J%0. 8,
H 25 thiazol thu%a@loht,, tl;lé, réa&thnHuéspIs%@xJp)ed BySEt}{erT)acﬂﬂ,tlldn of 500

11'0658h(eg)sﬂ) Oy\ﬂﬂ%lgtbeadé in ghosphéte bufPehreencI/ gélln c%n%alnlhg I_II '1%
Trlton X-100, 50 uM ATP and 5 mM EDTA. The beads were
allowed to settle, and the radicactivity incorporated in
the 33P-labelled peptide was detected 1in a Top Count

30 scintillation counter.

Results: Data were analyzed and expressed as % Inhibition
using the formula:
100X(1 - (Unknown - Bkgd)/(Enz. Control - Bkgd))
35
IC50 values were calculated using a variation of the four

parameter logistics equation:



ESI(+)-M5: mz 388 (100, (M+H) ). 30 By anal ogous procedure but errplfogi n‘?
2-[ (2pr opynyl am no) net hyl ] benzenesul f onam de, FFA onnz
2-{[{[ (51 sopropyl -1, 3-thiazol -2-yl )am no] car bonyl } (2propynyl ) am no] net hyl } b
enzenesul f woaguizdmican be prepared. mp. 90-92C 35 3H NVR ( 4Q0/DA4HOPNEO) 8

ppm 1.19 (d, 6H) J=6.8, CHSCHCHB) ] 2. 93 (m 1H) CHEC ) ; 3 .13 (m
1H, CH3CHCH3 ) ; 4 . 18 , 5 . 2 ~ 9 FHB 2003 VI' O 00l 26203

PCT/ EP99/ 08307 - 45 4H CHPh + GHPC=C) .. 689, (m 1H H-thiazole); 7.22
(m 1H, Hs-ga&‘.%)* 193 L?9§§5%H HSlPP JH 4-phenyl) : 7.86 (m 1H,

H- 6-phenyl); 11, 90(bs 1H NH) . ESI (+)- MS: m 415 (100, (MtNa)'); mlz 393

(50) (M 5 By ous ocegu but _enpl oyi ng 1H benzi m dazol - 6-
am ne, fﬁ-ebenz gé{gz%gl I )N~ ( P%g Fb‘ggr -1, 3-thiazol- 2-yl)urea can
be obtained. 1H NWR (400 M—Iz DMSO-db) 8 pm 1.27 (d) 6H, J=6.8, CH3CHCH3)

; 3.Q9 ( 1 i azQ d,. 1H,
H 6- %enm m dazoW@%QOFd f%%&‘g?—f’l Hgénz?%gdaéo%}%fo%& IZiésf?{‘u(lHtol
H 4- benzrmsuazolte) £he. 08nfsgulkirelt 2pbehzfaraazoh e)of EStymyr MB:ekfz, 302

(100, %E‘écyl)%%@ﬂgg“%rpr Sd% a‘BH\%P‘E f]oy{;ggiéu"é rtgﬁ%lo?sG amne, N15

(1Hind ropyl 3- th| azo urea can be prepared. 1H
NVR (4002 8z - ﬂgvsc}r@m)ar&@pncalcmm(nas 68,93= @asma@bBG@@)nomaS Ooea{an  1H)

CI'BC"ICH?%aa‘:c?Lnomg?’ (lg’féd&é'!r 'éatzml"i‘mn%) c§1§§ (chrc]zlﬂon\é'g’ bode e)anc@ 84 (d,
1H, J=8.3) H5-ind e;' 2-i ndol e 2 (d

1H, 1f-s8. snﬁom@irhaél e ﬁmqrw (@rmmasar 7e| ﬁdo|~°e<yft8t82>8(use 2pd Nnnaﬂe 10. 18

(bs, 1H sBiHEom3E., 92n6S ,thkH hdWdd 1A} ®al Eal1ilgharrdiiis HizeB0ds ( 409, , (MHH)
+) . E\és"iﬁ‘al o ous procedure but enploying 1H i ndol e-5-am ne) N

(1Hi ndo *(5-isopropyl -1, 3-thiazol -2-yl )urea can be prepared. 1H
NVR (4001%@\1&@&5) Bh@pﬂfbmi:oaﬂd(sd,ofﬁl'fox}mﬁl.aB ﬂ-B@lrl@I'@lso e  1H,

CH3CHCH3 2 h I H 3-indol ; 7.05
Cdd, 1h 15=5%, Vretaent <F [qBHE) f s%f?%%ﬁ% Iy b EbahRen 7. 67
(d, 1BH, aSZmOIaérmsumdolvea)sm&a&S gregotliH, ceNH) pﬂ@l:lﬁez(ast;ldm apifcideds8 (s,

églzg;%gm!%e) abEbrbdb1adBs1012 203 (1R GMEi b1 38cend?il ER2H03 VO

restenosis and in the treatment of Alzheimer'’'s disease.

The compounds of the present invention can be administered
20 either as single agents or, alternatively, in combination
with known anticancer treatments such as radiation therapy
or chemotherapy regimen in combination with cytostatic or
cytotoxic agents.
As an example, the above compounds can be administered in
25 combination with one or more chemotherapeutic agents such
as, for instance, taxane, taxane derivatives, CPT-11,
camptothecin derivatives, anthracycline glycosides, e.g.
doxorubicin or epirubicin, etoposide, navelbine,
vinblastine, carboplatin, cisplatin and the like,

30 optionally within liposomal formulations thereof.

The compounds of formula (I) of the present invention,
suitable for administration to a mammal, e.g. to humans,
can be administered by the wusual routes and the dosage
35 level depends upon the age, weight, conditions of the

patient and the administration route.



-46 PCT/ ~P99/ 08307 By anal ogous procedure but enpl oying
i m dazo(1, 2-a] pyridin- 2-ylmethanam de, 1 QFEI? 003
N- (i mdazo[ 1, 2-a] pyridin-2-yl-methyl)-N (5-isopropyl-1,3-thiazol-2-y
urea can bevpoemascrd. 1H NVR (400 MHz- DMSO- db) 8 ppm 1. 2PQTdEP984#8303=6. 8,
5 CH3CHCH3 ) ; 3 . 04 (m 1H, CI-BCI—lCI—I’B?;) ;4. 40 ( d, 2H, J=5 . 6 , CH2);
6.96 (d, 1H, J=1.2, H thiazole); 6.84°{dt, 1H J=2.2, 6.8,
H 6-i m dazopyridine) ; 7.20 (m, 1H_ H5-, i m dazopyridine);_7.47 (m., 1H,
S RBery bRl el 7 v SliaBag 5 A aT PP HES ) B (AR 4
égli(rr;dﬁ/éam%jhii@it?b;t(ifngbfgta d@szhpolxﬁ;j 4%'% glfl?ﬂéma:(x 1% )Zﬁigzbsé,anbld,]ﬂxﬂdncq .

+) - VB: z ; z iy anal pgous
pr ocedur 8PBUE &ﬁp?(?yfa??ﬁhf- %5&&%-@}’?(995% ﬁB?)’He o&?/)?’retiﬂﬁ/ﬁ 1%Jijﬁ\gdazol e)
N- (5-i sofhepyterdpBunds ©Hi azlod - 2nykhtilon( 24 1baetdinintiidtiariefazoh- a
yl) ho henyl Jure n_be. prepared. 1H-__NWVR (30 - ) ppm
1.23 d,{(’éh?ei’e.g? c&@%ﬁﬁﬁa 5&,’“% A m“fﬁycuﬁ&%w f%o (s,
3H, N-CH3aplet®,. @dpéslelH, sOda); 6082 f5lmlKoanethi hzblels. 6.106r8.R0 (m
6H, 20 i l.etpheny) ; 1H, .1:Q, 96. (S, ESI (#) - MV5:
mz 372 %183%?@&% j)‘?y n1 zsgﬂ’%n%?éf&?'(m’%@%?l_l y aﬁél og%]'t%s ;T%%grgdurcéfbut
enpl oyi n§UPPCR1 tarilesphepax ) bere bhy de)e ¢ { 5iRsspmopyHlar 3y hi @zol2-y1) - N-
(2- phenoxyacet/BndQlurhay an R RIeRAAd o b i YR LAQQ 1Mz {ABQ 4P) 8
ppm_1.24 (d, 6H, J=7.0, CH-3CHCH3) ; 3.07 (m 1H, CH3CHCH3) 7 4.50 (s, 2H)
CH )10 7o@5ipdusign.j=1.0, H thiazole); 6.50-7.00 (m 3H, phenyl); 8.10 (m
1H, phenyl), 7.55 (s, 2H, NH2), 8.67 (bs, 1H, NH); 10.86 (s, 1H NH) . 30
ESI(+)-M3, mlz 335 (50, (MtH)+); .m z_ 373 (100 M-K) "), . By anal ogous
procedur 6 ut  EFFS&tng %‘?EFPFSFH no@”phehﬂ}?%‘f%&%ani%@rmg’ceuuca
N- ( 5- i sopaylsit,idnishi agmbr 2s yhg - B [ ¢Shpophenylfgl £eimahd ddJiur,eaceara be

prepared. . 1H NVR.(.30Q -Mz- DVBO. d6) _ 8 19 (d, 6H, J=6.8.. 35 CH3CHCH3)
. 3.01 mhafﬂ,aca%éﬁa(iéy ;%?E%#‘d?%ﬁ?%z?%%ﬁ%?;' 695 T OGRFEION
Ht HiZazoka)th 7 20hFrBac¢nt i G L INH Crphahye) exgZiphert 8Qwhsch2idarNE® , 10. 26

bs, 1H, quapri%rgoﬁEg Qg VD ﬁg/Z@ZO? PCTI EP991 08307 ESI (+)-Ms: nz 319
(25, (M ) ;. .nme 357 %1 8 f K) ) ; By anal ogous procedure but enpl oying
(2R -2-a Tha A& R tetOfen AAMRES INAERS SRGEFRNE, Fhehicemeunda )N [ (R) -
phenyl gl it¢ienamhdehti6d @R NeswyEpAr gdeparelt NVRWAGY ME MR 6A1 8 ppm
Tii oLy menels s T anirkige e 3 (1 AT ol SO N
CHphenylformr. 21-7.79 (s, 2H, NH2), 10.20 (bs, 1H, NH). ESI (+)-Ms: nfz 319
(100, (M) ) cicanitl 350 6251 (UM, - £B0nBY P QBANSR OOBSE e T
hydr oxypheril )the (Bt isupreagpound- tdi BNt 9- & )r er et e PREpar R,
saccharose, sucrose, cellulose, corn starch or ©potato
starch; lubricants, e.g. silica, talc, stearic acid,

25 magnesium or calcium stearate, and/or polyethylene glycols;
binding agents, e.g. starches, arabic gum, gelatine,
methylcellulose, carboxymethylcellulose or polyvinyl
pyrrolidone; disaggregating agents, e.g. a starch, alginic
acid, alginates or sodium starch glycolate; effervescing

30 mixtures; dyestuffs; sweeteners; wetting agents such as
lecithin, polysorbates, laurylsulphates; and, in general,
non-toxic and pharmacologically inactive substances used in
pharmaceutical formulations. Said pharmaceutical
preparations may be manufactured in known manner, for

35 example, by means of mixing, granulating, tabletting,
sugar-coating, or film-coating processes.

The liquid dispersions for oral administration may be e.g.

syrups, emulsions and suspensions.



m p. 204-206C 1H NWR (400 MHz-DVSO-d6) b ppm 1.23 (d, 6H, JEBF8R B
CH3CHCH3) ; 3 .06 (m 1H, CH3CHCH3) ; 7 . 02 (s, 1H, Hthiazole) ; 6.74 (m
1H, H 5-phenyl) ; 6.82 (m 2H H 3, H4-phenyl) ; 7.98 (d) 1H, J=7.6,

H 6- phenyl o @2%8%3(bs, 1H, NH); 10.0 (bs, 1H, NH) ; 10.80 (JsI/Efdslos ) .
ESI(+)-Ms: mz 278 (100, (M+H) ). 20 Byﬁnal ogous procedure but enpl oyi ng
3- am nophenol, N-(3- hydroxyphenyl)-N7{5>1sopropyl -1, 3-thiazol-2-yl)urea
can be pr red. m p. 185-187C 1H NWVR (400 WMHz-DVMBSO-db) 8 ppm 1.23 (d, 6H,
J=6.8, 25 'E@%Cﬂ@FB?S mgy @PNGRLTLHES CRRYHERB) foy e@@%e BWa%l}afﬁoéfol e +
H 2, H 5- phﬁﬁY'kaec@é%%déj with J=810cekifiePheid Jox 6méhnf ol 2Hank7510.

H 6- phenyl 8,81l (s, 1H NH); 9.37 (s, 1H NH). ESI(+)-Ms: mz 278 (100,
(MEH) ') . T"E)bous procedure but enpl oyi ng 4-am nophenol, N- (430

hydr oxypheTtyé ) sispenissepsopid ltBet bmazehoasyln)a_x,r e@oﬁﬂ@nbe apr Qih&l’xe.dar,

m p. 130-132C 1H NWR (400 MHz- gﬁgc}db) p é‘ %ﬂ

CH3CHCRB) *°B. 653H®1H? APEIGR)I™ 7. 89 %)s SeRiUm |9é£‘8|t§y P%C'st%’ '68 (d,
2H, J =8. 8 mé‘EByld:JeBhp)heﬁg!l) ; cArBox{AetBilcdEBuBosk; 2, K16- plerigtvinyl 8 .
60 ( s, I—% : (s,lH NH) ; 10 . 18 (bs, 1H, OH . 19FE-~
2005 - 1-PbOFBRbos | 46 ' pCT EPoolbB307 BS (+)-MB: mz 278 (100, (MH)+).
By anal ogolise prsocsgrRirssl dyut oenps @ tnigpr{L Rf-o2- aimhpafupbehyt - ijetdtanols

be. pr opar AT 5 TSR a00 REEEBRBG diyTh plE 1 T oreraRdhgy o oo
%gc&lp@m)phamaceut@ﬁﬁllﬂ GHITHEHR)e carrr:)tm e - gH @pﬁyllwwzas:e(rm 1H,
CH); 5.00 £1;ydHoid=5. Len llolgé)t’d 1§52E&9151H F1. %}ogéﬁghézlcése)col

7.10-7.40 (m  6H NH CrHphenyl ),
(100, (M-H§2S: Byifnal %r océdur 1B f"béﬁpl o?i“ﬁlgnEZS)Qé arﬂllrﬁﬁcﬁlmfényl

i- gt thﬁ_nol )?N%éﬁloﬁihédr @lgﬂé Jsdlhﬁ:mﬂéﬂat i‘ﬁlicéz} N%Etééggﬁeﬁéoeﬂgecuons ox

, 3-t hi azol - 2- urea can be prepare

1.19 (d, 6141%3! ng 1’Babm@%‘)rp . CBYTERE - 1H °© Wf

2H, CHls) ;vrvlété'ﬁ (d"fl pHefEHDL1D. Q?Jeﬁzt,m&lylrl bé—51hxi tﬁel)fcﬂ'tbz off. %:e(l_zﬁl,lél,H
J=0.7, Ht|a .1, 20-7.4 ; N en 7 1

ESI(+) I\/Baﬁlfzggg %%BSQI‘%M%?@& bllfﬁg_f?/g_%p lh)egr |yor§:°((§)fscamcorrpgmd of
formul a (1¥arNig8-pBohydengyglicdbut ynyl

phenyl ] - N-gRzi S%ﬁ@¥iﬁ&r§e§h'n§g}9| c%n\ela>lw e@o-tlg_‘étﬁe%()lws.l:ﬁn Ofe 0.2 Q. 56

mmol ) of N-(5-isopropyl - t hi azol - 2-yl') -N- (3-1i odophenyl )urea in 3 nl
of anhydr otSTRONPH] ﬁet?f%’?Wﬁld'éldYB HFCOR %%%?aﬁéi—’ﬁ??ﬁuaﬁ di-n€E°PHBS i

gl %ZQOWHDbﬁtQﬁrD hpéi?éﬁ??lﬁp@| ?%ﬁaﬁg éoa0ﬁ$61§§%9e£§¥%5?5 S?ﬁ?%ﬁfn N
is(triphe osphi,ne) pal | adi i ocC orl e an ny no

raneousggngdg hﬂd@%gﬁFgﬁﬂr§£$Ea€8d%% % thRitRssively. After 5 hours
mater was added and the m xture extracted mnth et hyl acetate. The organic
| ayer was h ri_ed Lum fate e at
g ving 0. 110g Sy LEReiRy (rarbss, SEhsSRdt T S | UE BGE THaReL gt

present invention.
25
Example 1

Preparation of methvl cyclopropvlacetate

Cyclopropylacetic acid (1.08 g; 10.57 mmol) was dissolved
in 50 ml of methanol. The solution was cooled to 0°C and 5
30 ml of sulfuric acid 96% were dropped under stirring. The
solution was maintained at room temperature overnight and
then poured onto ice-water, basified with 30 % ammonium
hydrate and finally extracted with methylene chloride. The
organic layer was dried over sodium sulfate and evaporated
35 to dryness to give 1.1 g of an oily product (90% yield)

which was used as such without any further purification.

Example 2



35 1H NMWR (400 MHz-DMSO-db) 8 ppm 1.24 (d, 6H, J=6.9, CH3CHCH3) ; 3. 06
(m 1H, CH3CHCH3) ; 1.37 (d, 3H, J=6. 6, CH) ; 4. 57 (m 1H CH) ; 5.43
(d, 1H, J=5.1, OH) ; 7. 03 (s, 1H, 1 9 FEB 2003 WD 00l 26203

PCTI EP99I CazPgo/z6963 H thiazole); 7.02 (d, 1H, J=8.0, H 4-phenca/Brogo8307(t,
1H, J=8.0, 8.0, H5-phenyl); 7.34 (d, 1H,.,J=8.0, H 6-phenyl); 7 .55 (s, 1H,
H 2-phenyl) ; 8.02 (s, 1H NH) ; 10.40 (l}g 1H NH). 5 ESI(+)-Ms: niz 330
(100, (l\/HrH) ) . By anal ogous procedure and by starting from N, N-di net hyl -

pr 0py| Egepagatiom of4i2meyielioRHopy) gngsynyl | phenyl } -

N-(5- Isopr OFSﬂd'J.lmB tbsazxai 2- U'OM eammr) b&aBr aﬂ)ﬁé@&lvé@ Ltk BYR 0400

MHz- DVSO- db) 8 ppm d. 6H J= (m 1H) CH3CHCH3
. 2.23 (s, hﬁg@lls 7449(é9 é?q “GSHSCHf Seéltlg‘ %ﬂfﬁ g, oY eye -
7 05 (d 1H,ad.aea 8)AHéophewh) b£27 {17 1@ J670827. Golht Sﬂ@ewétihﬂ 36

10,45 (b3, TR} CRARCRaS: SRS 1o T 1O BySBRaFogous 20

procedure amd byf smathenglf M aixmmﬁstm(ytd tpeomne;ure under stirring.

N[ 3-(3- et pyn henyl opr.op 2 az urea
can be pr epg%% r]ef&tq'l\(l%\{?RXV(‘Jﬁ Elj\?égla%? %%ﬁ%ﬁ lc10 l’é’o&%_‘ t%IKJB"?Bé/(Ba
CH3CHCH3) ; md. 0B mbmlﬂ,e Ck@@ldCI—la Ydded3. 32d( sth8H) cC&I@? ceptBaActeqd 20 tiCH?) ;
7.03 (s, 1H 8 (d, 1H, J=8. 3, H-4pheny|)729(t 1H
J=8.3,8. 3 ﬂ%k%hlen (d, 25 1H, J=8.3, H6-phenyl): 7.67 (s,

H- 2- pheh9/| ) The 03>I(gsan11q4 Jm)er MR 0 <ézbsed 1HPVeNH) somrm)swat?ﬁz @3@
(100, (MtH) 'ehsa MAE 9o 3G, PneRarathon ok & appguntsxf {0818 adfl )ine

N- (5-isopropyl 1, 3-thiazol -2-yl-N(3-am nophenyl)urea A mXture of 1.55 g
(5.05 mmol ) td*ftl(e's SRSV - 1, 3- thiazol -2-yl)-N (3-nitrophenyl)urea
prepared as described in exanple 5 and 0.98 g ((17.7 mmol) of iron dust
wth 2.02 35 mM (35.35 mmol) of glacial acetic acid in 50 mM of ethanol was
stirred at reflux under argon at rmsph“@f%“.‘p tdr 5 hours 1.5 1 of water was
added ah8 t lFrepeoditciorext rafct ech W tdompchthdES X003 SR LG200rT) : 22—

PCT/ EP99/ 080 v 3% 2%t hanal

Oxalyl chloride (1.24 ml; 14.18 mmol) was dissolved in 10

ml of methylene chloride; after coocling to -60°C a solution

of 1.02 g (11.9 mmol) of 2-cyclopropylethanol, prepared
20 according to example 2, in 10 ml of methylene chloride was
added dropwise. The mixture was maintained under stirring
for 30 minutes at the same temperature, then 8.3 ml (59.5
mmol) of triethylamine were added.
After 2 hours at 0°C water was added. The mixture was
25 diluted with methylene chloride and washed successively
with 1M hydrochloric acid, water, saturated sodium
bicarbonate and finally with brine. The organic layer was
dried over sodium sulfate and evaporated to dryness to give
0.31 g (30% yield) of the title compound.
30
Example 4
Preparation of a compound of formula (II): 2-amino-5-
isopropyl-1,3-thiazole
3-Methylbutanaldehyde (2 ml; 18.6 mmol) was dissolved in 15
35 ml of dioxane.

A solution 2% v/v of bromine in dioxane (47.81 ml; 18.6
mmol) was dropped therein at 0°C. The mixture was

maintained at room temperature under stirring for 2 hours,



15 20 25 'H NWR (400 MHz-DVBO-db) 8 ppm 1.23 (d, 6H J=6.8) 19
ethyl acetate. The organic layer was washed dried over sodiumsulfate zﬁg 2003
evaporated. The finally purified by chromatography on a silica
(chl or of or Wowmbdsaeol 47/3) giving 0.84 g of conpound as a whit/ersmkiod. m p.
113-115C CH3CHCH3) ; 3. 05 (m 1H CH3GHCH3) ; 5. 07 (s, 2H, NH2) ; 7. 02
(s, 1H, Hthiazole); 6.20 (dd, 1H J—‘Z 5 7.8, H4 -phenyl);6.52 (dd, 1H,
J=1.5, 8.3, H6- henyl);67 -2- phenyl); 6.89 , 1H, J=8.3, 8.3,
H 5- pheny¢1)1en826§3(sg 187 ﬂH)moﬂo 1@,%(b§lomea|\|ﬁ)nd ééi(nét W6 SRRy (100,
(MrH +) . Ryranakegeus AQaedsirgo@Pd By sbaht idkendeesResld \f&iey do0m Nn
(5-1sopropyl -1, 3-thiazol-2-yl)-N(2-nitropheny| )urea and
(5-i sopr OpYF - EVERIK AT - nyI%ﬁN?‘E%Snl thEpheasl fukedas h@lFBPFBangm
ﬁ?gound&néﬁﬁybénérteﬁ@ﬂ@@llde and t?e rod#ct extracted with 1M
i_sopr o iazo am nophenyl ) ur ea;

M(s-.sop%% CHISTLf G501 3. YRS NoGHEaRFnobRET | RS amath RRRE 4G

M -iz-DVBOxiihg 83pEM akmdAi(eh, BYtirded. Ban&H3&X racted .afdifd m wiHh
CHBCHCHBR\ ¢ 41. 83 g_ls 2H, NH2 ) ; 6 . 99 ( s, 1H Hthiazole); 6.50
(d, 2H JE8HYLIEPs cR1BTAASnyI): 7.05 (d, 2H, J=8.7) H-2, H6 -phenyl):
8.42 (s, The Nbl):gaitﬂcOQp(hlass)e 1IvtasN|—|)dr1[éSl (ovdE nNEREV (<hEadvi-Hng .

Agai n by p st art.i g1

6-nitro- 1%{)9%%9%3% %1 %Eh L}%ﬁ %Zenmdr?r“l%dazoﬁo C)%%%%l%ﬁlra e -Ghi ne
and 114 beazusmlda;@olgﬁlanphemoaneﬂ@tpnepanetdu Sl exate Feepatatetat of a
conpound ai(ly:

|sopropyleg éQ?%gzé 'g i P%aml(r?g pﬁe éﬁe éﬁegloj 8%21m de 0.2 g (0.724
mol ) of m(mzm sdrmMﬁQHd)L 35t|ppmzo|626y|()sl\l— 2(3- aNHpophénB) usea Wkr e

di ssol ved a%s%I ut e 1 9 FEB 2003 V\D 00/ 26203 PCT/ EP99/ 08307
.51 5 10 %§ 1azole CH), (m, 1H, CHMe,); 1. (s, 3H, MeCHMe); 1.

(s, 3H, MeCHMe).

15
By analogous procedures the following compounds can be
prepared:
2-amino-5-phenyl-1,3-thiazole; and
2-amino-5-cyclopropyl-1,3-thiazole,

20

Example 5
Preparation of a compound of formula (I): N-(5-bromo-1,3-
thiazol-2-yl)-N -phenyl-urea
Phenylisocyanate (1.7 ml; 15.6 mmol} was added to a

25 solution of 2-amino-5-bromo-1,3-thiazole hydrobromide (4 g;
15.6 mmol) and triethylamine (2.1 ml; 15.6 mmol) 1in
dichloromethane (70 ml), maintained under magnetic stirring
at room temperature. After about 4 days, methanol (7 ml)
was added and the reaction mixture was then washed with

30 Dbrine, dried over sodium sulfate and evaporated.

The residue was purified by chromatography on silica gel
(dichloromethane and then dichloromethane/methanol=90:10)
to give 1.9 g (52%) of the title compound as a colourless
solid {(m.p. 166-169°C/dec.).

35 'H-NMR (CDCl,) & ppm: 10.50 (bs, 1H, -NHCONHPh); 8.50 (bs,
1H, -NHCONHPh);7.45 (4, J = 7.6 Hz, 2H, o-Ph hydrogens);



20 25 30 35 ethanol and 0.2 g (1.95mvp1) of potassium hydrogen carbonate
and 124.3 ng (1.0855 nmol) of nethanesul fonyl chloride were addéd FEB 2003
successively. The m xture was mai ntai ned at 80C under argon for 7 hours and
t hen evaporwbed2620he resi due was partiti oned between water BOTEP99/08307

di chl oronet hane. The organic | ayer was tggn dried over sodiumsulfate and
af forded, after concentration and cooling; 104 ng of the title conpound as
a white solid.. mp. 246-248C 1H NWVR (400 M—Iz-Dl\/BOdb% b ppm 1.23 (d) 6H,
J=6.8, CH3CHCH® (AR 0b Tni  AHEH MdEB) 2H2 B7FRshvarpoeny): ;7 293 %s,
1H, H-thiazake) ;t18.a841d cHhH, W26 &t Hob=phenykk;, 1r19plen Bitirbbéns) .

H 5-phenyl) ; 7.39 (s) 1H H 2 -phenyl) ; 9.00 (s, 1H, NH); 9.72 (bs, 1H,
NH); 10.18 (bs, 1H, NHSO ). ESI(+)-Ms: nfz 355 (100, (MtH)'). EXAMPLE 11
Preparati onpyf aanadpgund ofpfocadhpe(T) and by starting from the

2 (3 ({151 sopropulo e 3l b azal -2yl 1am ol cabonyl -am 0g) ankld-nolaget g de
N (5-i sopr opegbx3dhi azol - 2-yl ) - N- (3-am nophenyl )urea in 2 m of

N, Ndi net hyl £or ram 100 Q. 724 yoml,) of .2-bronmpacet am de and 108.6 ny
(1,95 mmol )fl\gf(rggggth%?%lu%'ﬁy r%%ezr?(z:larzgg’ﬁ%t gov%}r?een%ggg%easuccessi vely. The

m xture was ‘ReNmRaiiDRE08dhoW spmti: 40C andess argon, -NhACONIERhY 2k |99 O(M&f er
and extracted with di chl oronethane. The organic |ayer was then washed with
brine, driedYovafHGHHRIM sul f AT e (Bnd lBon&bapezated QD igi V- Tallt eim cobPing,
160 ng ©f tg\ﬂ,éﬂ#;ﬂ)q conpound. mp 133-135C'H NWR (400 MHz- DMSO-db) 8
ppm 1.23 ( 6H, J=6.8, CH3CHCH- ) ; 3 ..06 (m_1H CH3C HCH- ) ; 3 . 54 (
d, 2H) J=5 N4(>-Ryemo-L, 37 t4u3z01-Ray h-Mhi 4ota) famogk Rhgnvip e eap) -
.6.21 (d, 1hi- A shpddpdriphenH dhii A5 241 ) 1N, - 048758 fahdy pheryly)) 6. 69 (s,
1H, H-2-phenrl ; 6.98 (t, 1H, J=7.8, 7.8, H5~phenyl);.8.71 (s, 1H, NH);
10. 11 (s, 1H ; 7.08, 7.29 (s, 2H, NH2) . 1 9 F EB 2003 WO 00/ 26203 -
52 5 10 15m@ 2 @05 ESI(+)-Ms: nmfz 334 t100, (M+H)'). PCT/ EP99/ 08307

of (2R 5 anf RS SRERGPE: bt nyrent o+ S wor BACuICgRec 1 1 465%1 of
di oxane and 46 whcOfnBEgHeowsT saMTRANI WA, hydr ats wes e padded. cAf ter, Shours at

roomtenperature under stirring the sol vent s _evaporat ed and the residue
r edi ssol ved a‘ﬂ‘{ H{Egtﬁqb)rbf{)rﬁ ﬁ‘g' wag he®P e b mﬁt%‘?’. hetBr gdht 223 55 erHhas
concentrat ed .ta2 afhor dul. CoMd) 0 he 1t.20] g sconrountlegsMa) whitt e1sald d. 3By
anal ogous prl\Pe(j['Ei%_ﬁée)e' and by starting from (2S)-2-am no-2phenyl et hanoat e,
(2S) - 2- am no- nyl et hanam de can be prepared.

20 ESI(+)-MS: m/z 341 (100, (M+H)').

N-benzoyl-N - (5-isopropyl-1,3-thiazol-2-yl)urea
m.p.217-219°C

1

H- NMR (400 MHz-DMSO-d,) & ppm: 1.27 (d, 6H, J=6.8,
CH,CHCH,); 3.11 (m, 1H, CHCHCH,); 7.18 (d, 1H, J=0.9, H
25 thiazole); 7.54 (m, 2H, m-phenyl); 7.66 ( m, 1H, p-phenyl);
8.00 (m, 2H, o-phenyl); 11.50 (bs, 1H, NH); 11.80 (bs, 1H,

NH) .
ESI (+)MS: m/z 290 (70, (M+H)'; wm/z 169 (100, (MH-
CH,CONH,) ") ;

30 N-(5-phenyl-1,3-thiazol-2-yl)-N'-(4-sulfamoyl-phenyl)-urea;
N- (5-cyclopropyl-1,3-thiazol-2-yl)-N - (4-sulfamoyl-phenyl) -
urea;

N- (5-isopropyl-1,3-thiazol-2-yl)-N'- (3-methoxy-phenyl)-urea
m.p. 149-150°C
35 'H- NMR (400 MH=z-DMSO-d,) & ppm: 1.23 (d, 6H, J=6.8,

CH,CHCH,); 3.06 (m, 1H, CHCHCH,); 3.72 (s, 3H, CH); 7.02 (s,
1H, H thiazole); 6.57 (dd, 1H, J=8.3, 2.4, H-4 -phenyl);



EXAMPLE 13 Preparation of 1-nethyl-2-f(2-nitroChenoxy)nethyl~-1H m dazole A
solution of 1.92 g (11.97 mmol) of o-nitrophenol sodiumsalt) 3.8 199 ¢§§20fﬁ3
mol ) of sodium carbonate, 2 g (11.97 mmol) of

1- net hyl - 2wahbomeeeset hyl i m dazol e hydrochloride in 30 m of PCT/EP99/08307

N, N- di et hyl f or mam de were heated at 50(;1 or 2 hours. The m xture was then
poured into water and extracted with ethylacetate. The organic |ayer was

washed with brjne, drijed aover sodjum sylfate an aporated, of fording 1
.17 g of th%'ﬁ’t I(éi'cohwﬁour’?d‘,g'rz’ecryég]élﬂlﬁef’é’& fir o%ﬁ et {1 et%Her Mg pH-2 -
002) ! 6. B0 (3) TH b aol midarol b TI% Cm 1ty ik ephemyl): 719 (s, M

;6. H4-i z DT Lm phenyl); 7. s, ,
H 5- i dazg?%}s; W%g-(ﬁq{zwfkﬁ)ﬁéhe@ﬁ{ JESI (+)MB: m z 234 (100, (M+H)').
By anal ogous- p? eoeduoel apdthyast ar k1Y) ell-dBeaeehamiyd®henyl) -~urea

2- (2-ni t.r ophenox c ,de prepared. mp. 190-192C from 2can be WO
00/ 2620% -53°H- 9&@6%38@ PCT/ EP99/ 08307 ' H NMR (400 MHz- DMSO-db) b ppm

4.65 (s, 2Hy-Chmr (404 ¢gedpmbd-a)Fl0pph:5.7.2.49, (4 4)i, 722 Hdtho 1ld, ;
J=1.0, 8.7); H6); 7.32, 7.47 (2bs, 2H, CONH2) ; 7.64 (ddd, J=1.5, 7. 5,
8.7, H5); 73902 (d&, 1., J&H,)5, &.©. KAQ). 1§, ES12+)4AVE: 7n8z He% (domyl);

(MH) ') . EXAMPLE(d4Pr epar gthop, of g, H-e‘-éqhe_n 1); 7.13 (&4, 1H, J=2.0,
1- net hyl - 2-% (2-am not ~henoxv) met hvl ~- 1H 10i m a’azol eA solution.of 1.13 g of

1- met hyl - 2-% (9 niftrRophefexy) het’nyl0] - 94 ridazdFd -Bn 70- % 8f5 -~phenyl);
met hanqlow t§0944 (g, of upakhadi upn @p ¢barcwalnidP. o was hydrogenated at 50psi

for 6 hours_at room.tenper re, The catal yst wast henlS5separated by
filtration %ﬁa t‘ﬁgMéc')l {‘/‘TZﬁt gégaﬁapgt effikr@si due was finall y purified by

chr onmat ogr aphys ephengilt1cagehiapbunn-¢ el uent(3 -all-tloahcphdmgilhanelead 8/ 2)

givingriseQ.856 g of the title,conpound as a red aqil.'H NVR (400

VHz - DVBO- d gép‘g%d%?’?ﬁp{’%, &3?4, gfe%foﬁf' %.%g)( By éngli‘,eﬁﬁié‘)y',p yalrs, 2H,
H3 + H4-pheeagt) ; 6.81 (m 1H H 5-phenyl); 6.90 (s) 1H, H4-im dazole);
7.02 (mg 2H, H6-phenyl + H-5-imdazole).ESI(+)Ms: mz 204 (100, (MrH').' By
anal ogous procedure and by starting from 2-(2-25nitrophenoxy)acetam de,

2- (2- am nophehdxyFarEPE¥tL de- éakhbapPeparel) i pPREmYTgEaH NVR( 400

ARSI T 190 Up iR, LR el A
I CONH); O3y 1HPOON2m) BS| CHIOEER X2 T6D3(1160, T H-+9h B
1535P i ] e 2ol

Lh T 501 ndoy b %né‘%ﬁéyéi" ond22e] Tt Y B0 B TR EEKY) £ 57 -Bar Brodithe 07
4 g (02024 W¥ok) df-@-pbahptdmeBhl) (& dbizo[NED: al py? @ dilhe, wee Wi ksol ved in

140 m of Npgikdi npEhylkforagsi degand (f.uy 81 g (0.026 nol) of potassium
ftalin de were added portionwi se. The m xture was heated at 60C for 20

hours. 5 The precipitate was filtered, washed with water, diethylether and
finally tetwakhydpbhényani, attnidzoy-4-81 p-0f-ghleli-ilresconpound. m p.

230-232C ' H-NMR (400 MHz- b), 8 4. S..2H .CH2) : 6.82 10
1H H6-ini a%m%ﬁ%ﬁé??%%%ﬁ?%%mﬁéﬁf a@%ﬁ&?ﬂy&‘ﬁ&%ﬁa;rm (gnm 1H
H 7-i m2daz oy beii nepropy B8l ( By tUhzbl pheny) 3N -8.442h1mrcbighenyl) -urea
H-4- i mi dazagygi diBe) 1 oESh(+)MS: mz 278 (100, (MHH) ).

1

H- NMR (300 MHz-DMSO-d,) & ppm: 1.16 (4, 6H, J=6.8,
CH,CHCH,); 3.00 (m, 1H, CHCHCH); 6.95 (d, 1H, J=1.0, H
thiazole); 7.40 (d, 2H,J=8.9 m-phenyl); 7.26 (4, 2H, J=8.9

30 o-phenyl); 9.01 (bs, 1H, NH); 10.40 (bs, 1H, NH).

ESI (+)MS: m/z 296 (100, (M+H)");

N- (5-bromo-1,3-thiazol-2-y1l)-N- (4-chloro-phenyl)-urea;
N- (5-phenyl-1,3-thiazol-2-yl)-N - (4-chloro-phenyl)-urea;
N- (5-cyclopropyl-1,3-thiazol-2-yl)-N - (4-chloro-phenyl)-

35 urea;

N- (5-isopropyl-1,3-thiazol-2-yl)-N -(3-chloro-phenyl)-urea;
N- (5-bromo-1,3-thiazol-2-yl)~N- (3-chlcro-phenyl)-urea;



15 EXAMPLE 16 Preparation of imdazo(1,2-a~]pvridin-2-vlnet hanam' ne A

sol ution of 1.37 g (4.94 nml) of 3

2- (i mdazo[ 1, 2a] pyridin-2-yl met hyl)-1Hi soi ndol e- 1, 3(2H) - di one | n 14?4@9
hydrazi ne hydrate 98 o and 1 m of ethanol. Was stirred 20 at room

t enper at ur eM®0/28#3hour. The ni xture was then poured into 2%arEPS$sei um
hydr oxi de 35 o and extracted w th dichl org thane. The organic |ayer was
dri ed over anhydrous sodium sul fate and evaporated to give 0.426 g of the
title conpound crystallized fromdiet hyI ether. 25 mp. 91- 930 1H NVR (400
MHz- DVBO- db) NS (ppRi*eydgl¢ Bsthopgohrpyyd )3N783(-§h12>|4° ehepylleugearm 1H,
H6) ; 7.15 goslbychiobropy?-#13{ahidkol A1) N7 3(ehlbdo-Bhdhy18-46 (m
1H, H4). ESI% él\/B mz 148 (100) (M+H)+). 30 EXAMPLE 17 Preparatlon of the
pol vier suppB f8d conpound (M 11) A solution of 8.72 g (69.1 nmol) of

4- mer capt ophERQE - wof.seomzl@ﬁ elwhi\kahbmzeyhymar mehde reaphaagad -dregw se
to a 35 solufion of 7.76 .1 mmol ) of potassiumt-butoxyde in 120 m of
t he sane Ssol ent Nb{%de@%@rg %?@m% atPBC, ovetd a ori &dof IX5 -8,

m nut es. of t 262 5 1 9,EEB
PCT/ EPQ9/ ossgg%@:’;?f " e‘é‘}'nq?\n |‘§/ﬁ)€%§%abﬁ el by oaduzﬁg 5 %&azoﬂF
added to theHséi-uthienviand 7halt ddder attir eJwAs8keft. 8 0 HOC-plRBY A Xt Grd7vvas

gently stirred at,80C foy 48 howyr h%'?l 13t. 23C,for (34 he JiRegr esjngwas
then filter eg 5 washed with ?\I— ha}l fof%m%m de(a cﬁl or orret aneh
met hanol andPBeBEpS} at 8d80Tlﬁ1§Slo%17éh nﬁHbf hlnﬂch}p%opﬂéndmbn the resin was

cal cul atied feem themper fent age @iogul f(Mt;ngt ermned via mcroanalysis: S
2.64 % | oadi n280§755 nol S/ g fience of OH group was confirmed via

DRI FTS 10 (bl FP@ﬁglbéth?ﬁB@ 3829 ([EXSOPCECTBPBNYBAr #E BN of t he
pol ymer suppsrpedioceppeaod (I X) 7.98 g (39 6 nmol ) of
4-ni tropheny] chl orof ormate and 4.35 15 m (39.6 nmol) of N nethyl m)rphol i ne

were added t G 24NMR (1908 MHA-PMSOGht BoRpHer SiAshof § ed LEongbund a@@lie)y

swel l ed in 200, di ¢l or0 hagecundeg a n Emﬁgher T Xtjure
was stirred gt ?Zéegd g hgurg'ssg Tzeso ?algne it r%‘ Y % h(%f(ﬁtelrilled
washed W5t h $81df chl’ofendt-Band-Snephemsl) and- 61/aﬁ)@?iat éﬁ uﬁ&ér 6yaduim Hfhe

| oadi ng of 43 mﬂ{é;nghenyg o ofef orrmt eyon, 4 hey resi M- yagheahayl;atsed sf r@m t he
per cent age of _sul gi rmped via mgroanal ysis: S 2.34 % ' oadi ng 0.731
mmol S/g. Th dllénégpe Ee“Bf’ tHe 3 band (broad strong band 3400 nn) and
t he appear aneEgIof +tEsbomate3 gz oupoder eMavnit;ored via DRI FTS (strong band

1785 VP, 30 A
1785, PXQUELEAG Y ehas oLl phsof 2. po| WEr SURRRLEREAmOUIGR ()
di chl or et Hané5 wagchddedry b- t he- Pol §nel - supborX ed2c9h]§>9m@dpbﬁv()’lQ19 8
mmol ) swel | edyin; 200 m of dichl oronethane under argon atnosphere. The

mxture was stirred at 22C for 22 hours, The obt ai ned_ conpound (X) was
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (4-methoxy-phenyl) -urea;

N- (5-bromo-1,3-thiazol-2-yl)-N - (4-methoxy-phenyl) -urea;
N- (5-phenyl-1,3-thiazol-2-yl)-N- (4-methoxy-phenyl) -urea;
25 N-(5-cyclopropyl-1,3-thiazol-2-yl)-N'- (4-methoxy-phenyl)-
urea;
N- (5-bromo-1,3-thiazol-2-yl)-N - (4-hydroxy-phenyl)-urea;
N- (5-phenyl-1,3-thiazol-2-yl)-N - (4-hydroxy-phenyl)-urea;
N- (5-cyclopropyl-1,3-thiazol-2-yl)-N - (4-hydroxy-phenyl) -
30 urea;
N- (5-bromo-1,3-thiazol-2-yl)-N-(3-hydroxy-phenyl)-urea;
N- (5-phenyl-1,3-thiazol-2-yl)-N - (3-hydroxy-phenyl)-urea;
N- (5-cyclopropyl-1,3-thiazol-2-yl)-N - (3-hydroxy-phenyl) -
urea;
35 N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2-methoxy-phenyl)-urea
m.p. 184-185°C;



35 filtered, washed with dichl oronmethane, nethanol and evaporated under
vacuum The | oading of 2 ami no-5 isopropyl-1,3-thiazole on the nesfFg 9P
calcul ated fromthe percentage of sulfur determ ned via m croanalysis: S
4.21 1 9WPRHEB/28TI3 V1' O 001 26203 PCT/ EP99/ 08307 -56 0; | oX&THEPI90897% ol
S/g. The presence of carbamate group wag,confirmed via DRI FTS (strong band
1742 nm. EXAMPLE 20 5 10 15 20 25 30 Preparation via parallel synthesis of
t he conmpounds of forrmula (1) The apines (V)(0.236 mmol

and
N, N- di i soprop}iFet (A Qe SO 3E) nioPImM ek &£ hded &1 t%?eﬁ pol yHBFHSHpPpor t ed
conmpounds £X\~(Q, 11 ] edyi g 3 t e Lnythe Ar ayt_ Quest
210 appar aé U§7v8?éeﬁmc%%€i¥ ea) EEI1%)f (E?,’ Nggii'sg;g%ggyl ét %%/I zrnni’ng*%eg'l} n
bounded (PShBhEA) | 0ddi0dg @ .683HmoHiphemal tisHdthherelel ; t BeQdni(wths Mere in
the salifiedgferm,, Tl J Staifr f.or, 22 5hours . then
t he reactignBr'ng)'(tn}dr gsq%eér@?ﬁt'l %’?e%\eg%d t H(re' ?%Is?i’n lv(\)/aiéﬁegg\ivi tlﬁlt R
di chl orfoneERane) -MRe M/qur@2pHhase, r¥eBVeried in Cinmax test tubes, was

evapor at edNu;eéeroreins_tgggnthli%o@t 23§§2 URTNG g 56N E%h%ﬁ? E%@e'xét al - bl ock

t hernostat. The obtained crude products were triturate
di et hyl et h®r Bi- cRL8réfBfRane and the resulting solids were filtered on frit

equi pped syyfi S . 1t act- an,filt tyhes l..5 m 1
Teflon fri %ﬁ; l\?@f &é%&lr#ﬁ?ﬁ@égéﬁhtg JF-ng('jug’:t'Zgwgfg’é ??ha?%yol%dr iGe'd%unn{j'gér:&r|
vacuum Enmpl @w,ngH hishenwtedure3landsysiiy tihetkuatabée; agi pe tre figt) ow ng

conpo S n_be.ptepaled: ( 5z, sopropyl -1, 3-t hi azol - 2-yl ) - 4- nor phol i ne
car bo;@g‘i d]g,ﬁ) (\3 ?% ﬁ'gogbﬁpylly_l, ng) hi azol - 2-yl ) - N~- (4- net hyl phenyl ) ur ea;

N- (5-i soprBf¥l {1)BsSt hindzoB223- WLPON-{¥8HF 1 uor ophenyl ) ur ea;

N-(5-isoprgpyk-J1y3:1hiazgl 25 N>- (45 cyancp | L e, _ :
N-(5-1 soprlgp);g[g-él,q%?&?i gigl tgué%%ll\ﬁ %@ cﬁ}éag%pﬁ%%h% g)gl;enyl) urea;

N- (5-i soprBpybP-¢yg8lenrapwl~2- yrrhNazp2-Bdy kbt Ryl (gharbraveshenyl) -

N- (5-i sopr@gpyhk=1, 3-thiazol -2-yl)-N--(4-fl uorobenzyl)urea,

N (5-isopropyl -1, 3-thiazol -2-yl)-N--(3-acetyl phenyl )urea 1H NWR (400
MHz- DNBSO- db) * 8 ppm 1.24 (d, 6H, J=7.0, 3 5 CH3CHCH3 ) ; 3 . 0 6 (m 1H,
CH3C_HCH3 X-;(5¢brohb-1J37thiakod-phenyl)i- @hemdroxyrphehyd )tlredd, H 9~

2.55 (s, 3H, Z.44 (t H .6 _~_-phe P o (23,2 J=7.9,

H- 5~8. 08 (5‘; ‘%HPhegﬂé}FEB#’z‘ééé06\()86%5?)2/6’%63‘zﬁ&?’%ﬁ@‘éf)f@é‘%ﬂ) 5¥AS% phenyl ) ;
7.04 (s, 2W- (B-thicapplepyl9123¢bhiatbll - TONHpRE RYI2-hyBRoxypheni) -
NHCONHPh) ; .\ Ne £ 5-1 sopropyl -1, 3-t hi azol - 2-yl')-N - (4-acetyl phenyl )urea; 5
3-({[(5-isopropyl -1, 3-thiazol -2 yl)am noicar,bonyl } am no) benzoi ¢ aci d,

N- ( 5- i<bprBpyP-1s9rrRPEZ Ol 3R} aRCL( 4=V $dpN opyphdmp-pinesyl ) -~urea
3- ({1 (5-isqpr OFMJJR 1, ?’466“ %@i—'ﬁ)’s@-acﬂi) no};calggg:nyll}__aﬁ’g no?éalenz&pj deJ=6_8,
CH,CHCH,); 3.14 (m, 1H, CHCHCH,); 7.04 (s, 1H, H-thiazole);
7.74 (d, 2H, J=9.3, H-2', H-6-~-phenyl); 8.18 (&, 2H, J=9.3,
H-3', H-5-phenyl): 9.65 (bs, 1H, NH); 11 (bs, 1H, NH).
25 ESI(+)-MS: m/z 307 (100, (M+H)");
N-(5-bromo-1,3-thiazol-2-yl)-N - (4-nitro-phenyl)-urea;
N- (5-phenyl-1,3-thiazol-2-yl)-N'-(4-nitro-phenyl)-urea;
N- (5-cyclopropyl-1,3~-thiazol-2-yl)-N - (4-nitro-phenyl) -urea;
N- (5-igopropyl-1, 3-thiazol-2-yl1l)-N - (3-nitro-phenyl)-urea
30 m.p. 220-222°C
'H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (4, 6H, J=6.9,

CH,CHCH,); 3.05 (m, 1H, CHCHCH,); 7.04 (s, 1H, H thiazole);

7.56 (a4, 1H, J=8.2, 8.2, H-5-phenyl); 7.77 (4, 1H, J=8.2,

H-6 -phenyl);7.83 (dd, 1H, J=8.2, 1.5, H-4-phenyl); 8.58
35 (4, 1H, J=1.5, H-2 -phenyl); 9.45 (s, 1H, NH); 10.60 (bs,

1H, NH).

ESI (+)MS: m/z 307 (100, (M+H)');



10 1H NWR (400 MHz-DMSO-d6) 8 ppm 1.24 (d, 6H, J=6.8, CH CHC H3) ; 3.05
(ept, 1H, J=5.8, CH CHCH3) ; 7.32 (t, 1H, J=7.6, H5-phenyl); 7.35 (t, 1H,
J=1.5, H 2-phenyl); 7.49 (d) 1H) J=7.6, H 6-phenyl) ; 7.62 (dd, %ﬁ]ﬂﬂii ?)
1.5, H4~ phﬁ%lw 04 (s) 1H, Hthiazole); 9.64 (s, 1H, CONH 15 phe 05]
10. 36 (s, Ph) ; PCT/EP99/083G7

N- (5-isopropyl -1, 3-thiazol-2-yl)-N-(4-nmethgxybenzyl ) urea,;

N-(5-isopropyl -1, 3-thiazol -2-yl )-N--(4-butyl phenyl)urea;

N-(5-i sopropyk-= 153b£81n329| 32ch31zBlr 94329 1xi-flhuan erRli-lephanyLir ek ea;
N- (5-1sopropyl-1,.3-1hiazol - - (3- br ompphenyl)) ur ea;

N- ( 5- |sopropy]I\] iSBP‘f’ﬁF}é}oiL % %}aml(ac%} olﬂe)é MEERR Pllj‘reé‘il -urea;
N- (5-i sopr opyk=153cy bl agebp2iyl) 3 Nehidz phenoxyphenyi3)-wiea o2phehlyl NMR-£400

68 (. a - PB sobombl Lt b gz o Ly S L bapenzy lopee 1py | o)

H-t hi | ;.08 7.85 2 3, 5-
P e s et G, 5 s,

1H, NHOONH): GE(CHAHsbpr 8p9B- 17G- ti,azBi cac-:y )i- Me-X1- bnZz3H oxJphettyl ) CHea:

N- (5-isopro 37t hi agol #2- | )urea 1H NWVR (300
M—|§-D:V50pdb§)y§ é% H‘ I % ’31% %ﬁr)) N7(Z§EK @@é&r’%‘?’y %g (ept, 2H, J(6 8,
CH3CHCH3) ; 2ES22( ﬂsMSeHn/z ?,EGCK-MO 6(88HY )06 (m 3H Hphenyl):; 7.02 (s,

1H, H thi azo'ﬁ)<55b¥ém651 thhh"aEB?lﬂyl 1)5NZ%eﬁ§ 11y elt;phenyl ); 8.75 (bs,
1H, CO\IH-phe ; 001 26243 - 58 ESI (+)-Ms: m z

S)
362 (10010 § 5 egy E 8- EbeeZPtT?Ewa%s@Wzyl urea;
ﬁgg l50pr0pyi|q 15§C%Elaﬁﬁbpﬁiyh)3Nt’hi@z@ﬂlMhyilmli@gﬂzhﬂr—%?éai ¥

i sopro i az [ nyl.] - urea;
N- ( 5- |sogr ogiﬁﬂ iSBl?ﬂPEQBﬁZl %jtgﬁgﬂ}% ﬁf(z‘% THPYEd mgfl nB%%r boxami de:
N-benzyl - N~- (B-i(Sepropytil33chhaaadt22yy) INN-(petrhy-0red;) -1@ea;
N- (5-1 sopropy 3- azol - 2- XY, dihydr,02 i soqui nolin
e car boxam dek % ngé" ioé) %/I—igil%ﬁggdg)@ Blgm(pfréf d?qéH %Eﬂ
CH3CHCH3)L 5; 2N995(-@}z)tilomrbp>z3:6183 CRECHCHS) -y1 22 ~((pyZid-3= 515)1109&NCH~CH z

;, 3. 6 8 (nt JT R (byri - - 3H 15 OCH~
? 3.71 (s) 3I(-I éﬂ-éjf'omo T3 th?azog%lfﬂz% lgyr % 4 l?s(lr%ﬁg H-t hi azol eg

6.71 (s, &ﬁﬁehﬁmrom#zg(é chipzepnenyt); Idpyr(lés‘l -Yl) -REfa
EI—SI( (5+) |V5 FT’IN 3§§p]§1ﬁﬁ91 Zl(.lVBH):hriazai) 2-yl)-N'- (pyrid- ﬁl v1) ureai
i sopro azo - 4. enyl ] urea;
N (51 sopr opyl': 1535yt 858pe1 1) 3 b o v b dieimy Ryt ubese
N- (5-1 sopiOopyN- 153&shpa<zpi'l21yB}thhraidl%yrbt-lfrbxyph@nsﬂl—)wwéa uHea NMR (400
Mz, VSO ) 99134y (94 BHLITT 01 ROzl 31y Qrckm 10 977 0

, CH~CHCH~ ) J=1.0, 1H,
H t hi azol e) ¥- 63-phenyisg 3—3h9a29192 thﬂ pﬁéwll)d—%yéé. -pgeaiH,

J=8.9, H 3~ 30Nph§ﬂd;l/&1 rd idi it ndade 0. 2 HH=whepyhk) 3d-8-¢1§ bsred H
NHPh); 10.9 (bs,

N- (5-i sopr opyl= 1531fWP5‘28¥ y?)twaf%l 4%1’%%T%x3}mélﬁy?ltm|°é’§e§52 ¥ MR
(400 M—IZ2I5|\/BChdba 8 ppm 1. 23 (d, 6H) J=7.0, CHSCHCHS) . 3. 05 ( ept ,

02 () ﬁ\ll-q_gl a0 %)1 3% thiga%éjz_%ﬂ ) P pbnzotni E3nkh230h) - ekl

7.02 (s) 1H
(5-phenyl-1,3-thiazol-2-yl)-N - (benzothiophen-2-yl)-urea;

and
N- (5-cyclopropyl-1,3-thiazol-2-yl)-N - (benzothiophen-2-yl)-
30 urea.

EXAMPLE 6

Preparation of a compound of formula (VI): 4-nitrophenyl-5-

isopropyl-1,3-thiazol-2-ylcarbamate
35 To a solution of 4 g (28.13 mmol) of 5-isopropyl-2-amino-

1,3-thiazecle in 30 ml of anhydrous dichloromethane 5.7 g
(28.13 mmol) of 4-nitrophenyl chloroformate were added

dropwise at 0°C under nitrogen. Then 2.3 ml of pyridine



WD 001 26203 -59 1 9 F E B 2003 PCT/ CP99I1 08307 3H) H phenyl); 8. 76 ﬁ dlnls-l
NHCON_HPh); 10.2 (s, 1H, NHCONHPh); [RA3:Y

N- (5-1sopropyl -1, 3-thiazol -2-yl)-N~-[(2-net hoxy-5chl oro) phenyl Jurea; 5

N (5-i sopr woy00/26203- t hi azol - 2-yl ) - N~- ((2- chl or o- 4nret hoxy pherBGTYERISAE307

N- (5-isopropyl -1, 3-thiazol-2-yl)- N~-(3 di chl orophenyl )urea; N [ (1,

1~- bi phenyl)-2-yl]-N--(5-isopropyl - hi azol -210 yl)urea;

N-et hyl - N~-(5-is pyl -1, 3-t hi azol N- phenyl ur ea;

N-[ 4- ({[(5W1g§%p?§§§g 1.75e H?%rezyff%%rﬁ‘%ﬁdj'i%fb% yPF afPRB) -EBRATGH Sheny | |
a(r:]et almbde ;urRdéf (621hrsapROPW erhiGHthi &zd| tRey| Jdmitealecar bonyld@nenok- LS
phenyl benz e; . : : .

R (521 sopt CEVF 3L 8hi a5oFhS. G 5L R-STHRIBHAT fopfeti 2R ke

N[ 4- ({[(Emlpoplm)ylsve t hi azol - 2yl ) am no) car bonyl } am no) phenyl ] - N- net hyl
acetamdeZO'H- OM-lzDIVBOs ppm 1.22 (d, 6H J=6.6

CH~CHCA | ) B (%Mé#jﬂ P 7900, §H23ch<§ H,)eH, 7355 &, 1H,

H-t hi I 9 3 H, 1,

rh azcl ﬁ*ﬂ% gi 22t “iép‘“@?f%@%m@%z SHh g
NHCONHPh) ; 6 181 4 (@bs 2H1H I HEONHPH ; 5 -phenyl) ; d, 2H J=9.2, H-

N ( 2- {[cycjzotgex%éﬁywyli@nb@ohggthy}ll}gmgnyl) N~ (5| sopropyl 1, 3- th| azol - 2-
I

KI—%B ({[ (SETs¥Dr oBYF- 203- (A Az oM. 2yI MAR h6§ chf BER YIS thshazr astifRy pheny| |

acet amipde; mMz ( 553 SQROOPY | o, TH-NHZRIo12~Xch) 49 (4 rdyet haxy pheny| Jorl30n, -

pi perazm}}lréa& oxam de;
N-(2-furyl hyl*) - N~- (5-i sopropyl -1, 3-thi azol -2-yl )urea 1H NWR (400

MHz- DVBO- db) 8 ppm 1.24 (d, 6H, J=6.8, CH3CHCH -) : 2. 99 (ept, 1H, J=6.8,
CH3CHCH3) ; 4 .32 (d, 2H, J=5.8, |\|ch‘;§;\§1 §.26 (d,” 1H, J=3. H-5~furyl); 6.4
(d, 1H 35 J=3, H-4~-fury|) 6.98 ( PL

th| azol e) 6 93 (t 1H, N _HCH2)

N-(4- fll uor
N- ( 2- met hokyBer yI2)5 Nmo(lé ixbpt

N-(5- |50pr91@&érﬁa§a{:8| azel -@- yé)mi\l~ [322élnmt1hyl ﬁ-HBPXBG@a%ﬂLl}:%t Rydddir ea;

5 N (3, 4-dinetho 5|sopr y t hi azol | )Jurea_lH NVR (400
MHz - DVBO- d%)lsge’b%%‘? 'ézlif)r( daré gg) a#@bﬂ]ac)eto%gf@f( é% r ¥ J=7
. 0, CH-hGhirs) gt 370°69 the )re&ldlt@ﬁl_gl )soli ikh (sras3H-oOCER) gl&lr@ (d,
I2-I-Ht thgoP fyyg HZBB% 'g Og ]tgxe t(lrg o'?l'\poltrf)&enyégrystgﬁlgzedllibrom a

N- (5-i sopropyrute 30f hlaebhy 2eyhisr Aperxtoarie phiehy| - 1, 3, 8tri azaspi r o[ 4. 5] decane
- 8- carboxaimge 15 -NyRo (400 MHz- DMSO-do) 8 ppm 1.23 (d) 6H, J=6.8,

C H~CHCH~) ;3 .03 (ept, 1H, J=6.8, CH, CHCH-) ; 1. 62 (d 2H, 15 J=13.6,

H 3~eq , Hi5~ed™i pet3fi nez-DMEO-K) 2H) nbal3. 6.2 1,(H 3@k, J=6. 8

H 5~ax-pip 46 (bt, 2 J H6~ X-

(bd) 2H, J@_%q%g{e ?—FG%eq%% Hg T g- &‘peﬁjﬂd?lﬁ%‘j‘ 4. 80%_‘- (g H@%VHEFE@

6. 6- 625 (nth8bkokeRs, 7THOB~(th- 4H, plieByl) H-T-bheftyl)2H7 .B57. Gy, B~ 1a4+ 5~
20 phenyl); 1 t hjazokg): 8475 ( 1 i Ph) g 85
Cbs 11l 1 Iazoﬁh_%‘% Igot h{@zohg): 8173, (b, g 1hy GONLLEHEARN) o oid-

N- ( 5- |sopré)b9l 1H3-NH) azdl-20y(Ps i, ¥H diNka- 8azaspi r o 4. 5] decane- 8- car boxani

de; N-(5-igepiopyksl. g7Lhsagol1goy! ImMyh2- (125 piperidinyl)ethyl]urea;

=Z2-yl)urea,;

Ub&qrop@ﬁﬂ'éz@&%%x}r@aﬁ"thiaZOl—2—

30 By analogous procedure but employing 2-[(2-
propynylamino)methyl]benzenesulfonamide, 2-{[{[(5-
isopropyl-1,3-thiazol-2-yl)aminolcarbonyl)} (2-
propynyl)aminolmethyl}benzenesulfonamide can be prepared.
m.p. 90-92°C

35 ’H-NMR (400 MHz-DMSO) & ppm: 1.19 (d, 6H, J=6.8, CH,CHCH,);

2.93 (m, 1H, CH=C-); 3.13 (m, 1H, CH,CHCH,); 4.18, 5.08 (2m,



N-(5-isopropyl -1, 3-thiazol-2-yl)- N~ (2 (1nor phol i nyl ) et hyl ] urea; IQFEB
4-(4-f1 uorophenyl )-N-(5-isopropyl -1, 3-thiazol-2-yl)-1pi perazi ne 2003
car boxam de; 30

N-[ 4- (4- chlwompheasy! ) - 3- et hyl - 5-1 soxazol yl ] - N~- (5-i sopr opy| PC3/HPRI/E836A - 2- yI
) ur ea;

4-[ (4-fl uorophenyl) (hydroxy) net hyl ] - N (é§|'sopr opyl -1, 3t hi azol - 2-yl ) - 1- pi per
i di ne carboxam de;

N- ( 3- et hyny¢HpheélidPh- MN~CHEEGbpr 6p§ P - 1m3- LHi aiﬁt—@qﬂqlm ga;’ .33 (m 1H,

3 e Do ATPRCH Sy T O, st i ol
ﬁgg ;igfrqm{! %H,Si{%—%iﬁﬂ@émﬁ}%y} )ll\tr~9c(4(-h)9<o JJijh[NH) dl nyl );Jrea

- [ u

3-(2-fﬁ%%!r£;(-+ El— H &l 4% 1%%8 qg(xpgiﬁ >) %Bt dazo &Ql)ur ea;
4-[ &4 hy B samadpmlo)xa;m m]opiednyle] Nut(Sem}sﬂ)pympsgl 1H3bhnazmidaztyl)6|f ea;
1,3-b I i i} : )
(i (51 saaromy - st bhniogsn ot GrRsEry %ahfbisg';?%%%rﬁ%?l{%%%Lﬁﬁ%myrazo|
carboxéﬁwdéurea can be obtained.
5-i | - - N~ di nyl I
51 sopr oy ¢ PHEC M usqra s Borigihy) Tapdy: 145" %n.  9=6.8,
5-1 sopr e@ytndy 3- ”’BJ @@ln@ yin- Ntﬁéﬁcnhenyi -da 3(4oxad] agol tRidbdUERA;
5-1 sopropyl_- 1,3-'t hi azol - 2 yl).-4-(C2-0 0-2, 3-di h d o 1§$en2|mdazol 1-yl) -
i ll\‘{%z

pet9 di e léar biskam 48/ 1HE-RVR O & db 38 (d E G
0, 20 GErGH@idazoled.; O1. QBpt(S 1HH,J=7-4 Obeﬁﬂllﬁlﬂ@dz)al,e 1. 93 bds, 2H,

=9 .8, H q. 5eq ridi ;2 .21 (m 2H, H 3~ax)
~ax- pi peil'g rIi{e')% ﬁgm?‘g?z % 'J=12.4, H2-ax, H6~axpiperidine) ; 4.14
m983l(—| H ZEsdqg,+) H%'Hs-em/)zl—l-w{ax 1m0ngmmé>) & 9-7.2 (m 4H, aromati cs)'

S
N(1 bengga/t hi azoﬁ%g ék grlésopr%orf'%lg fl%t |azoJf % Jf u6r e%mllnl—l- NI\/R (400
VHz - Dl\Zsbdti)l%lmﬁl-ﬁ-M)(-di ﬁrlaeﬁrwym@c}h@zol@ y By &t can Ho
J=6.8, CH3 g.7 . 5 (dd, 1H 30 J=8.8, 1.9, H 5~ benzothlazole) 7.98

(d, 1H, J=8.8, H 4~ benzothiazole); 8.38 (d, 1H J=1.9,
H- 7~- benzot B azWMB) ; (9002 ¥Ez-DEEO+AI~- BeneBihi azoPé + (RHCOSHHPhY=67804 (s,

&I—H(ll_ghld?rzrgjttﬁéﬁcégl-g;rg@ol (lrg yﬂrc@bﬁg Sopropy? ib§35ut{h| azo]I'll y}furea
N- ( 3- phenyl6-.B3netmhy | LHLH-5by3 adoldoley ;) 6N84( 54, sdpt.opiA 8 B .3tthifazandaleld y ur ea;
20 7.23 (t, 1H, J=2.4, 2.4, H-2 -indole); 7.42 (4, 1H, J=8.3,H-
4'-indole); 7.77 (s, 1H, H-7-indole); 8.82 (s, 1H, NH);
10.18 (bs, 1H, NH); 10.95 (s, 1H, NH-indole).
ESI(+)-MS: m/z 301 (100, (M+H)").

N- [
N- (
N- (
(
4-
N- (
N-(
(
N- (
p
7.
9
H5

5-
e-
n-
1-
J=
J
(
6

25 By analogous procedure but employing 1lH-indole-5-amine, N-
(1H-indol-5-yl)-N - (5-isopropyl-1,3-thiazol-2-yl)urea can be
prepared.

'H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (4, 6H, J=6.8,
CH,CHCH,); 3.06 (m, 1H, CHCHCH,); 7.02 (s, 1lH, H thiazole);

30 6.35 (m, 1H, H-3 -indole); 7.05 (dd, 1H, J=2.0, J=8.5, H-6-
indole); 7.30 (m, 2H, H-2', H-7 -indole); 7.67 (&, 1H,
J=2.0,H-4 -indole); 8.68 (s, 1H, NH); 10.15 (s, 1H, NH);
10.98 (s, 1H, NH-indole).

ESI(+)-MS: m/z 301 (100, (M+H)').

35



1 9 FE 8 2003 WO 00126203 -62 PCT/ CP99/ 08307 19FEB?MB

N- (5-isopropyl -1, 3-thiazol -2-yl)-3-hydroxy-1-piperidine carboxam de;

N- (5-1sopropyl -1, 3-thiazol -2-yl)-N~-(2-net hyl -1, 3-di oxo- 2, 3di hydro-1Hi soi n
dol - 5-yl ) urwe;0086383 ( 5- i sopropyl -1, 3-t hi azol - 2-yl) - 4- benzyl - pcinpes/eszone

car boxam de; N-(5-isopropyl-1,3-thiazol-2-yl)-4-nethyl-1-piperazine

car boxam de; 4-hydroxy-N(5-i sopropyl -14G3: { hj azol - 2-yl)-1-piperidine 10

car boxam de;

N-(5-i sopr@pyﬁnilggph’samlo@dyllr)% dudz smrcht 1018 . i armiEnes-alantyexdim de;

N- (5- Isoprppyimétﬁaﬁamae' yq' ) lﬁlﬁ%zfag@tw @ggwhhlﬁpbpg&aﬁbe& agtﬁaxam de
15 1H NWVR 46) b ppm ol

(ept, 1H, &% 7l®opa=md4d-|3¥ thQaaql(% Y%I—Pr@{ wnh'lye pleepalz@d( bt | 4H CHZ 2~

1=0 o ot BBherfiSl e e pmiy DL W ny| o e

20 H-t 5 azmiie:)nc 0; 953(0& 1, NHEON)GH,CHCH,) a, 2H J=5.6,
4-Loi s(4- g@f%f%p@%“y N5 3epr Pyl Tl g y)) (ke PLAHIE

N-(5-i soprepy] - 1 3Hta|—amjda2z~qpy)r14h®»e) ;2, 3, 4,50t et r ghydr o1k], 5- brAROdi azep
i ne-1-carboxa

N ( 5- |sopropy‘$1 io%yFﬁFéQS * 2- yIA)7 N~ (515I 7, R %H“éﬁ?ya Byfﬁgfjﬁfeél’enylps%rea
N- (4- phenyks2-t htazol yH}3 Nan(nﬁaw@mm@y.lnej),ﬂ t Bi.42ol - 2y, ) ur &, H-4 -

4- (4- flouormfaz&eﬂ;_&,rbh&ﬁe $ORf QAY! ¢, 341 a0k - 2- Yl 130) pi pEr bl ng,g

car boxam
N ( 5- |soprb%yINﬁ @01t hi azol - 2-yl ) - N~- 1, 3- di hydr o- 2benzof ur an- 5-yl ) ur ea;

N-(5-isopregylsl.dst hihazok18- Yhdod~1klupyr; WA nyle) -(bei Peiaziaye, .
car boxam de; 35

N- (5- i soprBpyl 2RI ol PFOFRIULEox RUE 4- BPRYAYSDF( 2H) iR Hokal 1t 2 -
N-(5-i sopr@;ﬁyﬂuoﬁhénbhy&ﬁéth?iym N §dEbiadazol - 6- yﬂré B easopdoy - 1E 8- 2003

WD 00/,2G20 EP9y/ 08307 1H N d6) 8 ppm 1.25 (d,
6H, J2 é 3‘%‘ %frgkyf?é @T ‘#1 I\{’Réﬂi%%éllﬁ‘-} az%g -84 (d, 1H, J=8. 4,

H 5~ |ndazo*ljh)metﬂoﬁjis]bﬁenﬁz&l}uz}es éanl—bd~preﬁazecﬁe) ; .7 .94 (m 2H, H 3~ .
H-7~-|ndazpl e) NMR %4 (s, .1H, H-tkgs';\zoée) m:9 7. '23(bs<,d 6H, J=6.8.

'MHz-DMSO
CH,CHCH,); 3.05 (m, 1H, CH,CHCH,); 3.70 (s, 3H, N-CH,):; 5.21
(s, 2H, CH,);6.92 (bs, 1H, H thiazole); 6.90-8.20 (m, 6H,

20 imidazole+phenyl); 8.10 (bs, 1H, NH); 10.96 (s, 1H, NH).
ESI(+)-MS: m/z 372 (95, (M+H)"); m/z 410 (100, {(M+K)").

By analogous procedure but employing 2-(2-
aminophenoxy)acetamide, N-(5-isopropyl-1,3-thiazol-2-yl)-N -
(2-phenoxyacetamido)urea can be prepared.

25 'H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (d, 6H, J=7.0,
CH,CHCH,); 3.07 (m, 1H, CH,CHCH,); 4.50 (s, 2H, CH,); 7.05 (4,
1H, J=1.0, H thiazole); 6.50-7.00 (m, 3H, phenyl); 8.10 {(m,
1H, phenyl), 7.55 (s, 2H, NH,), 8.67 (bs, 1H, NH); 10.86 (s,

1H, NH).
30 ESI(+)-MS: m/z 335 (50, (M+H)");.m/z 373 (100, (M+K)").
By analogous procedure but employing (28)-2-amino-2-

phenylethanamide, N-(S5-isopropyl-1,3-thiazol-2-yl)-N-[(S)-

phenylglicinamidolurea can be prepared.

'H- NMR (300 MHz-DMSO-d,) & ppm: 1.19 (d, 6H, J=6.8,
35 CH,CHCH,); 3.01 (m, 1H, CHCHCH,): 5.26 (d, 1H, J=7.7 CH);

6.95 (s, 1H, H-thiazole); 7.20-7.60 (m, 6H, NH-CH+phenyl);

7.20-7-80 (s, 2H, NH,), 10.26 (bs, 1H, NH).



5 1H, CONH-indazole); 10.30 (bs, 1H, NH-thiazole); 12.87 (bs),
NHi ndazol e). ESI (+)-MS: miz 302 (100, (M:H)') ; 9FEB 2003

N- (5-1sopropyl -1, 3-thiazol -2-yl)-N~-(2-chl orobenzyl )urea 1H NVR (500

MHz - DVBO- dbjo ¢/t 1. 21 (d 6H, J=6.9, 10 CH~CHCH ~) ; 3. G&1(Enos/asio?
CH~CHCH ) ; 4.38 (d, 2H, J=5.9) CH2) ; 3-7.44 (m 4H, phenyl); 6.97 (d,
1H, J=0.9, H-thiazole}; 7 10 (bs, 1H ‘ﬂIﬂICHZ) 10. 32 (bs, 1H, NHthiazole).
ESI (+) -MS: miz 310 (100, (M+H) f)

N- (5- i SOpESFYI+)TME-t Ii/&z GIL92-(25) - NM+Q'12 w164 o1 or obEhz yIMUf e d;

N-(5-isop yl zols 2+ ( | u ur egr 1Eb - VR, 6590

VHz - DIVBOEIB%;D sa%%%é&é cf% C)Qd)ur% ﬁuE %%@Mg) 3 3 ;Lm 1H, CH. CHCH3)

. 4.32 (dphmylﬁs@aparr@d% N-a(fwa’(@rqwl ﬁA@@hw%q%'a?zmlé)-N 7L08Y-4 (m
5H, pheny hbﬁ@llé%%}nldjeq&%a(l&%nyé Nepshicazol e) . ESI (+)- M5 nfz 294
(100, (wmr 5-isopropyl -1, 3-thiazol -2-yl)-N~- (3, 4-di chl orobenzyl ) urea
1H NVR (51@6 wRDNB@b)mzpmsoad,zz @d, p@H J:619, OM~CHOR- )J=730, 0 3

STz.(l))H)s. ,-a?F&Sphe%y?% ‘*7‘ 52”{'d Cﬁ%ﬁ‘gﬁ:i 0> |336 %{‘nebﬁ?l’ 2“?”';8 ?8) iﬂ

J=8.2, H B=-9ghenyl} 1HF. 90 .Gd, AH thidzdl et fi.agelel) 7(m2 (6s,

' Sopr bpy! SR RBRRALG! det )10 A0 S Fuk! (R E5 (B

N—(5 |s0pr£t;1ay(|+- EMB m/azzcalsz A0 NHE21)4) dli ) 203 Bhe ey )LMeIé 1|+ NMVR (300

2 )0 CHCHB3)
. 4. ?E)JE)@ Hgngﬁgb ‘% éﬁ(ﬂ%d@g 99&‘@ ﬁ?ﬁlg?%g@ % a’%rﬁ& “7.4 (m
4H, phenylhydm;mmensfela “10- 25~ { BEPTaPY 1 N $ hi et @) -2 E6H) ewscaﬁa/z 812
(100, (MrE)y e)paredl 9 F E B 2003 WD 00l 26203 -6~ PCT/ EP99/ 08307
N- (5-1 sopropyl th| azol 2-yl)-N~--(2,5-di fluorobenzyl )urea 1H NWR (500
M—|zDIVBOcH’b)F’82djpﬂn 1(d 6H, J=6.9 CH3CHCH ) ; 3. 02 (m 1H, CH-CH CH3)
; 4.35 (dzy2H, 5. ( H 3~p3H %3- ph 1) g=67839 (m
1H, H4~-phenyf\“]1R é% F%L DM%OMQ—IS ks élamHt%u 220l ea 70 (hs, 10
N_HCHE3 ; J:(HOHCﬂp)s, 3Ll-06 NK-tnt hllHZOlCEI}BCH%J)(ﬂ']-I\.@ he 2 3112 Ui@@la(ZMlH) )
N-(5-isoprg azgl 2- fluor nzyl xur -

pyé‘ % 'H %f%n)HNz 2 (#0 OPI? ¥I)3 94 -phenyl) ;

N- (5-1soprop |azoI (4- ydroxy 310 met hoxy) benzy urea;

N- (5- i soprios id3 tlllﬂllaz%'ﬂ 26:y|1)i N~L’( )hy! 8 269 ukPE)y urldla” M) NMRO( 800
MHz - DVBO- d@)s b ppMnH). 2l d Bo 6@-11,5 J:164801.QI-|~CJ-|043) ; 3. 03 (m 1H,
CH~CHCHB) s, 3H, CHI 4<2 x—fd 2H, J=5.8, CHz); 5.97, 6.11 (2s,
OH, furane‘%SI%*b‘é‘%dmezﬁ% 900, MR azol e); 6.91 (bs) 1H, N_HCHz):

10. 1420bs B}ﬂ.HanblH:lbbba_zolpa_)océEﬁir(ei-)bﬁ/S emA 380y 1DOam{ddphénol, N-(3-

N (O rsoPnaprl sy dddy A7 aY - st boprob $RL 1y sHL LoByL bepeyhivicta? Be

2R} - 2- hydrm;@p@raim hydr o- 1H i nden- 1-y1] - N~- ( 5i sopr opyl -1, 3-t hi azol - 2-yl ) ur
ea; N-(5-iaprogylrgyc thiazol -2-yl)-N--(4-chl orobenzyl)urea 1H NWR (500
MHz- DMSO-d6) 8 ppm 1.21 (d, 6H J=6.8, CH-CHC H~) ; 3.03 (m 1H) CH-CHCH-)
. 4.29 (d,’H2H, NIR6. 140QH2MHz-DBSP-8,)7. B E2eh: 4H.23=8.(8, pleehyl Y=66897 (d,
1H, J 9, ol e 6 ( ) 30 (b 1 Lazole).
ESI(+?9 C#}Z?C%i %O%g? H;i?l), J(:Jﬁ,C}l}IEE;I-)iZ, 71(95 Pm, §H H tplllazoi‘é

N- ( 5- |soprIb-p3/I H&SB—pltnr@zb)l » 2639 - N (%pyJ*Bit@ylHﬂhy)h)euyéa 3077 (4,

(500 Mo b 355 Ao Sprspyel \E8%) 160 o TR R By 31 4520 ol
CH~CHCH~) Esmﬂzﬁmdmfm 2785(00 CHM+H) 3.71 (s, 6H, 2 OCH3): 6.37 (s, 1H)

H 4~- phen 6 igazol e
6. 99 Eb )yé’% ﬁlﬁ&éﬁgﬁs 0 22 ?‘gz@ ]i)ﬁtk %@F‘t’l@%’? 4 SaRinbBnedbl, Thi-Ns )
yc’iroxyphenyl) -N - (5- 1sopropyl , 3= thlazol 2-yl)urea can be

prepared.

m.p.130-132°C

'H- NMR (400 MHz-DMSO-d,) & ppm: 1.23 (4, 6H, J=6.8,

CH,CHCH,); 3.05 (m, 1H, CHCHCH,); 7.00 (s, 1H, H-thiazole);
35 6.68 (4, 2H, J=8.8, H-3, H-5-phenyl); 7.21 (4, 2H, J=8.8,

H-2',H-6 -phenyl); 8.60 (s, 1H, NH); 9.14 (s, 1H, NH); 10.18

(bs, 1H, OH).



ESI(+)IVB mz 336 (100, (NH—l)) e e s~

.. AAJgiw b~ hii.~(:Ji: .n, .~ 19FE~2003V\DOOI2ﬁg¢:§BZUD§
PCT/EP99108307 b5

N- (5-1 sopr eaybosdead t hi azol - 2-y1) - N~ ( 3- pyri di nyl met hyl ) ur eapCT/EP99/08307

N (5-isopropyl -1, 3-thiazol-2-yl)-N--(4-tgifluorobenzyl)urea;

N- (5-isopropyl, I, 3- thi azol - 2-yl) - N~ (3' . bt ri met hoxybenzyl )urea 5 ' H NWR
(SOOM—IzDIVISOdb 8 ppm 1.21 g -68 CH-CHCH~) ; 3 .03 (m 1H)
CH~GHCH3) ESE(ph-¥4: IBHZ 378 6] OQ:H M+HB 60, 3.65 (3s, 9H, 3 OCH,) ; 6.60
(s, 2H, ph@ﬁ)’la):alo@ogz »ocJeld;ur'é'Wtazé%l;ﬁbylﬁggg(z(mst—Jdﬁlﬂ\@Uﬂﬂﬂen 4Q. 20
(bs, 1H, NHthi azole). ESl(Z) I\/?1 mz_366 | 100 §MH_?\I mz 181 (.100,
(CH~O) ~C, Hhre}hanol N [ ¢ roxy-1l-phenyleth '5-isopropyl-
N-(5-i soprppthﬁlazmeazpnjaryh) ciir-%e, ﬁﬂép@ﬁé@xybenzyl )ur ea H- NMR (300
MHz- DMSO-db) 8 ppm 1.21 (d, 6H J=6.8, 15 CI-|~CI-|CI7-Q 1H,
CH~CH_&H~) B- 41\'2@(d(404q—| MimBISQed M) & PPrm) 3L (2@ ,2 &cH, )% 6. 48

e élﬁ)en;!?? *@ﬂggy( 3) O%ﬁ% e Oy i?&‘r%ﬁ*sé?gﬁr‘%‘ﬁ)s,‘mu?é N(kfg@:) 416 18" (s,

1H, NH-thiddol €K) ;26 .B9 (#),- M3I, ndz53B6 $1D0, CEM+Hp- 95 (d, 1H, J=1.1,
N- (5-i sopr@p . az0ly 2=yl ( zyhhunea; 1
N ( 5- |soprlgp¥}“ % g)ﬁaﬂl a?oI:L-OZWyI‘%O N: %gllSdl ne}téhﬂgh% %§3| )&pe;}% 25 H
N- (5-i sopri8Byl-1, 3-t hi azol -2-yl) - N-- [(2 chl oro- 6phenoxy) benzyl ] urea;

N- (5- Il%oprﬂﬁi'(# #st hfnaéObng xhbo'\H{amR
2S) - 2- hydr oxy- 2, 3di hydr o- 1H-i nden- -yI]urea

N-(5-i sopr%ﬁylanlalB’QPHF’aﬁIOC?CW)e NPUY (SIRhAYHGE) - BB TRaRingreRhe i ea:
N-(5-i sopropgkhdndit h!NaZ[O(IlRZS )d—)hy'&m[ —Glbhbambr&hglaaoiq 204 ) phainddwr-ea;

N-(5-i soprop ,,3-tt.i| zoh- % H-pyrazol-5y1)urea; 35
N-(5-i sopr %Ft 18ZPhrazy )Eréﬁ) SRE- P8- €Bquinolinyl)urea 19 FEB
2003 WO 001:262Qgyr 66( ARG/ BROA/ BN 4 lH‘BN'\@nwOQ’L Mz- DMBO- iy, b g 1. 25
(d. 6H J=6 8. CH-CHOHD) : 5 07 (m “IH CcHrcHoHs) - 2.6T (s, 3H" CH) -

7.05 (S, 1@&:1 CHﬁQLfy)azél 8}; (M, 38K dCHIGHCH X8, 2, 5Bt 3m, gdHnofHpe) ;4 77365(11( dd,

1H, J=2.0,4 7w 5, (d} 1H, od59. 8~-
8.14 (m 2H CHEF ng?-gﬂ%gﬁne)z 4 1§ -4 sOﬂTH SRR iﬂ%%dngﬁ)

10. 40 (bs, Hlﬁhlﬁzﬂ-ltehva?m?@)‘ -E$) ((«U)lvé m‘“gé“fé‘s*P(hP@efl) (s, 1H,
(MH (CH~) Zmght am no-t hiazole)') ; 327 (75, (MtH)');

ESI(+)-MS: m/z 306 (100, (M+H)").
20
EXAMPLE 8
Preparation of a compound of formula (I): N-[3-(3-hydroxy-

1-butynyl)phenyl)-N -(5-isopropyl-1,3-thiazol-2-yl)urea
To a solution of 0.2 g (0.56 mmol) of N-(5-isopropyl-1,3-

25 thiazol-2-yl)-N~(3~iodophenyl)urea in 3 ml of anhydrous
N,N-dimethylformamide 0.6 ml of tetramethylguanidine, 0.088
ml (1.126 mmol) of D,L-l-butyn-3-o0l, 19 mg (0.027 mmol) of
bis(triphenylphosphine)palladium(II)dihydrochloride and 5.8
mg (0.03 mmol) of rameous iodide under argon were added

30 successively. After 5 hours water was added and the mixture
extracted with ethylacetate. The organic layer was washed
with brine, dried over sodium sulfate and evaporated,
giving 0.116 g of the title compound as a yellowish solid.
m.p. 71-73°C

35 ’'H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (d, 6H, J=6.9,
CH,CHCH,); 3.06 (m, 1H, CHCHCH); 1.37 (4, 3H, J=6.6,
CH,);4.57 (m, 1H, CH); 5.43 (d, 1H, J=5.1, OH); 7.03 (s, 1H,



N (5-isopropyl -1, 3-thiazol-2-yl1)-N~-[410 (cyanonet hyl ) phenyl ] Jr%éEH.ﬂUUJ NVR
(500 MHz-DMSO-db) 8 ppm 1.24 (d, 6H, J=6.9, CH-CHC H) ; 3. 05 (m 1H,
CH-CH CH) ; 7. 03 (s, 1H Hthiazole) ; 3.94 (s, 2H, CHz) ; 7.27 (d, 2H,
H 3~, H S5~vaheieds: 7-48 (d, 2H J=8.5) H 2~, H 6~-phenyl)pcPeibboths. 1H,
NH- phenyl); 15 10.30 (bs, 1H, N Hthiazole). ESI(+)Ms: mz 301 (100,

(MeH) ') ; N-(5-isopropyl -1, 3-thiazol -249-)- N~- (2-qui nolinyl)urea 'H NM
(500 MHz-DMVMSO-db) b ppm 1.27 (d) 6H, J=6.8, CH-CHCH ) ; 3 . 13 (m 1H,
CH3CHCH3 )—I tiiazdVe); s7 AR, Id-thiHa,zaIreS 0, 2B-7.-4haml)LA,. 2% 3tc ,quiHol i ne) ;
7.50 (m 1He 6 5 0 ne 75( H H q_olln 1H,
H- 8~- qui nol’i ne é; }((3 5 f%lil qun%l |%e) ZH ?4% %%—16 pﬁémm

H- 4~- qui ndl |6r‘5e)<,s,101hﬂs (b3, p.hlé,nyNHCCN-l-O@w {real |1rH=;) NIiB, 020 (6%, (U NEICON) .
ESI (+) MBSy z 313 (100, (MrH)'") . 25

N-(5-isopropyl -1, 3-thi azol - 2-yl ) - N~- (1- oxo- 2, 3- di hydr o- 1Hi nden- 5-yl ) ur ea;
N- ( 5- |%oprﬁfp1y(l+-)1—1®t i /2z A32- §A1 00, N{M+3D ok o- 1, 3- di hydr o- 2benzof uran-5-yl )ure
a 30 1H NWR (500 MHz-DWVSO-d6) 8 ppm 1.24 (d, 6H, J=6.8, CH~CHCH~) ;3
.06 (m 1H, CH3CHCH3) ; 7.04 (s, 1H, Hthiazole) ; 5.35 (S, . 1H  CHz 7.58
(d, 1H JBEY Analopobhepyejedyry1ang Py HFtaesing Fren. Palngipethglog- (s,
1H, H 2~ pheipy)- 1 - Saidde ( DR- {%HBNFd@%{eHBQ)LaleoWlLQ%o Jhhy 1 NBIGER), 1 3 35

ESI (+)Ms: mz 318 (100, (M+H) 3 VWO 00/ 2G203_-67
PCT/ EP99/ %365 isopropyl-1, 3=t 1azol 2 yl)urea can be prepared,

N-(5-1 goprapy! xhr3- {1082 oMm2= BhsoNa:)( 550X @pm:6. 1. 88et r@hydig- 2- haghial enyl )
urea;
met hyl - 3- (QH,CBCHSoprdpds - Im 3-1hj a2idjCHR, ) an? nd3 cés bol| } BHTHQ),) 4- aeﬂléyl benz

oate 5 'H 30 O db) p
10 (m i1 dbod ) P 1 P g By e 37T S
CHO: 7. Os—é{sphmyl%ﬂhﬁazdlte) 14, 30=1d8. 118, HH55 m@wl) i ((éd 1H,
H 6~- phen ( phe + Ph 1048
w b azore) 10 e (D ReR Y (1gh Dk 500

met hy}24- (3% 5- Ji}éod\ﬂ%)p'yllq Bt fmzo 'ZM ami no] car bonyl } ani no) - 3- net hyl benz
(ine TH OnOLOHB) | 325 (5, 3H Chphonyl) : 3 .83 (6) 34 GE0): 7.03
rn, 1H CH, CHCH3) ; 2. S, \ , - pheny ; . S \ ;7.
(s, 1H, Hthiazole); 7.30 (d, 1H H 3~-phenyl); 7.53 (dd, 1H) H 4~-phenyl);
8.50 (m 231) Enéiogloaisy | prodiRime 204700Y bstatdin I—ﬁ:tcbrhazehe):hOES}-(H) VB:
&1553?20&% )%&'3 %‘%J%ggf’ lfetp?xhl %IOW%% He%][ pyri (JlsnlsonmpI}l’enyl )ure
a 1H-20VR ¥ mzmﬂbbuzaeq)mﬁn JbeZJpr(anr@ql J=6.8, CH~CHCH ~) : 3.03

m 1H, CH%CJ—I ; 3 t\hi 5 8 7. 2 2 H 5~,
I(—|-6~~| m daZOp)c/:I’HIF%{I ne) 0% , #MSE))H??) & lp@ph 2~%L @ 46 %91 I(—I-g]fspﬁenyl +
H 7~ m dazciyHCH he) 3 . (853(}“(31}1,1H)H HHEH—)mZdaIZprsJ cBme)CHS 5(4 ed, (BH,

H4~-inmid H kPh 0. H 30
ESI (+I)WB azzn‘?gygggl ne%)omg ﬁ/% gﬁ %‘ a%gyg t’h|)7azO(J)8I eig %y_

(MeH) Y) ;4 phenyl) 7. 29 t, J= 8 3,8.3, H-5-p enyl), 7.39 (d

t hyl 5- Lel, |l ; 35
eHyNK/é ((11(1 bSQ%R/gpM s) p%etrlylazg 2(?)6"7' é@gﬂwmq& cafbo Cgb%ﬁgu 0) fge@éoqfsiH

04304043) lf? oY 5, 1QH0 Hﬂ?ﬂhq alz%4 &H) 1,15 (t, 3H,
ESI(+)-MS: m/z 330 (100, (M+H)").

EXAMPLE 9
30 Preparation of a compound of formula (I): N-(5-isopropyl

1,3-thiazol-2-yl)~N - (3-aminophenyl)urea
A mixture of 1.55 g (5.05 mmol) of (5-isopropyl-1,3-

thiazol-2-yl)-N~(3-nitrophenyl)urea prepared as described
in example 5 and 0.98 g ((17.7 mmol) of iron dust with 2.02
35 ml (35.35 mmol) of glacial acetic acid in 50 ml of ethanol
was stirred at reflux under argon atmosphere. After 5 hours

1.5 1 of water was added and the product extracted with



WD 0012G&203 -68 5 10 15 1H, NHCON). ESI(+)Ms: niz 348 (100, Q)F’ ]2

FEB z003 PCT/ EP99108307 CH,) ; 3.58 (s, 2H, CHz-phenyl) ; 4. 06 (4788, 2003
CHzO) : 7 .16, 7.38 (2d, 4H, phenyl): 8.90 (bs, 1H NHCON HPh): 10.30 (bs)
(2R) - 1- benayd addzek6d ( 5-i sopropyl - 1, 3-t hi azol - 2yl ) ani no] car bopgtkrss/aaegpr opan
am de; 2-hydroxy-5-((((5-isopr opyI 1, 3- 5tOhl azol - 2yl ) am no] car bonyl } benzoi c
acid

2- chl or o- 5- (5-1 sopropyl 1, 3-t hi azol - 2yl ) am no] car bonyl } am_no) benzoi c
acid; 'H [l(am DS dF9Bnppr nlayeps Waf | mlpag withygbrgpelH,

CH, CHCH, ) driea 03vés$, sBcﬁ@n{ tuiltd eI =8n8, elda o‘rB'ﬁ%&W Jihe - PBsPBEAY b 7. 88
(bs, 1H, H 2~-phenyl); NHCONI i Ph) ; 11.00 s, 1H, HCON) . ESI(+)Ms: mz
340 (100, {imedyty) : Pebifeest PG, cza‘lromtqw&am%o%)a S(Jajdlcalkﬁeh 629175 (bs,
1H, 20 3- ({di%risapmopte tlasol hl4a72/<3| 2y hamgho]cagbony | i Reberzeie acid
'"H NMR (500 MHz- O d6) Sg ‘24(d 6H, J=6.8, CH CHC H) ; 3 . 03
(M 1H CEEReynd a5 a ‘0‘211 Solid. W thiazole) ; 7.40 (dd, 1H, J=7.9,

H 5~- phenyh ). 71,15%13756&8 (2d 2H, 25 J=7 .9, H 4~ H 6~-phenyl) ; 8.13 (s,
1H, H2~-phenyl) ; 9 .28 1H, NHOONI_i Ph): 10.59 (bs, " 1H, ‘N HOON). ES
(+) MB: nizH306 300(499% F DMSO d) & ppm: 1. (d, ~6H, —J=6

N-(5- |soprcqp§+[ % %‘— %igﬂnptlyl |§Qxaglgl ylhl)ll,’rea} 0%0 (s,

i azok

N- (5-1 soprop 6di net oxyp’heny1 ) urea

N- (5- |SOprldbyIH 1t1316@¢ﬂ>h§bk -Q %(D)LMr(QHBdF%t%OXY/b%nzW?umnmll-) iRIVRZ( 300
MHz - @ 8 521 f d) 36'3' Jﬁﬁs&pl-fé'?lﬂi' 3) (bg3- 0§H§mHli",-
CH,CH X ;432( 2H,~ )= 375 (2s, 6H, OCH,

);
6.8-7. (rﬁheswl)pheémyﬁ (B, oFH, 4—833: E883zd®35\n9h@@b12620§ rﬁéT/(Epgéﬁossm
- 69 NH): 10.13 (bs, 1H, NH).

ESI(+)-MS: m/z 277 (100, (M+H)").

15 By analogous procedure and by starting respectively from N-
(5-isopropyl-1,3-thiazol-2-yl)-N-(2-nitrophenyl)urea and N-
(5-isopropyl-1,3-thiazol-2-yl)-N-(4-nitrophenyl)urea, the
following compounds can be prepared:
N-(5-isopropyl-1,3-thiazol-2-yl)-N - (2~aminophenyl)urea;

20 N-(5-isopropyl-1,3-thiazol-2-yl)-N - (4-aminophenyl)urea;

'H- NMR (400 MHz-DMSO-d,) & ppm: 1.22 (d, 6H, J=6.8,

CH,CHCH,); 3.04 (m, 1H, CH,CHCH,); 4.83 (s, 2H, NH)); 6.99 (s,

1H, H-thiazole); 6.50 (d, 2H, J=8.7, H-3', H-5-phenyl);

7.05 (4, 2H, J=8.7, H-2, H-6 -phenyl); 8.42 (s, 1H, NH);
25 10.09 (bs, 1H, NH).

ESI(+)-MS: m/z 277 (100, (M+H)").

Again by analogous procedure, and by starting respectively
from 6-nitro-1H-indole and from 6-nitro-1H-benzimidazole,
30 1H-indol-6-amine and lH-benzimidazol-6-amine can be

prepared.

EXAMPLE 10
Preparation of a_ compound of formula (I): N-[4-({[(5-

35 isopropvl-1,3-thiazol-2-yl)amino]phenyl]methanesulfonamide
0.2 g (0.724 mmol) of N-(5-isopropyl-1,3-thiazol-2-yl)-N -
(3-aminophenyl)urea were dissolved in 10 ml of absolute



510 15 20 25 30 35 (s, 1H, Hthiazole); 6.90 (bs, 1H, NHCHZ); 1’[8':%8 6bs,
1H, NH-thiazoIe) ESI(+)-Ms: mlz 336 (100, (MtH)i); 2003
N- (5-1sopr 3-thi.azol -2-yl)-N-- (3, 4di fl uorobenzyl ) urea;

N-(5-i soprdg I°0’i62§3t hi azol - 2-yl ) - N~- (2, 4di net hyl phenyl ) ur eaPCT/EP99/08307

N (5- isopropyl 1,3-thiazol -2-yl)-N--byjylurea 1H NWR (300 MHz- DMSO-db) 8
ppm 1.20 ( ,6H CH~CHCH3;300m1H CI—BCHCH~);085(t 3H, CHa)'

e azobsr ot 4 i N d: B o el o Bye e T s
mz 242 (:a@@on(aMEH) ) ;amd (5-i d8gr-8pyl - mB- t hi é200825yl) Noldénzoyl @f ea;
N- (5- met ﬂ% % %’shp}ifgﬁgllcgnl%lr)ld%: (%eged' @&thphegﬁglgégﬁvely The

N ( 5- et i az benzyl ur ea

N-(5- rretﬁl)l[xt}]}rg msamlmt@:;geWbuag @r@ader argon for 7 hours and
N-(5-gret QYmEnl e%atﬂ?ilaa@d 2-yhe- %e@&@@ohhge‘iﬂxhﬁ@@r% between water

5- net hyl - thi azol - 2-yl') - N~ phenyl ur ea:

5- met B ﬂl@hlmr&zrtﬁﬂ@rw)l@h% AOFRANGXy bBKEY| WeSa:then dried over

S- n‘et Q?&iﬂam:% thivztle 2- ¥ha- N?:’rf@érfib&or ORFaRY ) W®HKentration and

(1-e 2-pyrralidinyl me*thl%t éS rrethl-lS%hlazoIZ I)urea

5- net ﬁ)?IOlin§JtIJnO§ZB‘Q 2Ly ohenEiEdeng F‘B?}}nfl—l-aﬁyfﬂai’ FEgyFPl h

5- met hylr-.1236t-Ridd2zal - 2-yl ) - N~- ( 3- pyri di nyI )urea
N-(4-fluorophenyl)-N--(5-nmethyl -1, 3- th| azol - X éurea All conpounds were
charHet erlﬁzed\%‘g hAG0 s PUE T BB TS (M) . PRI MSleddf i Kfed eMat 476 ehch case
t he prln t d I gn corres di to,t pect ed
product . éeﬁ((::'%gﬁoun % s(Ergwe W&r’eg (gﬁr angl %%f rcrg{g 787’[(2?1 % HPLC
anal ysi s1H, néi-rtt]MOleBeckﬁfraWi Sy@t ehll Go¥ €6 CBonﬁt—ég-r@I”p‘ﬁmrl (i1277. 13l (rent
modul e, 368 Detgect @l g SBK@ngys osgmgher) 149 f- E-%r?e%%\/\D&%%ZQB - 70
PCT/ EP99/ 08307 Mohile A CH—-CN 90/ {0+ 0.1

(10/90) +F0. &8 ;o °FEA (BSowht &)1, éomlﬁm F?S Safpl ¥Hv6} ume: 20 cm 5
Col unm: Sgrel+geMs':, mMAzseeweroL P Amde’)Cl6, 5~m (50x4. 6) nm Tenp: 25C.

G adi ent :

N- (
N- (
N- (
N-[
N- (
N- (

EXAMPLE 11
Preparation of a compound of formula (I):
2-[3-({[5-isopropyl-1,3-thiazol-2~
20 yl)aminojcarbonyllamino)anilinolacetamide
To a solution of 0.2 g (0.724 mmol) of N-(5-isopropyl-1,3-

thiazol-2-yl)-N - (3-aminophenyl)urea in 2 ml of N,N-
dimethylformamide, 100 mg {(0.724 mmol) of 2-bromoacetamide
and 108.6 mg (1.95 mmol) of potassium hydrogencarbonate

25 were added successively. The mixture was maintained 8 hours
at 40°C under axgon, then poured into water and extracted
with dichloromethane. The organic layer was then washed
with brine, dried over sodium sulfate and concentrated to
give, after cooling, 160 mg of the title compound.

30 m.p. 133-135°C

1

H- NMR (400 MHz-DMSO-d,) & ppm: 1.23 (4, 6H, J=6.8,
CH,CHCH,); 3.06 (m, 1H, CHCHCH,); 3.54 (d, 2H, J=5.4, CH,);
7.02 (s, 1H, H-thiazole); 5.88 (m, 1H,NH-CH,);.6.21 (d, 1H,
J=7.8, H-4 -phenyl); 6.65 (d, 1H, J=7.8, H-6-phenyl); 6.69

35 (s, 1H, H-2-phenyl); 6.98 (t, 1H, J=7.8, 7.8, H-5-
phenyl);.8.71 (s, 1H, NH); 10.11 (s, 1H, NH); 7.08, 7.29

(s, 2H, NH,).

o TFA. "Mobi Hz 0/ CHSCN



T Mle ( mn )~ A-o B0O01006.5010071000101000 10 Detection: diode, array

254 nm Al the conpounds were anal yzed by Ms spectronetry (ESI )1 91&&@00&
LCQ Fi nni gan Mass Spectroneter. 37 randomy chosen conpounds were anal yzed
by H1-NVR WR&REH®Etra were run on a Varian XL 400 Spect r om@PCEEPI9/08307

17- Qz- 2000 EP 009908307 - , , - 71 1 _8oF E 8 2003 CLAIM5 1. The use of a
conpound which is a 2-ureido-1, 3-thi azole derivatives of forrmula (1) N O
R~~ I)_ I &i~N a, hal ogen atom a vitro group, an
opti ona:\ng s&bspﬁt uan?I ér%\éfnnglg)roduF%l\d+§i d is a group, optionally further
substituted, selected from i ) s traight or branched C1-C6 alkyl ; 10 ii)

C -Co6 cycloal kyl; iii1) aryl or %ﬁﬂ% Woth from1l to 6 carbon atomns
wi thin the stral ght or branched al chain; Rl is an optionally further

subst i t uRzgpgratp onejod f pher gached C1-C6 al kyl; ii) -
3 todh ”’é‘m@%e‘j gar bPi:S(C' 5 tQ)f7 ”ﬁﬁﬁ?t§da1'9%81Qﬁﬁﬁéﬁyiéﬂﬂanéété aryl
or arylcarbonyl;”iv) aryl aI kyI with from carbon atons wthin_ the 20

strai ght PEErBraReRedeahe csPendadi 30 hddr ByeRl Aispagiegmndribrighched

d-Ca al kYl udidammbanyn Q{y&éqy@y{vegéoa@de@r Afken Boapiyer aeth the
nitrogen atomto which they are bonded, Rz forma substituted or

unsubst i ERCEd MBI Tttt ¥res fsrtdlzﬁrlpj; ofrll?eop":tql(Yﬁé’ltl WaHtnZBeBRERRER@d or
bridged anto themardieirdck meé@rsmdw@d mtmlahpoleoﬂdrxﬂlamndaegndd with

- het t t I+ th f;
R O SRR A B SRR AR | B PR TR B POt art i B

di sor der s fagdhecitdttde widnpcamdaladsereedvtdedd sdépgeéndent ki nase activity.
RECT'FlEBysg%Eﬁéggggzéyacedure and by starting from (2S)-2-amino-2-

phenylethanoate, (258) -2-amino-2-phenylethanamide can be
prepared.
15
EXAMPLE 13
Preparation  of l1-methyl-2-[(2-nitrophenoxy)methyl]-1H~-
imidazole

A solution of 1.92 g (11.97 mmol) of o-nitrophenol sodium
20 salt, 3.8 g (35.9 mmol) of sodium carbonate, 2 g (11.97
mmol) of 1-methyl-2-chloromethylimidazole hydrochloride in
30 ml of N,N-dimethylformamide were heated at 50°C for 2
hours. The mixture was then poured into water and extracted
with ethylacetate. The organic layer was washed with brine,
25 dried over sodium sulfate and evaporated, affording 1.17 g
of the title compound, recrystallized from diethylether.
m.p. 172-174°C
'H-NMR (400 MHz-DMSO-d,) & ppm: 3.67 (s, 3H, CH,); 5.34 (s,

2H, OCH,); 6.86 (s, 1H, H-4-imidazole); 7.13 (m, 1H, H-6-
30 phenyl); 7.19 (s, 1H, H-5-imidazole); 7.60 (m, 1H, H-3

phenyl).

ESI(+)MS: m/z 234 (100, (M+H)').

By analogous procedure and by starting from 2-

chloroacetamide, 2-(2-nitrophenoxy)acetamide can be
35 prepared.

m.p. 180-192°C



17-02-2000 ' - 72 2. Use according' to' claim1l wherein proliferative

di sorder is selected consisting of cancer, Al zheiner's infecti oas [

aut o-i mmune di seases or 5 disorders. 10 15 20 EP 009908307 1 9 Eq_% %Wthe
said cell Woni/26R63 gr oup di sease, viral neurodegenerative 3PCNERIINEWDr di ng
to claim2 wherein the cancer is selected fromthe group consisting of
carci noma, squanous cell carcinonma) henatopoietic tunors of nyeloid or

| ynphoi d | i neage, tunors of mesenchymal origin, tunors of the central and

per i pher all A8, ol &M aTRM$Rt AhofePPBent nbPm (St et Bt 0fBsdi Mordd, (ddd,
ost eosar cofR) sxengderonm pi ge m; ker atect gpt homm, f h)ér.o,i)o!_ g_p_lé)i cul ar
e di

93U it
cancer and KapoSi"$ sarcons. ’4?} %zé aCCOI’gi ng to ' 'proliférati sor'der
consi sting-82, bénkgn @denordt.oSIWNHbl ygobits,(dddscdFar Ssmiebh &el’l. H-
at her oscl §5°Si7§90plégﬁ gh@merukogephrptig_gand restenosis. claim1 wherein
the cell Ts’'selected from'the grbup pfostate hyperplasia, fanilial
neur o-X i bESHAt O¥Fs, MigoRPdsi($00pr Mt erlat i on associ ated with nonary
fibrosis, arthritis post-surgical stenosis and 25 5. Use according to any
one of the preceding clains wherein the nmedi canent enabl es tunor
angi ogenesi s and netastasis inhibition. 6. A conpound which is a
2-ureido-1, 3-thiazol e derivative 3gxphpigr{al a (1) o R HN-R- wherein
RECTI FI ED_SHEET ( RULE 91) i 7-0~-2000 ' EP 009908307 73 - 1 9 FEB 2003
Ri s a hal BEgRazatien, ..o ethyl - AzAninophenopbme thylds iHup or

it i@ giﬁmgazegbi oaI | yf rher sust iut d, sel t ed ro i) st ai ght or
branched C1-C6 alkyl;5i1)C3-06 cyclaal kyl;iii)aryl or aryl.al kyl, w froml
to 6 car b‘gn at o%%l%%% nt heogt r ai a‘ﬁta%or br%nche8¥al kylla'cf%eatlﬂ'ﬁ%aﬂ%'\g QZE_

opti onal | piftupphenosybsteithyiéd 1grdmpdsebiet edf 70nml0io)fs trregribgpinto lorwibrranched
Cl- C6 al kyl ;i )3 t-0 riecbrgg ed._c l-e 10r o5 lqgrgggr ro | e
ring;iii )gr'll/lh ér Ogr ﬁﬁc‘clar o‘r%]lg/r\ %nv%%%%é%l}yll%w 1 r‘f;a%rgl 0 (#cég %otnc%dt:orrs

wi t hi n t hegsstfogi ghthewrrancheamakrypeshibneRzIbehyartogent aast rdigght or

branched LhpGratkly! ber GAQRRNYEnar a@hky R v8HeUPevhorbekgn taget her

W th thenitrogen atomto which they are bonded, R and Rz forma substituted
or unsubstPEUEEE RSPt St Bt oDt F 71 | PAnCBEPTRRAPF §PBEN2BCEndens'siR or
bri dged 5gtd 7Eet edchekakocwHler dffidrim-ae? Hatoll n@rber gdving rise

spi r o- het ggégﬁéi G £C o%qugelrca% Qgﬁ tggyg#\gﬁléfpcept abl e salt thereof;

25f oruse drca t: s a chlorine atom and

R ~ is hylrogen, (4benvBk-bEpot apetthypm:pleemd @, t3af | cwnomet.pd phany! ;
andb) when Ris nethyl and R_ is hgdro%en, then RL is not 4-
5- ox&Zbl yERph&Ry) : 5-15 (s, 2H, H-3 + H-4-phenyl); 6.81 (m, 1H, H-5-

phenyl); 6.90 (s, 1H, H-4-imidazole); 7.02 (m, 2H, H-6&-

phenyl + H-5-imidazole).

ESI(+)MS: m/z 204 (100, (M+H)').

By analogous procedure and by starting from 2-(2-
25 nitrophenoxy)acetamide, 2-{(2-aminophenoxy)acetamide can be

prepared.

m.p. 114-116°C

'"H-NMR (400 MHz-DMSO-d,) & ppm: 4.30 (s, 2H, CHCO); 5.03 (s,

2H, NH,); 6.45 (m, 1H, H-5); 6.61 (m, 1H, H-3); 6.67 (m, 1H,
30 H-4); 6.72 (m, 1H, H-6); 7.45 (s, 1H, CONH); 7.73 (s, 1H,

CONH,) .

ESI(+)MS: m/z 167 (100, (M+H)").

EXAMPLE 15
35 Preparation of 2-(imidazo[l,2~-a]lpyridin-2-ylmethyl)-1H-
isoindole-1,3(2H)-dione




30 7. A conmpound which is a 2-am no-1, 3-thiazole derivative of formula (1)
li ~RN "NCR O HI Rz wherein RECTI FI ED SHEET (RULE 91) 191 BHEB B2013
WO 00/ 26203 PGI/ EP99/ 08307 -74 Ris a halogen atom a nitro group, an
optional | y wab®t2620at ed am no group or it is a group) opti onaldyEHaosldaer
substituted, selected from i ) straig or branched C1-C6 alkyl ; 5 ii )
C -C6 cycloalkyl; iii) aryl or aryl alkyl "with from1l to 6 carbon atons

within the strai ght or branched_al kyl chal n; RL is_an gﬂt i onal |y, furt her
subst it ut®d Grd0pQ¢8| dreed Plon? 16cRIoxenelight) B drzmhet DRXB NG : i)
3 to 6 mepbeeedisabhoeyiclies oT4® HD drmuhesechehBleroeahe del RGA 14191 aryl

or aryl carbon ) ar(ﬁyalkyl wth from1l to_6 arbnatoms W t hj he 15

strai ght %r brgn%% ) ciffn; pﬁfasé‘"‘lH{}‘droSEﬂ 1HSErai YRt or arf#‘g‘?r‘rihed

C1-C, mlgwraioﬁﬁzgé amhynmlxMufékwﬂglhgaeua ad ,63akefioko@et hesund th the

nitrog ,gltt\omto whi ¢ ey are bo and bstituted or
tit

Rz .f
unsub 2d g?%ﬁ%lgéFag?ed ‘Zﬁsfrogﬁg?‘ﬁ TSy opt"l’%‘ﬁy b‘%hégcoﬁ&ae%esre'd or
bridged dtetHyhenbereartet ineyty e tetrahifiratdrta, llafbohdied 4.8 g

spi ro-hetggro I r a pharmaceutically acceptable salt thereof;
provi ded ﬁ; @{8 EEt?Q\ng&ﬂp&mg chlorine or bromne and Rz is hydrogen, t hen

R is notmupsubsbrzdeed C -C3 al kyl, phenyl tl’lf| uor onet hyI phenyl or an
Py ogon. w@sw BB P i D) W iﬁsﬂ? 35 gy i
10 H-6- 1m1dazopyr1d1ne) 7.17 m, 1H, H-5-
lmldazopyrldlne); 7.44 (m, 1H, H—7—1m1dazopyr1d1ne); 7.88
(m, 4H, H-phenyl); 8.42 (m, 1lH, H-4-imidazopyridine).
ESI(+)MS: m/z 278 (100, (M+H)').

15 EXAMPLE 16
Preparation of imidazo{l,2-a]lpyridin-2-ylmethanamine
A solution of 1.37 g (4.94 mmol) of 2-(imidazoll,2-
alpyridin-2-ylmethyl)-1H-isoindole-1,3(2H)-dione in 14 ml

of hydrazine hydrate 98 % and 1 ml of ethanol. Was stirred
20 at room temperature for an hour. The mixture was then
poured into 25 ml of sodium hydroxide 35 % and extracted
with dichloromethane. The organic layer was dried over
anhydrous sodium sulfate and evaporated to give 0.426 g of
the title compound crystallized from diethylether.
25 m.p. 91-93°C
"H-NMR (400 MHz-DMSO-d,) & ppm: 1.98 (bs, 2H, NH,); 3.78 (s,
2H, CH,); 6.80 (m, 1H, H-6); 7.15 (m, 1H, H-5); 7.41 {(m, 1H,
H-7); 7.73 (s, 1H, H-3); 8.46 (m, 1H, H-4).
ESI(+)MS: m/z 148 (100, (M+H)").
30
EXAMPLE 17

Preparation of the polymer supported compound (VIII)
A solution of 8.72 g (69.1 mmol) of 4-mercaptophenol in 20

ml of dry N,N-dimethylformamide was added dropwise to a
35 solution of 7.76 g (69.1 mmol) of potassium t-butoxyde in
120 ml of the same solvent, under argon atmosphere, at 5°C,
over a period of 20 minutes. 25 g (19.75 mmol) of the



c ) when Ris nitrophenyl and RZ is hydrogen, then Rl is not hal oaf 5& d}
when Ris bromne or chlorine, then RL and R, are not both nethyl @) 0
35 8. A coMfd0He28¥ forrmula (1) according to claim7 wherei FCREPY/O§3Mal ogen
atom a straight or branched Cl1-C, al kyl group, a phenyl or a cycl oal kyl
group; RZ is hydrogen and R 19F B 2003 WO OOI 26203 PCT/ EP9910830~ -

75 i t II I stituted,. I f

Akyl SRR RS d e St o HNGrei A B IR e R
brom ne wascmdﬂemet;o atber acgjhitmm karain ciied @mp}lratkyé gesuxers pbenyl or
a CVC'Oa'%ﬁkkgHﬂﬂQ nBFcdSe e fg§p§3pds%ur&§da ©PEhopaleby substiipted aryl

or an aryla eterocyc group wt rom1to 4 carbon atons

wi t hi n t hedal ékyl 2274 nfo10 2. haurenpdined vésinr mﬂ%l thenactobltenedt o cl aim
7 wheyel RaRiw a hghegen agom.ef mb%ﬁ??f@f&éﬁ&ééon‘th&z&ﬁ?&Poﬁ@Hﬁéﬁé'”9 of

ni tro am no, al kyl'am no) hydroxyal am no | ami no, C, -Cb cycloal kyl,

st r ai ght meshanor Zmeh&ya@ores ef kyﬂh%ﬂﬁa@ﬁalgl P u?‘asltl?lf%@dow}ewldrmy

al kyl'thi @2l k@xyn %Qo,caaﬂéﬂﬂféaaﬁofr&hk%écab@%@ dod agknog 1 Fuy

al kyl car bonyl al kyl sul fonyl , al koxycar bonyl car boxy ar yI 72:%’“ onal |y

subst i tu@@&eb‘y‘l@r?éi‘ dirlafwﬁwecwwgﬁlawaﬁog%né nBér d.0a8 arPbxy,

al kyltﬂl l@)/galr yrhbi qareadadma @Ifkydazamg&@hpdlhmg?/lcamm:néz«% ?blml -pRperazi nyl,
0 ny p enyl , ami nosul f ony
arB ﬁ)?la ﬁ‘%ﬂ“@a%ﬁ&ﬂy%%%g)ﬁ%@ al koxycarbonyl or carboxy, or R

is an aryl group 25 optionally substltut ed by one or nore hydroxy, hal ogen,
nitro, al koxy) aryl oxy, alkylthi OE%# h%#) am no, al kyl am no,

di al kyl am no) N-al kyl - pi perazi nyI % i nyl ) aryI am no, cyano, alkyl,
phenyl , 2repasaltdleonylf the 13l BOxXar yl car bonyl ,

al kOXycaﬁb@@y'%Or 3635 Dg1 R ’o 4an§§:gt8#39£'ﬁy?£h95§g@g§ﬂage %%da' 49%5 9’r°“p

or an aryl “group, “éach optlona ly sub tuted as above report
is al%ydﬂdgeh3&t6mmr@dd ph&r Aauraydarrphat tept atpee 354dgict stQ h@ﬁeo@

provi ded (thalg’ mmol) of the polymer supported compound (VIII)

swelled in 200 ml of dichloromethane under argon
atmosphere. The mixture was stirred at 22°C for 22 hours.
The obtained compound (IX) was filtered, washed with

20 dichloromethane, methanol and evaporated under wvacuum. The
loading of 4-nitro-phenylchloroformate on the resin was
calculated from the percentage of sulfur determined wvia
microanalysis: S 2.34 %; loading 0.731 mmeol S/g. The
disappearance of the OH band (broad strong band 3400 nm)

5 and the appearance of carbonate group were monitored via
DRIFTS (strong band 1785 nm).

EXAMPLE 19
Preparation of a polymer supported compounds (X
30 A solution of 2-amino-5-isopropyl-1,3-thiazole (39.6 mmol)
in 12.5 ml of dichloromethane was added to the polymer
supported compound (IX) (19.8 mmol) swelled in 200 ml of
dichloromethane under argon atmosphere. The mixture was
stirred at 22°C for 22 hours. The obtained compound (X) was
35 filtered, washed with dichloromethane, methanol and
evaporated under vacuum. The loading of 2 amino-5-
isopropyl-1,3-thiazole on the resin was calculated from the

percentage of sulfur determined via microanalysis: S 4.21



1 9 F E B 2003 WD 00/ 26203 -76 PCT/ EP99/ 08307 a) when R is chlorine &S FEB 2003
brom ne then R is not unsubstituted C -C, alkyl, phenyl,

trifl uoror¥OYRE¥2nyl or an optionally substituted phenylchB@ﬁ???%gs when
Ris nethyl then R1L is not nethyl, phenyd-or 4-(55 oxazolyl)phenyl; c) when
Ris nitrophenyl then R is not haloalkyl. . 11. A conpound of fornula (I)
according 40 %é‘éﬂfﬁh% whenai B 1 Ss Ay SthiRd 9Bt e8EnLEaRENRE o kn{Eh caldodugr oup
and, together 10 wWith the nitrogen atomto which they are bonded, R and RZ
forma subés tCRRER HredneLBsPRITTRd! 56@@m@h%%m@ %Eﬁ%d@&hdensed or bridged 5
to 7 menmbered heterocycle) or a 9 to 11 nenbered spiro-heterocycle. 15 12.

A conpound of fornula (1) according to claim7 wherein Ris a straight or
branched C,-C6 al kyl group; RZ is EXRMBEEROor branched O -C, al kyl or
C2-C, 8l kepwdpDrated day NV 1ar9%gaar1¢1R Syhtd@sdlsy| o8 8hY| addmbortkidsIp of t h
from1l to 4 carpbon atons Within the strai ght or branched al kyl chain. 20
13. A conﬁ%ﬁﬁ@ﬁﬁi—i%Lnula (I') according to any one of the preceding clains,
whenever arips omiatess i (e fa3em afophar ané ewt j vadd ys aneapt ladd ey Isalitrss,

selected f e consi s of : . 25 1

N (51 Sopr byt 9. B0R AYGE D SR Spnshg) Phpugerppupported compounds

N ( 5- bronnéﬂlGQthl&zmhoZ)ybweN&edhdmykiunbaofSioluene in the Argonaut

N- ( 5- pheny, t Zo - ure 4 _

N (5 Oc apigeyi 115 capRatRisty ORBEIRS TRoeRne )¢ e of

N- ( 5- br onndﬂ_l@ommmbetny%mine (r@sgmﬂamsxﬁe@hemﬂﬁmpw daadéhg 3.68
N-(5-1 sopr ) Skl f%?;%ld Méﬂe%r(%réu' fn?ﬂi‘!é\é Rk %‘yhﬁurt% Hlified

N- ( 5- phenyl - 1 3 thlazol -yl 4- sul f amoyl - phenyl ) ur ea;

N- ( 5- cycl o Bpy |- 1T13€tt¥e@ﬁ§|3-021%/l‘7‘flﬁﬁ (541§6I9F3an%% pREnyIuLF eat Hoec,

N- (5-1 sopropyh - lnds t Meazaliodr Yk xNared- npéFoxyriphesndd dhea; thel dif B

2003 V[)OQL;Q%Q leg dlg ggg%%égggg? The liquid phase, recovered in

Climax test tubes, was evaporated under nitrogen flux at
35°C wusing Liebisch Termochem Metal-block thermostat. The
obtained crude products were triturated with diethylether-
dichloromethane and the resulting solids were filtered on
20 frit equipped syringes ( Alltech extract-clean filter tubes
1.5 ml, Alltech Teflon frits for 1.5 ml tubes).The products
were finally dried under vacuum.
Employing this procedure and using the suitable amine the
following compounds can be prepared:
25 N-(5-isopropyl-1,3-thiazol-2-yl)-4-morpholine carboxamide;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (4-methylphenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (3-fluorophenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (4-cyanophenyl)urea;
N-(5-isopropyl-1,3-thiazol-2-yl)-N-(3-cyanophenyl)urea;
30 N-(5-isopropyl-1,3-thiazol-2-y1l)-N-(2,6~
dimethylphenyl)urea;
- (5-isopropyl-1,3-thiazol-2~yl)-N -~ (4-fluorobenzyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (3-acetylphenyl)urea

1

H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (d, 6H, J=7.0,
35 CH,CHCH,); 3.06 (m, 1H, CH,CHCH); 2.55 (s, 3H, COCH,); 7.32
(t, 1H, J=7.6, H-5-phenyl); 7.44 (t, 1Y, J=7.9, H-5-
phenyl); 7.5-7.8 (m, 2H, H-4, H-6-phenyl); 8.08 (s, 1H,



10) N-(5-brono-1, 3-thiazol -2-yl)-N--(3-nmethoxy-phenyl) urea; 11)

N- (5- phenyl -1, 3-t hi azol - 2-yl ) - N~- ( 3- net hoxy- phenyl) urea; 5 12| 19FEB 2003
N- (5- cycl qp g@ydrod. 3-t hi azol - 2-yl ) - N~- ( 3- net hoxyphenyl ) - ur paf/ERB)08307
N-(5-isopropyl -1, 3-thiazol -2-yl ) - N-- (4- chkor o- phenyl ) urea; 14)

N- (5-brono-1, 3-thiazol -2-yl) - N~- (4 chl or o- phenyl )-urea; 10 15)

N- (5- phenyl -1, 3-t iaz I hl or 5 phen e

N- (5-cycl opr%ﬁglié}?%ﬂ¥ az%ﬁ}% W P\Iﬁ % %I)‘]’I Sér‘?én %azu b&g 1‘}3{ CONE-~
N (5-isopr opphefhy:{Ht;htLé)zﬁl -(Bsyl ).HN~N§G@NHPMO phenyl ) 15 urea; 18)

N- (5-brono- 1, 3-thi azol - 2-yl ) - N~- (3-chl or o- phenyl ) -urea; 19)

N- (5- phenyl -1, 3-thi azol - 2-yl ) - N~- (3-chl oro- phenyl ) urea; 20)

N- (5-cycl opr §pyb-1s8ptropaell, 2-yhjakel{3-¢h) eX o2 jalvenyilphenyd) uzep ;

N- (5-1 sopy opyl t I yh) N~ | or o- phenyl )urea; 22)

N (5-br olroriro 43 Hrﬁ?é EF%?} Ip)%‘l h fg%%ﬁg ghenyl) urea; 23)

N- ( 5- phenyl - IlBamhnaiglarboylw)umngbﬁn@@@cmen@t) 2 5 urea ; 24)

N-(5-cycl Oprﬁp)(B J_rs%ﬁ?c%%ml 3 Xhhy?lf«? ﬂi‘}ﬁ %Qp(fhe—rlﬂo;px%b%ph%%&léurea,

N (5- |sopropg 1 azol - 2- oxy- phenyl )uréj;
N- ( 5- br ono- 1; siﬂﬁdézéﬁogrppylml gatheameky<phenyl urea; 27}

N-(5- phenyl - Qzl?bahmhéq@lar%bhlly)l}ymﬁé*)BBAQ%Ythenyl) urea; 28)
N-(5-cycl opropyl -1, 3-thi azo (4- et hoxy35 phenyl)-urea; 29)

N- (5-i sobt opyH~= 11\341‘Eh| a4 - ZHIWjDWO-(d’H hy@r asgmphehy?q ur 6d;  6HAD GFQ®03
8- L0 F EcB A008) PCTLERES/ D307 30) NoLE: B oy dydaY 230k Y1) Ny
N- ( 5- phenyl - I=3-6hi édz—cﬂ ﬁhymylw U43BydtoxytHphehyl )ur eB:25@Bdnyl) ; 7.49

N (-1 opr opybe 1 i 3 Zﬁ’yﬁ?iﬁ“{'%“ Sy T Bent U7 Hn B 37 e -
N- ( 5- br onmo- 1P13€t’119n1é20l7- 2041 ) taN-- (BLhydré yaﬁﬁéﬁyll)lﬁ Gheals, lH, CONH-

15 phenyl); 10.36 (s, 1H, NHCONHPh) ;

N- (5-isopropyl-1,3-thiazol-2-yl)-N (4-methoxybenzyl)urea;
N- (5-isopropyl-1,3-thiazol-2-y1l)-N~ (4-butylphenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (4-
20 trifluoromethylphenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N'-(3-bromophenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-y1l)~-N - (4-
cyclohexylphenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)~N - (4-phenoxyphenyl)urea
25 'H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (d, 6H, J=7.0,
CH,CHCH,); 3.05 (m, 1H, CH,CHCH,); 6.96 {(m, 4H, H-3’, H-5-
phenyl, H-2', H-6 -phenoxy); 7.02 (s, 1H, H-thiazole); 7.08
(m, 1H, H-4 -phenoxy); 7.35 (m, 2H, H-3, H-5-phenoxy); 7.47
{m, 2H, H-2', H-6-phenyl); 8.95 (bs, 1H, CONH-phenyl); 10.3
30 (bs, 1H, NHCONH) ;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (4-benzyloxyphenyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N-(3,5-dimethylphenyl)urea
'H- NMR (300 MHz-DMSO-d,) & ppm: 1.23 (d, 6H, J=6.8,
CH,CHCH,); 3.05 (ept, 1H, J=6.8, CH(CHCH,); 2.22 (s, 6H, 2
35 (CH,); 6.65-7.06 (m, 3H, H-phenyl); 7.02 (s, 1H, H-thiazole);
6.71 (s, 1H, H-phenyl); 6.72 (s, 1H, H-phenyl); 8.75 (bs,
1H, CONH-phenyl); 10.3 (bs, 1H, NHCONH).



35) N-(5- phenyl 1 3-thiazol - 2-yl ) - N~ (3- hydr oxy- phenyl ) ur ea; &@)FEB 2003
| (

N-(5- cycl oy, , 3-thiazol -2-yl)-N--(3-hydroxyphenyl) - ur §51/df9343%7
N ( 5- |soprop 1 3 t hi azol - 2-yl ) - N~- ( 2- met hoxy- phenyl ) urea; 38)

N- (5- bromo- 1, 3-t hi azol - 2-yl ) - N~ ( 2- me¥oxy- phenyl Yurea; 39)

N ( 5- phenyl - 1 3-thiazol - 2-yl) - N~- (2- met hoxy- phenyl ) 20 urea; 40)

N ( 5- cchSfpfﬂM51r®z MGz ol 236 y| (M4 | 2- met hoxyphenyl ) -urea; 41)

N (5-1sopropyl -1, 3-thiazol -2-yl ) - N~ (2- hydroxy- phenyl )urea; 25 42)
N (5- bromo-1, 3-thi azol - 2-yl ) - N~- ( 2- hydr oxy- phenyl )urea; 43y

N- ( 5- phé‘hy!SilSBDRmmzb-lllzl*ﬂl)LNol( ZZWdr-@kylbhéﬁyl )urea; 44)

N-(5-cy -t -2-yl)-N~-(2-hydroxy30 phenyl) urea; 45)
N- ( 5- |so(aplro &Wif%ethl glzo . yl ) - N=- (4-vi tro-phen urea; . 46)

¥ (5 brom Jascmﬁ%?zbdl 15 R LU iy oA R M 4]

N-('5- phenyl ]thg_%z 0l yrdsdyl) - N~- (4 vi tro-phenyl)-urea; 35 48)

N-(5- cycl 0 opyl t'hi azol - 2-yl ) - (4-vitro- pheny_@) urea; 49)
N-(5-i sdpr 8% SOREAM; a0l - @MZ)QNZ-(mlar% Ho-Breo$rdd) - 19 F E B 2003

WO 0012@24&1117&3(5% ERIYH L8307 H0)
N- ( 5- br ono- -1 4-anj no- ghenyl% ur ea,

hi.a
N- ( 5- phéhiy? eriz%l-tbf" 250F59%§TPYN~£(1 Sh-ABChneny ]&r‘é%th‘—f‘é‘)‘re&
ﬁg‘gepyqxiowopsfdipr%oﬁln 83|Z-€Hh:232)6])N~21\¥3%](46t8,m—rmWh & y)-ar, Gia-5d41)5hﬁﬁ)o—
-is i.az0 ni tro- phenyl ) urea;

N (5- br G 5 (4 T Saahaaide o phenyl ) o e - 25)

N- (5- phenyl - in@- tfw@aol Mﬁz)‘biﬁsb"“d )3 1y tg)@ mphenyb)- urea; 38), J=6.4,
N- (5-cycl opropyl -1, 3-t hi azol - nitro- phenyl)lO urea; 57)
N- (5-i séghEepyFE: 1, 32t3‘ﬁ afept 2- %llh) LN=«6(% a@ﬁﬁ@cﬂaényB)&réa 2§g) J=5.5,

N- (5- br @ wtudch i azple?- yt) - My (3- gokne; p@wta{dﬂﬁ ; 39%0 g
N-(5- phe‘Tyﬁ)-l 3—t i azol - -amnopényT drea; ‘15

N (52 cy @GHr opyA- iLSEthlél‘z’oI%@H y1 )42 (88 antho Strlea; © 6% (s,
NES Ibsom op;«LtﬂaaazbmbazoleTfflyl )SNIHFnMpHHr%%) 625.72 (s,
N-(5-bro y enzyl -urea;
N- (5- ph *T’nﬁlgé t (?azoﬁbsz yi - @}Bbenzyl urea; 20 64)
N (5- cydEDt-opyMs 1,342 kﬁt’ﬂzzod}(ZG,yl()MN% benzyl -urea; 65)
N-(5-isopropy| 1, 3-t hiazol - 2 yl)-N~-(pyrid-3-yl)-urea; 66)
N- (5- br ono- 1, 3-t hi azol - zgl -N~-(pyrid-3-yl)-urea; 67)
N- (%0 phé‘ﬁy(5‘ll%01?1fﬁm2b'll yql)lwal(-@-mld Nyl y3urkboregy-methyl) -
N- (5- cyghiapipPybrda 3-t hi azol - 2-yl ) - N-- (pyrid-3-yl) 25 urea;
N- (5-isopropyl-1,3-thiazol-2-y1l)})-N-[ (3-chloro-6-
methyl)phenyllurea;
N- (5-isopropyl-1,3-thiazol-2-y1l)-N-(2,5-

dimethoxyphenyl)urea

1

H- NMR (400 MHz-DMSO-d,) & ppm: 1.24 (4, 6H, J=7.0,
CH,CHCH,); 3.07 (m, 1H, J=7.0, CHCHCH, ; 3.68, 3.80 ( two s
6H, 2-OCH,); 7.04 (4, J=1.0, 1H, H-thiazole); 6.53 (44,
1H, J=3.0, 8.9, H-4 -phenyl); 6.93 (4, 1H, J=8.9,H-3 -

30 phenyl); 7.79 (4, 1H, J=3.0, H-6-phenyl); 8.7 (bs, 1H,
NHPh); 10.9 (bs, 1H, NHCONHPh) ;

N- (5-isopropyl-1,3-thiazol-2-y1)-N-(3,4-
dimethoxyphenyl)urea

35 'H- NMR (400 MHz-DMSO-d,) & ppm: 1.23 (d, 6H, J=7.0,
CH,CHCH,); 3.05 (ept, 1H, J=7.0, CH,CHCH,); 3.7 (s 3H, OCH,) ;
3.73 (s, 3H , OCH,): 7.02 (s, 1H, H-thiazole); 6.8-7.2 (m,



69) N-(5- bromo- 1, 3- thi azol - 2-y1) - N~ (pyri d-4-y1) -urea; 70) 18 FEB 2003
N-(5-isop thi azol -2-yl)-N~-(pyrid-4-yl)-urea; 71)
N (5- pheny‘ﬁ8¥h/§é{)ﬁl azol - 2- yI ) yri d- PCT/ERS9/08307

y

-y

N~ (p 4-yl)-urea; 72)

N- (5-cycl opropyl -1, 3-t hi azol -2-yl ) - N39(-pyrid-4-yl) 3 0 urea ; 73)
N (5-1sopropyl -1, 3-thi azol -2-yl)-N--(pyrid-2-yl)-urea; 74)

l\l—(5-brdm) 1I-B—p}térazldl;-z-yB)ﬂw-((pyriHHZ-WI-)CQNE&;):75)10.2 (s, 1H,

N ( 5- ph ﬁ?)thiazol-Z-yl) N~(pyrid 2-yl)-urea; 76)

N (5-cycC -opro 1,3-thiazol-2-yl)-N--(pyrid-2-yl)35 urea; 77)

N- ( 5- |sd\p{tﬁayisdp13@1®}rﬁ~alzoint2u;elz)oll\+2(ydérr2bt hKZ)frhenthY)Sur ea; 19 FE-~

2003 m%@%@@%@g{ﬁfggg 08307 - 80 78)

< N-(5-brono-1 - N~- (benzot hi ophen-2-yl) urea; 79)
N- (55phénhyl5 11%DEMbel,23wl‘)La\zol(-b'bm1dHN ophenci2lgtry-4drea;

N-(5-cygl ol - 2- yI) N~- . 5 (benzot hi ophen-2-yl)-urea; 80)
é)@H;yl %nﬁu azol - 2-yl)-4-norpholine carboxam de; 81)

. N (5-
Ngs-: SOprb%ersq},veowﬂalzoﬁ ~thigaey2-(dnethyl phenyl )urea; 10 82)
N-(5-1 sqpf&pyd)rgp@;ﬁ)ﬂlﬁﬁcgaz yI) N~ (3fl uorophenyl )urea; 83)
N-(5-is0Q i azol N~- (4cyanophenyl ) ur ea; 84)
1 SObr bR 1 TE3rbRRRAor 25 §) RN SRS e VT SF e -85)
| sapy ppyéa L, 3-t hi azol - 2- yI) N~- (2, 6di net hyI phenyl )urea; 86)
-1 3-thi I 41 | I 20 87
S Ob Ry I T R SbBroBvY 1} Rt aeal foRein Ry 1 88sa
| saps bpyl £ L B—imm@yﬁ—l—ly,laz ~t¥ri-gzblacet yl phenyl Yurea; gg) & 90)
1,.3-1 glcar am N enzoi ¢ aci
| opt BB RY) SRR e I RE R R 61
(5 2sbbf0@y15dpr3©pﬂ-alzcﬂ tznsaz)calmmu]ld@mbmww}aamqmlﬁmm a&l- 30 92)

dn3ahgazol - 2- yI) N~(4rret hoxybenzyl )urea; 93)
jfbl 3- tﬂaazol 2-yl)-N~-(4but yl phenyl )urea; 94)

|so ro
d}g bgerSqPBOE’Yﬂa]zoi @%%QW'(YAI@B“ {2t uor omet hyl phenyl ) urea; 95)
|sq%@@y$1§m§pﬁ§h@zmre% y1)-N~--3-bronophenyl )urea; 96)

1 P ppY| ;- D,2291 21 A9y ohexyl phenyl) ur ea:
vl)aminolcarbonyl}amino)phenyl] -N-methyl acetamide

20 ’'H- NMR (400 MHz-DMSO-4,) & ppm: 1.22 (d, 6H, J=6.6,
CH,CHCH,); 3.08 (m, 1H, CH,CHCH,);1.73 (s, 3H, NCOCH,);
7.03 (s, 1H, H-thiazole); 3.09 (s, 3H, CH)NCOCH,); 7.23 (d,
2H, J=8.1, H-6, H-2-phenyl); 7.51 (4, 2H, J=8.1, H-5, H-
3 -phenyl); 9.1 (bs, 1H, NHCONHPh); 10.4 (bs, 1H, NHCONHPh);
N- (2-{ [cyclohexyl (methyl)amino]methyl}phenyl)-N - (5-
isopropyl-1,3-thiazol-2-yl)urea;
N-[3-({[(5-isopropyl-1,3-thiazol-2-
yl)amino]carbonyl)}amino) -4-methoxyphenyl)acetamide;
N- (5-isopropyl-1,3-thiazol-2-yl)-4- (4-methoxyphenyl)-1-

30 piperazine carboxamide;

N- (2-furylmethyl)-N - (5-isopropyl-1,3-thiazol-2-yl)urea

H- NMR (400 MHz-DMSO-4,) & ppm: 1.24 (d, 6H, J=6.8,

)
CH,CHCH,); 2.99 (ept, 1H, J=6.8, CHCHCH); 4.32 (4, 2H,
J=5.6, NHCH,); 6.26 (d, 1H, J=3, H-5-furyl); 6.4 (4, 1H,

35 J=3, H-4 -furyl); 6.98 (s, 1H, H-thiazole);6.93 (t, 1H,
NHCH,); 7.59 (s, 1H, H-3 -furyl); 10.19 (bs, 1H, NHCO).
ESI(+)-MS: m/z 266 (100, (M+H)');



19 F E B 2003 WO 00/ 2G203 PCT/EP99/O8307 -81 97) IQFEBZMB
N- (5-isopropyl -1, 3-thiazol-2-yl)-N -(4phenoxyphenyl )urea; 98)

N- (5-1sopropyl -1, 3-thi azol - yI) N~- (4benzyl oxyphenyl )urea; 5 99)

N (5-i sopr w@yé6/262@- t hi azol - 2-yl ) - N~- (3,5 di nmet hyl phenyl ) ur eRGT/EIDON8307

N (5-isopropyl -1, 3-thiazol-2-yl)-N--(2, S%bnethylphenyl)urea 101)
N-(5-isopropyl -1, 3-thiazol -2-yl)-N--(3-methoxy[ 1, 1~10 blphenyl] 4-yl ) urea;
102) N-(5-i ola

car boxani deﬁog ?XN-%’S%?E?E 5 '2 l%?%%é?dl %Pt%é%o‘{g %q ﬁ%!ter%ef'l ur ea;

15 104) N-(2-methoxybenzyl) N 5-isopropyl-1,3-thiazol-2-yl)urea;
2|— E;g; nggrmogw(Sld%oE)@o%yal 2 3y|t)hlazol |2r’rl}a,t1f)10)&y_ [32 49.{ th&r 12(1]]-!_-|)pyl'rsrooqlw nolin
N- (5-i sopr olﬁyhflleiahwﬂl]axzela- 2-yl) - N~-- [(3 chl or o- 4net hyl ) - phenyl Jurea; 106)

N (21 soby oRia] S aimed bt Ao § P SOl fepe T0 W la e 107)

N—(S-isoprowﬁnures-thlazol 2-yl) - N~-- (3 4 dinethoxyphenyl)urea 25 109)

N-(5- thox ro) heny| ] ur 10)
N—ES-: :82;8% k‘g@gl ‘%‘*%T%’M%‘% h|8P8‘y4 %g enygﬁiur §a71 1)
xg?ll iopgonﬁlcﬁcﬁjtzhl @ZQh 2&%& N1y ,3, |§36 .9, fﬂéz@k:@n@baeéwl) Lzl,r”e?a (2_1;12) 3H,

~- bi phenyl )- i sopropyl - i azol -
N- et hyl - gop% Z;% g, 33 hi 99%1'0) rzp |92 Mdph@r#&n a0 1 MUCH, Ph)l 6.5-
I\T[4 ({NS lssopr apyk#l, 31=tp‘Mea1§ql 26ﬁ@6 I(s, 1tH Hdthlazole)

am no t hox n et am de

% %?F}goiggﬁbggy PR3 Fafdl gg?%%ﬁﬁﬁ?f&iﬁbéﬁﬁﬁfaalH%F%N;pﬂeﬁyﬁbenzanlde
i 9 F E 8 2003awBspar2203 - Rzahbs B -Napboxaapidepy! - 1, 3-t hi azol - 2-y1) - N~- (2
EF?QEF??{§8?OprDr hollgophengg urea llg) ppm:  1.23  (d, 6H, J=6.8,

CH,CHCH,); 3.03 (ept, 1H, J=6.8, CH,CHCH); 1.62 (d, 2H,
15 J=13.6, H-3'eq , H-S5eqg-piperidine); 2.4 (td, 2H, J=13.6,
5.1, H-3'ax, H-5ax-piperidine); 3.46 (bt, 2H, J=10.4, H-
6 ax, H-2ax-piperidine); 4.14 (bd, 2H, J=10.4, H-6eg, H-
2'eg-piperidine); 4.58 (s, 2H, CONHCHNPh); 6.6-6.7 {(m, 3H,
H-2', H~-6, H-4 -phenyl); 7.14 (t, 2H, J=7.5, H-3, H-5-
20 phenyl); 6.98 (bs, 1H, H-thiazole) ; 8.75 (bs, 1H,
CONHCH,NPh) ; 10.85 (bs, 1H, thiazole-NHCON) ;
N-(5-isopropyl-1, 3-thiazol-2-yl)-1,4-dioxa-8-
azaspirol4.5]decane-8-carboxamide;
N- (5-isopropyl-1, 3-thiazol-2-yl1)-N-[2-(1-
25 piperidinyl)ethyl]urea;
N-(5-isopropyl-1, 3-thiazol-2-yl)-N-[2-(1-
morpholinyl)ethyljurea;
4- (4-fluorophenyl)-N- (5-isopropyl-1,3-thiazol-2-yl)-1-
piperazine carboxamide;
30 N-[4-(4-chlorophenyl)-3-ethyl-5-isoxazolyl]-N - (5~isopropyl-
1,3-thiazol-2-yl)urea;
4-[ (4-fluorophenyl) (hydroxy)methyl}-N-(5-isopropyl-1, 3-
thiazol-2-yl)-1-piperidine carboxamide;
N- (3-ethynylphenyl)-N-(5-isopropyl-1, 3-thiazol-2-yl)urea;
35 N-(2-methoxy-3-fluorophenyl)-N-(5-isopropyl-1,3-thiazol-2-
vyl)urea;



yl ) am no] car bonyl ] am no) phenyl ] - N-nmet hyl acetam de; 5 118)

N-(2-{[ cycl ohexyl (net hyl ) am no] net hyl } phenyl ) - N~- ( 5i sopropyl -1, g% ﬁfﬁa%ﬂéﬁ -2-
yl)urea; 119) N [3-({[(5-isopropyl-1, 3-thiazol -

yl ) am no] cavdemehdzam no) - 4- met hoxyphenyl ] acet am de; 120) PCT/EP99/08307

N- (5-isopropyl -1, 3-thiazol-2-yl)-4- (Npﬂethoxyphenyl) 10 1-pi perazine
carboxam de; 121) N-(2-furyl nethyl) B5-isopropyl -1, 3-thi azol - 2y1) ur ea;
122) N-(4- quorophe]%Li N~- (5- |sopr9£yl--1 3-thiazol -2yl )urea; 15 123)

N- ( 2- met Abx {behsspyemvd ¢ 5. 3 sobiapyl =2-3- 1 azérox91durea; 124)

N ( 5- |so%5%p i+ ds jm%gl-z yI) N~-[2-(1- rrethyl 1Hpyrrol - 2-yl ) et hyl ] urea;
125) N-( dlnethoxybenzyl) (5 |sopro 3-thiazol -220 yl)urea; 126)
N- (5- i sop¥opytaaetyiamipepbonyl )= QolEQEﬁéﬁyi ;388422948397 r o[ 4. 5] decane
- 8- car boxg @Lea 127) n-(5- |sopropyl 1, 3-thiazol -2-yl)-1, 4-di oxa-8
azaspiro[ 4. 5] decane- 8- car boxam de

N- ( 5- ﬁsod¥ob§T§%.%P¥¥ﬁbz%ﬂ 9Y§?§°$F5(¥£%1ﬁpnBe??ﬂ?ﬁ?Py%fﬁyﬁ]E?%%?OHQQ)

N- (5-i sopzopyjudead; t hi azol -2-yl ) -N-—-(2-(1 nDrphollnyI)ethyI]urea 130)

§a§ ﬁoig“%&of’ﬁ‘gg%ﬁy (1so;|3§81gygpzrlniné?p temyalZ}Ol lls%g’go yPe{.afl ne

N[ 4-(4- cﬂ:ﬁabaﬁ@hezw:l))ﬁreahyl 5-i soxazol yl ] - N~- (5| sopropyl -1, 3-t hi azol - 2-yl
;1 4-f] I

ot antt (5 e QRREI &ggyngogyzggg@égm@ L5ORLOPYS

N ( 316t hyyny ) pheayl ) - N~- ( 5- |sopropyl 1, 3-t hi azol - 2y| urea ; 134)

A R e o %ﬂl@ﬁ%mﬁ%ﬂﬁa v

N- (5-i sopplogyyl41lB-pywazole2dyraripxgmidxo- 1pi peri di nyl )urea; 13-)

N-(3-acetyl agipg Y= N3£§hh§9@iDP¥§I)LI$ t(ﬁ'—é Ld@ﬂ&iﬂé@ﬁylfu:?‘ég)
N-[3-(2-furyl)-1 yrazol - - (5-1sopr.op iazol -2-yl)urea; 138)
N-{4-[ et Wrzﬁsbﬁ?wkﬁmin&ghéﬁﬁﬂ =Ry Y5y séér@%?j?ilgyih}l’éﬁﬁf 2-yl ) urea;

15 n-(5-isopropyl-1,3-thiazol-2-yl)-N -(5-phenyl-1,3,4-
oxadiazol-2-yl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-4-(2-0ox0-2,3-dihydro-1H-
benzimidazol-1-yl)-1l-piperidine carboxamide

1

H- NMR (400 MHz-DMSO-d,) & ppm: 1.23 (d, 6K, J=7.0,

20 CHCHCH,); 3.0l (ept, 1H, J=7.0, CHCHCH,);1.69 (bd, 2H,
J=9.8, H-3'eq,H-5eg-piperidine); 2.21 (m, 2H, H-3ax, H-

5'ax-piperidine); 3.46 (bt, 2H, J=12.4, H-2ax,H-6ax-
piperidine); 4.14 (m, 3H, H-2'eq, H-6eq, H-4ax-piperidine);
&.9-7.2 {(m, 4H, aromatics); 6.98 (s, 1H, H-thiazole);

25 10.8 (bs, 2H, NHCONH) ;
N-(1,3-benzothiazol-6-yl)-N - (5-isopropyl-1,3-thiazol-2-
vl)urea
'"H~ NMR (400 MHz-DMSO-d,) 8 ppm: 1.24 (4, 6H, J=6.8,
CH,CHCH,); 3.05 (ept, 1H, J=6.8, CHCHCH,); 7.5 (44, 14,

30 J=8.8, 1.9, H-5-benzothiazole); 7.98 (d, 1H, J=8.8, H-4-
benzothiazole); 8.38 (d, 1H, J=1.9, H-7 -benzothiazole);
9.22 (s, 2H, H-2 -benzothiazole + NHCONHPh); 7.04 (s, 1H, H-
thiazole); 10.41 (s, 1H, NHCONHPh) ;
N-(1,3-dimethyl-1H-pyrazol-5-yl)-N - (5-isopropyl-1,3-

35 thiazol-2-yl)urea;

N- (3-phenyl-l-methyl-1H-pyrazol-5-yl)-N - (5-isopropyl-1, 3-
thiazol-2-yl)urea;



139) N-(1, 3-benzodi oxol -5-yl)-N--(5-isopropyl -1, 3-thiazol -210 yl Qurtgep3140)
5-({[(5-1isopropyl -1, 3-thiazol - 2yl ) am no] car bonyl } am no) - 1- phenyl - 1H pyr azol
e-4car boxam de; 141) N (5-isopropyl-1, 3-thiazol-2-yl)-N--(415

pyri di nyl mdnygdieasea; 142) PCT/EP99/08307
N—(5-isopropy|-1,3-thiazo|-2-y|)-l\k~-(26 yrazi nyl )urea; 143>

n- (5-isopropyl -1, 3-thiazol -2- yI) N~- (5 %henyl 3, 4oxadi azol - 2-yl ) urea;
144) N-(5-isopropyl -1, 3-thiazol - Y é 4-(2- oxo 2 3 di hydr 020

1H benzi N db2 ot SARYPPY - hi 5tha@ﬁ% r%ka%-r drqgeyl-piperidine

N- (1, 3- bengetbdtk &g Dbe - Y1 ) - N~- (5-i sopropyl - 1, 3- thlazoI2 yl )urea; 146)
22%% 3- dlnﬁ}gylsoprggyfzfl t%lgigt-ﬁ 139ﬁr0%ymeth Ehlaéo 1oig|595§a; 25
Thgf ph?ngihgdﬁathHngbhﬁabazgtyﬁyyf&abk (5- |sop£opyll g thlazoL 2-y!éurea;
o azol - roxy- erjdi ne carboxam de;
149) Rt g“ é%’r%‘%@@y aEB%aéoir% P{%”P@% fﬁ‘%
%[?é?igOSEa&bwﬁamxdf;:50|ndoI 5- yI)urea 150) 2ine, .. 581 oxan de: 150) :
N-(5-iso§§ %ﬂi‘”é %’RY t%ﬁf%zal %ll % S@fiz. R ol;“am de; 35 152)
4-hydroxy:$rb6xamoéeopyl 1 3-thiazol - 2 yl) - 1p|per|d|ne carboxanlde 153)
N (5-isop, z 3- n oxami de;
VO 001 2639 85 N U EFRhog i PRLSCL LSRGl D Zy ) nEBISe k4L
N—(51Dsop¢@@?©xém3dﬁh|azol 2-yl)-4-(4-acetyl phenyl)-~. pi perazi ne

car boxamyge(s 1590y ~thiazol-2-yl)-3-azabicyclo(3.2.2 ane-
4-[ bi s(4- quoro hen ?Y N— 5 |58%%8py? { é th?é%olc §I§El plbgrg;f%e

carboxan1%ecarb9X§EB§eN-(5 i sopropyl -1, 3-t hi azol - 2-yl ) - 4- oxo0- 2, 3, 4,5

tetrahydrg- 15k i—sép?@ﬁ?@d'l azeemazéicar?wam 08 acedpTPhenyl) -1-
N-(5-isoprp g -N~- (5, 6,7, 8tetrahydro-1- naphtalenyl)urea
158) N—(49b§éﬁ?F1§etﬁ?5 8¥?W} R~ (5-i sopropyl -1, 3-thi azol -2 10 y1) urea:

'H- NMR (400 MHz-DMSO-d,) & ppm: 1.21 (4, 6H, J=7.0,
CH,CHCH,); 2.9%9 (ept, 1H, J=7.0, CH,CHCH,); 2.44 (s, 3H,
CH,COPh); 3.29 (bt, 4H, CH,-2', 6 -piperazine); 3.63 (bt, 4H,
CH,-3', 5 -piperazine); 6.97 (4, 2H, J=9.2, H-3', 6&5'-
phenyl); 7.8 {(d, 2H, J=9.2, H-2', 6 -phenyl); 6.97 (s, 1H,

20 H-thiazole); 10.95 (bs, 1H, NHCON) ;
4-[bis(4-fluorophenyl)-N-{5-isopropyl-1,3-thiazol-2~-yl)-1-
piperazine carboxamide;
N-(5-isopropyl-1,3-thiazol-2-yl)-4-0ox0-2,3,4,5-tetrahydro-
1H-1, 5-benzodiazepine-l-carboxamide;

25 N-(5-isopropyl-1,3-thiazol-2-yl)-N-(5,6,7,8-tetrahydro-1-
naphtalenyl)urea;

N- (4~phenyl-2-thiazolyl)-N -(5-isopropyl-1,3-thiazol-2-
vl)urea;
4-(4-fluorobenzoyl)-N- (5-isopropyl-1,3-thiazol-2-yl)-1-

30 piperidine carboxamide;
N-(5-isopropyl-1,3-thiazol-2~yl)-N-1,3-dihydro-2-
benzofuran-5-yl)urea;

N- {5-isopropyl-1,3-thiazol-2-yl)-4 - (2-pyrimidinyl)-1-
piperazine carboxamide;

35 N-(5-isopropyl-1,3-thiazol-2-yl)-3-o0x0-3,4-dihydro-1(2H)-
quinoxaline;

N- (5-isopropyl-1,3-thiazol-2-yl)-N - (1H-indazol-6-yl)urea



159) 4-(4-fluorobenzoyl)-N-(5-isopropyl-1,3-thiazol-2-yl)1-pi

car boxam de; 160) quﬂ} %3

N- (5-1sopropyl -1, 3-thiazol -2-yl)-N--1, 3-di hydr o- 2benzof uran-5-yl )urea; 15
161) N-(5-iwopoeeb- 1, 3-thi azol - 2-yl)-4~-(2-pyri m di nyl ) - 1pPOEER®I3E07

car boxam de; 162) 63

N- (5-i sopropyl -1, 3-t hi azol - 2-yl ) - 3- 0x0-"3, 4- di hydr o1( 2H) - qui noxal i ne; 163)
N- (5-isopropyl -1, 3-thiazol -2-yl)-N--( H-| ndazol - 620 yl )urea; 164)

N- ( 5- i sopHopyNMR, 3 t5r@|0azMﬁ22D¥E§>-ﬂH ( Zhirprobedz@b) uida; 685) J=6.8,
N-(5-1so 1) iC ur.ge 25 6
N(S-iso%@é#“l 3- hPZzgi“ 2: ér) ﬁ[{ sﬂmgbg 3% uﬁé}a J?EE‘?) R

N ( 5-1 sopnoiado lle Br t i éZoI d2- yH) -

N3] sorony) T aahg - (@ DB K ugsgbeneyl) o 16D

N- (5-i sopr opyl | azo
N- ( 5- bsopﬂr}bpyquIiHSlnﬂaaQbMZ 3,'03)3(N~ $6 dinINHrbbmquémreaZ 8% 17g)

N- (5-1 sopyop jzr?dé I-2 yl)-N~-1(4-hydroxy- 3nmet hoxy) benzyl Jurea; 172)
N- ( 5- |soglr}g M{'H %lég%ol 2@03 N~- (5- net hyl - 2f uryl ) ur ea; 19 F EB 2003
WO 00! ZGZE%T TPE‘PQ%OESW ,17@')+H) ) :

N-(5-i sopgopyls zpl d Lgsl 174
N-E(lR 2R) Why%?%l;((t;/ gSszlzuylr%zcgfl-{zﬁ_n nJNl, 39 ém}gﬁ%é’%%ﬁ%l é t hi azo

| - 2-yl ) ur'da; SEVR) M—5(05)-| MﬂpFD}WD -d,)3- thi a@pol:- 21yR) - N+d( 4- 6HI or djbéniyl ) ur ea;

AL RAREEPY. nd. 330, R (UL P L o)
R e v e v

N ( 5- |sog7;gl%lu% %]EI 21§£+H§ H’ RE %é gﬁtrﬁﬁea’ﬁoxy%% j;yl )urea; 181)
N- ( 5- |sopE$wa)-—1M3 thi azslo ZLMQ NREH(ED), "4+ di et hoxybenzyl ) urea; 182)
N-(5-i sopg. Owiléwéréxﬁyﬁ?'}%m]%zd\i‘ 2(3‘/%’034 ey hyl ami nobenzyl ) ur ea; 183)

N-(5 |sopro azol met hoxybenzyl ) ur ea; 18~)
N- (54 soﬁ?bﬁ}ﬁrQ]:’LOl?;e’ﬂW%&‘é?eazﬂ-yl) N~- [(2 Chl or o- 6- phenoxy) benzyl ] ur ea; 25185)

N-l( 5| i SOMD%JGJ):éoﬁrélByﬁZP' 3 2epilazdY=d (R, 28) 1 2= hyss Lsertz 31 i fyglr o- 1H i nden
- urea;
N-(% |sop?*0pyNMIR 3 (tW%zMHZZDVSP - [ (3- mpavoxy-41met Ayl ) fHenyPr6rBa; 1. 87 )

I hi.azol.- (
1H-30ben2|‘n’1 gg?&) hg\hyl Ur eas @g?"ﬁ’ ah2' @, 2w, g=e.1, CH,) ;

N- (5-i sop? opy| {4, 3-3{H’H ai%)(l’ -D- ijtMa(nghen?I 01H pyrazol56- ybhemel; ¢, 89)
N(Szlosommyb a%r 3y %%' -aHylkHthﬁaze%hyl 6- qui nol i nyl ) ur ea; 35190)
N-(5-1sopr 3-thiazol - cyanonet hyl ) phenyl J urea; 191)

N- ( 5- |sopli:%]g%// )’_L 3: tR{ Azet4 2(1‘3}]5{ NM*(PE §1U| nol i nyl ) ur ea; 19 F E B 2003 WO
00'26203.N—Gﬁiléﬁﬁfébfﬂgiﬁﬁﬁﬁﬁﬁéﬁﬁm 2-y1l)-N'-(3,4-dichlorobenzyl)urea

N- ( 5-i sopropyl 3-thi azol. ox023d|h drolH i nden-5-yl)urea;
19%) N(%Hn gg%yl‘@% WZa?gﬁézdg)l)jﬁvp(Pm oxd- 13- dPhydPH . 5277

2-benzof ur@bney) ) UBEB3 (m, 1H, CH,CHCH,); 4.30 (4, 2H, J=6.1, CH,);

25 7.28 (44, 1H, J=2.0, 8.2, H-6 -phenyl); 7.52 (4, 1H, J=2.0,

H-2 -phenyl); 7.58 (d, 1H, J=8.2, H-5-phenyl); 6.97 (4, 1H,

J=0.9, H-thiazole); 7.12 (bs, 1H, NHCH,); 10.41 (bs, 1H, NH-
thiazole).

b= (:4,,4 %%himmle)ﬂ )Ure4; (4p83H,
(
(
0

ESI(+)-MS: m/z 143 (100, isopropylaminothiazole+H)'); m/z
30 344 (65, (M+H)");

N- (5-isopropyl-1,3-thiazol-2-yl)-N-(2,4-difluorobenzyl)urea

‘H- NMR (300 MHz-DMSO-d,) § ppm: 1.21 (d, 6H, J=6.7 CHCHCH,);

3.03 (m, 1H, CH,CHCH,); 4.30 (d, 2H, J=6.0, CH,); 6.97 (4,

1H, J=0.9, H-thiazole); 7.0-7.4 (m, 4H, phenyl + NHCH,) ;
35 10.20 (bs, 1lH, NH-thiazole).

ESI(+)-MS: m/z 312 (100, (M+H)");



5 194) N-(5-isopropyl-1,3-thiazol-2-yl1)-N--(5-0x0-5,6,7,8

t et r ahydr o- 2- napht al enyl Yurea; 195) nethyl -3- (([(5-i sopropy! -133EBRIBz0l - 2
yl ) am no] car bonyl } am no) - 4- met hyl benzoat e; 196)

met hyl - 4- ( (W6 Der&opr opyl -1, 3-t hi azol -2 10 PCT/EP99/08307

yl ) am no] car bonyl } am no) - 3- net hyl benzoate;, 197)

N- (5-isopropyl -1, 3-thiazol-2-yl)-N--(4- i'ﬁf‘dazo[ 1, 2a] pyri di n-2-yl-phenyl)ure
a; 198) ,

et hyl - 4- ( ([ 85-(SsepoapwpryL, -3-t3hi tdEeizody 2y ad) md © bt borid § e rrheremzbaseea 15
199) 2 ) _ .

(2R) - 1- benzyﬁlf ZNIEI%[ {%995?6%6189“?91‘?@- tahpglznél EL2)%“) 45 ng?éa“rjﬁgmgll ?%T%anc}slﬁ)f opan
anmi de; 200) 32-gwydiexyif; ({de bucaopr opyis 1(&; t kimgzad=28, CH,); 7.08 (m,

yl ) ani no] carbonyl }benzoi ¢ agi d; .2

01 |
2-chl or o- 5- (1 (FT3oprbpy rP ?§Y9Pﬁa)z70|3922(@"y|3’ém Hof ca5aA hian nd3 béfzoi ¢
acid; 208) 3H,~[(Fr.isom-ahiadoBet;himzal -@4,) arH nojHca, bony L} agi nbxbenAoi ¢

acid; 203) %ﬁ(iiso roegyl -1, 3-thiazol -2-yl)-N~--(5-net hyl - 3i soxazol yl ) ur ea;
25 204) N- (54" Jﬁﬁ@ 21, 3-t hi azol - 2-yl ) - N~ ( 2, 6di met hoxyphenyl ) urea; 205)
N- (5-i sopr ofBAT(1)3Mhi avad -2/ 1)1:005- ((M+3)d) et hoxybenzyl ) urea; 206)

N (51 sopr ol Cr IS B L R LG et phemot T E Su T dea
N ( 5- | sopr oA (—51-,1'$ClIZh:!CE&dI ~12-3A Yhizo(lH3ydn 2Nt ﬁaé_'d!lycﬁrg*yu}? €ea; 35 209)
! (558 b gy () g o cinanlsoluen, "3 9e
N- (5- i sopr op¥ (5t iFarmaetl ~2-31 Yhineqlzghrerddxyhc &b ane ey Lr eaf upgh)urea
(s T Sl R 207 10 e, 240
CH,CHCH,); 3.03 (m, 1H, CH,CHCH,); 2.21 (s, 3H, CH,); 4.23 (4,
2H, J=5.8, CH,); 5.97, 6.11 (2s, 2H, furane); 6.96 (d, 1H,
15 J=1.0, H-thiazole); 6.91 (bs, 1H, NHCH,); 10.14 (bs, 1H, NH-
thiazole).
ESI(+)-MS: m/z 280 (100, (M+H)");
N- (5-isopropyl-1,3-thiazol-2-yl)~-N - (4-
methylsulfonylbenzyl)urea;
20 N-[(1R, 2R) -2-hydroxy-2, 3-dihydro-1H-inden-1-y1l]-N'- (5-
isopropyl-1l, 3-thiazol-2-yl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N-(4-chlorobenzyl)urea
'H- NMR (500 MHz-DMSO-d,) & ppm: 1.21 (4, 6H, J=6.8,
CH,CHCH,); 3.03 (m, 1H, CH,CHCH,); 4.29 (4, 2H, J=6.1, CH,);
25 7.3,7.37 (24, 4H, J=8.5, phenyl); 6.97 (4, 1H, J=0.9, H-
thiazole); 7.06 (bs, 1H, ©NHCH,); 10.30 (bs, 1H, NH-
thiazole).
ESI(+)-MS: m/z 310 (100, (M+H)");
N- (5~-isopropyl-1,3-thiazol-2-yl)-N - (2-pyridinylmethyl)urea;
30 N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(3,5-
dimethoxybenzyl)urea

'H- NMR (500 MHz-DMSO-d,) & ppm: 1.21 (d, 6H, J=6.8,

CH,CHCH,); 3.03 (m, 1H, CHCHCH,); 4.24 (d, 2H, J=5.9, CH,):
3.71 (s, 6H, 2 OCH,); 6.37 (s, 1H, H-4-phenyl); 6.44 (s,
35 2H, H-2, H-6 -phenyl); 6.97 (s, 1H, H-thiazole); 6.99 (bs,
1H, NHCH,); 10.22 (bs, 1H, NH-thiazole).
ESI(+)-MS: m/z 336 (100, (M+H)');



.t ISP A/ AT P S

i m dazol - 2-yl ) met hoxy] phenyl }urea; 213)

N- (3-i odophenyl ) - N- (5-i sopropyl - 1, 3-t hi azol - 2-yl Jurea; 214) 19 FEB 2003

N- (5-1sopropyl -1, 3-thiazol -2-yl)-N~-[3-(3-net hoxy- 1propyny|)pheng urea; 10
215) WO 00/26203 CT/EP99/08307

N—{3-[3-(dinethylanino)-l-propynyl]phqﬁxl}-hk-(Slsopropyl-1,3-th|azol-2-yl)
urea; 216) N-[4-({[(5-isopropyl-1, 3- thlazol 2

g[%g?}??%@??ggggé%€$£§9)?hﬁngé%?z% %Igyn?gl fl% ilmethyl yurea;
yl am no] cir bbaytdanopo) abi Bl-nblazelal’n;eﬂe),—hﬁi&)l—trlfluorobenzyl) urea;

b (3 i exyadppabyivl) Bheayblotta (P spRygpy) s, 3thi azol -2-ylurea;

N- (i m dazofim@thdpybedepl Paykanet hyl ) - N~ (5-i sopropyl 1, 3-t hi azol - 2-yl ) urea;
20 220Q) ,
2-{[{F % 5- FoprBFy | - £ 0% t AL A2 afl nFLkr b&n;%l} ( 26 opPhiyl ) dFndy et hyl }

benze“esubﬁ%@ﬁ e, 32%33) (m, 1H (CHCHCH); 4,24 (d, 2H, J=8.9, CH);
N-(1H i ndol -6 5- |so | 13-t hi'azol - ¥H yurea; 222)
1,

N-[(1S)- 23h§9ro>‘éy6§ ﬁ%ényﬁ h>3| ]Q%i(sﬁp%p&%py phenvihi afeP72-4A) ur ea;

223) N-( lii n@ﬂ't‘l’z’iﬁ)ﬁ'c)le’)l’“ (&-9s0ppepyhinl, JHdu fizol:mZz}d ) UsLa; 1824 NH-
N[(1R-2-h dr ox phenyl et hyl ] - N~- ( 5-i sopr opy 1,3th|azol-2-yl)urea; 30
225) N- (5% éBﬁPiﬁ yk-1,3-thi azol - 2-yl ) - N~ but yi urea; 226)

N- ( 5-lcsopeepyk) LyB- t hhazol362 y1)16bi-- benzoy) pr ez 2281 (100, (CH,0),-
N-(5-neth Hi% 3-thiazol -2-yl)-N-- (2, 6di net hyl phenyl )urea; 228)

N- ( 5- met hyt™=1,’3-t hi azol - 2-yl)-N--benzyl urea; 35 229)

N- (5- met hyik{%;-3sbhrapgl-2; §FihNazbUt gyl eay -230% -

(5ot iR S el ecar bz e 222

N- (5- met hSH 1,MM# hi @zl - zﬂyzl—)mlrsc(-@ rethopthenzy . riea; (d, 1 6k,F B=B.2003 wo

0oi 26za3 88  PCT/ EP99/ 08307

N ( 5-4vet hGHE.CHGH hi dz03- 20 )11N~ F4,GHC Ko} ophetd| NEreaH 238559, CH:):

mgl e% Eyl 98- pys“rmldaayl )emet hyl ]odﬂngSwsrmtshykda 3t aZHL52‘pYie|)r1;3|/le& 2222})
ne X O

N- (5- met h |5% 3‘% ol H23 *%her{'r—‘yl(’g-% 0% K?I)& é2?17")‘3“3’%’y 6.7

N- (4- fIuoﬂephéﬂyl)H%bh(SZGEehyl6183 t(fisaz AR, 2- Nm@uﬁea 10410 Alpeocéds for

prepari Ngyg_ EBQBQB@Q of fornula (1), as 10 defined in claim7, which

process co ri'ses: ‘when RZ is a hydrogen atom
20 {(+)-MS: m/z 336 (100, (M#H)");

—(5-1sopropyl—1,3-th1azol-2—yl)—NF(4—

dimethylaminobenzyl)urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N-(2,5-
dimethoxybenzyl)urea;

25 N-(5-isopropyl-1,3-thiazol-2-yl)-N-[(2-chloro-6-
phenoxy)benzyl]urea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N-[ (1R, 28)-2-hydroxy-2,3-
dihydro-1H-inden-1-yllurea;
N- (5-isopropyl,l,3-thiazol-2-yl)-N-[(3-hydroxy-4-

30 methyl)phenyllurea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N-{4- (1H~-benzimidazol-2-
vl)phenyl]lurea;
N- (5-isopropyl-1,3-thiazol-2-yl)-N - (3-phenyl-~1H-pyrazol-5-
vyl)urea;

35 N-(5-isopropyl-1,3-thiazol-2-y1l)}-N-(2-methyl-6-

quinolinyl)urea




reacting a conpound of formula (1) N (11) R g NH2 wherein Ris as defined
inclaim7, with a conpound of 15 formula (I111) R~ NCO (I111) V\heqegiFEB%Uis
as defined in claim?7; or b) when Rz is as defined in claim7 reacting
conpound owda@vasedda (V) N (IV) 20 R S NCO wherein R is as REVEPRWSINT cl ai m
7) wth a compound of fornmula (V) R~ b~66(_\/) R2 wherein Rl and RZ are as
defined in claim7; and, if 25 desired, converting a 2-ureido-1, 3-thiazole
derivative of formula (1) into another such derivative of formula (I),
and/ or intB-a B4Rt tREPeoltziBMSA-Brlocdsspbar: pheparirng.a 68rpodré .sf

formula (I 0 defined i | al i rocess,.conprise agting a
conpound 5#?%5%3 'ad%‘w 8“\/%% 5&58&- Eigéiﬁg (8 H200b) pelr BPodF08307 N
(I'l) Rg NH whetkiaz&les;ag.défined LK, cUaBmi7, HM3t Aquinoline); 7.65
~-r_i trophenyl orpof.ormatege, , or,, &, -pal : port far f ity thus
obt ai ni ng g&%o%}dur_\%%’f&?oﬁ&l aH ?(/I %ﬁgﬁéﬁléﬁggl’ymﬁ,\g%_(gp%grt gdgf l‘m_‘S’Iof it,
O N O3 R&N-Qui@ol¥hp)whér.didn (R,i SIas ided i nélhSi ngelaehide) andl. 22adbisng a
conpound ofy f gt (Hldndi 1k )3 QUYPAINDLS 1507 BH-Ari 201 .

ESI(+)MS: m/z 185 (100, (MH-(CH,),-CH-amino-thiazole)’); 327

(75, (M+H)");

N- (5-isopropyl-1,3-thiazol-2-yl)-N-[4-

10 (cyanomethyl)phenyllurea
'H- NMR (500 MHz-DMSO-d,) & ppm: 1.24 (d, 6H, J=6.9,
CH,CHCH,); 3.05 (m, 1H, CH,CHCH,); 7.03 (s, 1H, H-thiazole);
3.94 (s, 2H, CH,)); 7.27 (d, 2H, H-3', H-5-phenyl); 7.48 (d,
2H, J=8.5, H-2', H-6-phenyl); 9.01 (bs, 1H, NH-phenyl);
15 10.30 (bs, 1H, NH-thiazole).
ESI(+)MS: m/z 301 (100, (M+H)");
N-(5-isopropyl-1,3-thiazol-2-yl)-N-(2-quinolinyl)urea
'H- NMR (500 MHz-DMSO-4,) & ppm: 1.27 (d, 6H, J=6.8,
CH,CHCH,); 3.13 (m, 1H, CHCHCH,); 7.17 (s, 1H, H-thiazole);
20 7.44 (m, 1H, H-3-quinoline); 7.50 (m, 1lH, H-6-qguinoline);
7.75 (m, 1H, H-7 -quinoline); 7.82 (m, 1H, H-8-quinoline);
7.90 (m, 1H, H-5-quinoline); 8.34 (m, 1H, H-4-quinoline);
10.45 (bs, 1H, NHCONH-quinoline); 13.02 (bs, 1H, NHCON).
ESI(+)MS: m/z 313 (100, (M+H)').
25 N-(5-isopropyl-1,3-thiazol-2-yl)-N-(l-oxo-2,3-dihydro-1H-
inden-5-yl)urea;

N- (5-isopropyl-1,3-thiazol-2-yl)-N~(3-oxo-1, 3-dihydro-2-
benzofuran-5-yl)urea

30 'H- NMR (500 MHz-DMSO-d,) & ppm: 1.24 (d, 6H, J=6.8,
CH,CHCH,); 3.06 (m, 1H, CH,CHCH)); 7.04 (s, 1lH, H-thiazole):
5.35 (s, 1H, CH,); 7.58 (4, 1H, J=8.4, H-5-phenyl); 7.71
(d, 1H, J=8.4, H-6 -phenyl); 8.08 (s, 1H, H-2 -phenyl); 9.34
(bs, 1H, NHCONEHPh); 10.50 (bs, 1H, NHCON).

35 ESI(+)MS: m/z 318 (100, (M+H)');



R b~ (~> R2 10 wherein R1L and Rz are as defined in claim7, anq, %
desired, converting a 2-ureido-1, 3-thiazole derivative of fornul Y ktmﬂﬂbr a
pol ymer supported formof it, into another such derivative of formula (1))
and/ or i nt qu@odahéz t hereof . 15 16. A pharnmaceutical conpospti/ersmepri si ng
one or nore pharnmaceutically accept ablg carriers and/or diluents and) as
the active principle, an effective and At of a conpound of formula (1) as
defined in claim1. 20

. AS. AS. AQIAYS AL POPROPALAR, AELIAI ¥ZAlL2 2AYAASN A (R-RXCAR. AHTAB-A3. Y. AE. A2. A. A3.
A yR AF(*Ye&éh}?Er@"—@'—ﬁa?ﬁ%aﬁé Sy A:2aAQY A2, AF2. AS[YL. A, . ASNS. A@. A@. Ass

ALA A5. A Al . AFy. A5. AN A A A%AsSU A .A .AF.A

|, . AV. A3 mé\tl@I\ﬁA(él (5 Y8 T ovs I D, A RAS 2= A Al . Ayl . A{

A AAe. AY3., An9, A9 A5 A e
zupkf a\ V\]Qf:a]A B3 Ra] Eﬁf@ﬁ]‘é’i%@]ﬁ‘&fcéf@ﬁfgaﬁgﬁ]‘éaﬁ%] ca] ca] ca] ca] ca] ca] ca] ca]
cal caloal 6al capeel caldpatkeathoatosy (B:Sobnl ABs (1 J=6.8,

" 4Fm~yt oj e [ V] ca] ca] ca] ca] ca] ca] cal ca] ca]'ca] ca] caU] cal caU] ca] caU] ca] cal ca
] ca] ca] caTEalHcE], ta] dallda] (m,] chficaCtia(de] ¢a! 230 (s, 3H, CH,-phenyl);

E (+6>\, K Z

a] ((:a] ca] ca] %gﬁgé]sgla?Fa] @g] g] gg]d:cbg] g% gg g:}{C@ EQ %;%g?]yj?]}%a] {Cda] a:iw(r:ﬂwg?]\fjc
c] ca] ca] cﬁ]éa]?é’@]rud])oa]?:a?&a]@@] céﬁca%&]tﬁi’]@a}]lc)a] c%l] T3] tm) c&]ica]i ]Tal calc
a] ca] ca] @ksﬁ]ﬁfal%ﬂiﬁﬁ .C3h.80 (bs, 1H, NH-thiazo

eb| ' 5<BJ JTca] ca] ca] ca] cag1 cal caJ ca] ca] ca] ca] ca] ca] ca] ca] ca] cajc
a] ca]lcoa] cE#EéT %%ca]‘é&] ééﬁcéi@ﬁv] d alical ca! ] huy{ ~ABvwSi : <} xsni d_2Z]]] c$a]
cal cal cal Lo A C O R L DL Sy o 0L ] [T Ca ca cal ba] ba] 6a] 64 o ¢

a] ca] ca] cpltahtadptakebpogl¢aintapsaBecakecal/tapnapeaécal cal] cal] ca] ca] ca] ca] cal
3 @

PERUET e """ 44 # #9#DRu###S: SDSPSSS} xsnid_Z]]]] calca] calca]ca] ca]ca]ca]calc

a] ca] ca] caj-cajmm] wd@at}ma}nﬁoadiqa]&q&ph&] cua]zzLa] @] @3] cajwahcy]calxaxral $$$$
$U YBU<VEUy 9808 & &0& 5'8" "' ((( ) %&{xsnl d Z]]]]ca ca calcalca]ca]c

a] calla] caPeca]ldh] caRCEKIRAf cd o ca]sca] capeaydd]ical ¢ ] cdPFeal’dy] ca] ca]
]ca] ]ca' %))b:ia)d)***"f*dj ’z*+]+3;.ﬂ ++HH-c&{1.aziorci-f 1vmh]ca\ﬂ 1hca}qca]qa]éiﬂ}m)?,] ci&a] ]ca

ca] ca] ca] calca al c ca aJ ¢ a] ca] cal c
alcal--n. ]7 Ql; ] //?1’*% 5‘@5%%’6%‘ 1777 75@38 I§68| hﬂ%} ]]3% ] ¢a] ca] ca

] ca] ca] ca]\THaN:a] tal ca] cfb]sca]lﬁa] vdl-calieabdea) ca] ca] ca] ca] ca] cal ca] calca]cal c

88 8 9E 13 TRRRE
?] ,Ca], C?] C ; 2%9?§§ ﬁ?@ ?? g%?éé] Q aj caj ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
cal caHQ:a] cal ca] ca] ca] ca] ca] calcalca]calcalcalcalcalz;;;;;;;;<<

<<0<><P<_OThsassEEs §$<$<S'Eﬁx¥zblsﬂl—?1¥]—h]-] calcalealeal, ea] ca] ca) ca] cal cal
calca]ca]c a cal] ca] cal ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! Y=b==>
heThaon; 53
>>5>@| >>8 »3ny%-pheny

@ @@ @ Ga9 ABAVELED a7l 1dissl €3] ] capral ca) £a] cad cal ea) calcalgal cal ca
] ca] ca] ca] ca] caj ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! VB{ BBB<CCCYChCk C~CCC
CCCCCDDDYEE PBORD) bu BODBRDDEEDE} X s nicH,ZHJH,) caPc@Pcd]sca]Jda] i daiazd el ca) cal ¢

e e et
ca] ca] ca] ¢é8Pea] c&Hoa] calfca] ca]éa‘]%a] calttd ea] c&r a']ﬁsﬁ] ca] ta] cHIé4] cal HH
11133, IBILdhZdddIpkkiKikKKKKLLd 30 (s, 1H, H-3 -imidazopyridine); 8.50
(d, 1H, H-4-imidazopyridine); 9.00 (bs, 1H, NHCONHPh);
10.30 (bs, 1H, NHCON).
30 ESI(+)MS: m/z 236 (100, (MH-(CH,),-CH-amino-thiazole)’); m/z
378 (85, (M+H)");

ethyl-4-({[ (5-isopropyl-1,3-thiazol-2-
yl)amino]carbonyl}amino)benzoate

35 'H- NMR (300 MHz-DMSO-d,) & ppm: 1.20 (d, 6H, CH,CHCH,); 3.03
(m, 1H, CH,CHCH,); 7.00 (s, 1lH, H-thiazole); 1.15 (t, 3H,



L
L"LLLLWMXM xsni d_Z]]]]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]calca
] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal! XM_MV N\ NNNNOCOO9 PP E ?
QQRRRLR3R>RIGGHEERR x1 mheY] | ca] ca ca ca] caU] ca] ca] ca] cal qa:'lwa}@;E F ﬁ
] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] caé] ca] ca] ca] ca] ca! pPRRRRRRRRRRRSS, S8SAS
YSgSSSSSSSSSS* T7T8T>TVTKTQT} xsni d_Z] ] ]ﬁ ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] calcalca]ca] ca]ca]ca! qTTTTT" U¥USU
UUULV- V. \FEANNE Vﬁ{/ﬁ'/\Y/\WW\Y/\]w YA t%@] dal.cadita] EH]®a] cg] é&)ca)calc
ajcal ca cajga a o a calgalgal cal Y+Z
Z]ZZ[ ][ [ ][ (I)Eﬁ{/%[;@] ?%b%[ hf‘( ] ]c}\q\ { \ \'{g(%]ﬁ% *] f]q%}fx]sﬁlﬁ%é%]ﬂﬂ ca]lga%ga] %g] caj ca] g
a] ca] ca] cdf a‘%iéé-l] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cajc
a] cal 111143 (Eae A2 941G gV -
\" “|wnmhc”™Y]]]ca] ca] ca] cal ca] ca] ca] ca] ca] ca]ca] ca] ca]ca] ca]ca]ca] ca]ca]c
a]ca]é’\a]ca]ca]ca]ca]ca]ca]ca]ca]ca]ca]caI “““ aaa! aZa[ a’ aaaaaaabb_b" bcbbb

bbbbcc’ cc ]cha‘}rl%a)} a% a][q@g%]o?akgg]ca] galgalcajcalcal cal cal cal ca] ca] ca]

ca]ca]ca] cal ca] ca] cal'cccccceccdddrdddddddeeeSeTe] ee
eeTf Uf Vf f}fl)gs}mm pbaﬁj‘]]d:];ch]am:]m]pnadm]m]dea] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
calcalc cal c ca ca FhOnhhhi Di Jiiiiijj
+k], kk} I m<2C ] gﬁ] géi %I]r%ﬁ)ﬁa]:lggc%%] éBlz]oga]?g'g/]g[c\g]ggg] ca] ca] ca] ca] ca] Jcja
] ca] ca] ca]h)aa]ma]ash]ma:]@as]b}al]mz]@ac] cadich] ca] ca] ca] ca] ca! mmGnunvnnnnnnolo20@
osot pgooooooooppppDpEpTp~p| wr nhc”Y] ] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca] ca] ¢
a] ca]?ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! ~pppppp

q09Zq q\ dkoeerpeofr i ety risopropyl-1,3-thiazol-2-

ss0s @ As kxsyufi4d 134994631 £ £34 P9ecAd G@lskalLal ca] ca] ca] ca] ca] ca] ca] ca] ca] ¢

a] ca] ca] ¢a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal AsSssssss$t % & 0t 8t @st{ttttttt
uu' ulu3u@iMuRDMEC uU4OOW Mk XMSCakich] o) @@v] caflca@lca](cal] 6H] cale&]-8a] ca] ca]

T BB KL OLRY) w (B Be] b 634 005 bajba] HaFEAPERL 6T oa] oa] o

a]hca]LEa] cal 3] cec]ca]l}a,] ca]=c81] ga] aajTapbeheh] ca) tajsa] ¢ad ca]th! yYWE§yYYyYyy* z.
Zi zj zo

{Zu{ v{j{ | )Z&féﬁszksm d é] ] &:as] ta] cal]ca] caﬁ c%}]ca)f ] cal ca]sca] s:as] ‘ca] ca'] caljcalc

a] ca] ca] @ﬁmﬂ}ba]hﬁl 4] tog catita] W@ cal cal cal ~| | || }}}}VIWa}}}} )~~~

UV ~~perrd s m/z 340 (100, (M+H))
{|}xsnid_Z]T]ca] ca] ca] ca] ca] ca] ca] caj ca]ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca
] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! 126j kx

, 1@20- . >3 wsmmz@:}m}m pa}@lai&::adxsedca] Ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca
] caj caJca al] %f ca% ca ' {| #B~1 Ja

"}xsnid 2’]]]C A f‘c“a] ﬁL:a’]‘ c%’] caﬁ a ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
ca] ca] cal'sa] Cma] qa]o@a] mh@@h@@]—@jﬂ 1§ " gyt U Inf. }zqsm d.Z] bHca] gakca],cal ca] c
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N- (5-methyl-1,3-thiazol-2-yl)-N-butylurea;

N- (5-methyl-1,3-thiazol-2-yl)-4-morpholinecarboxamide;

20 N-(5-methyl-1,3-thiazol-2-yl)-N -phenylurea;

N- (5-methyl-1,3-thiazol-2-yl)N - (4-methoxybenzylurea;

N- (5-methyl-1,3-thiazol-2-yl)-N- (4~-fluorophenyl)urea;

N-[(l-ethyl-2-pyrrolidinyl)methyl]-N-(5-methyl-1,3-thiazol-

2-yl)urea;
25 N-(5-methyl-1,3-thiazol-2-yl)-N - (5-hydroxy-1H-pyrazol-3-
vl)urea;

N- (5-methyl-1,3-thiazol-2-yl)-N-(3-pyridinyl)urea;
N- (4~-fluorophenyl)-N- (5-methyl-1, 3-thiazol-2-yl)urea.

30
All compounds were characterized by mass spectrometry (MS).
LC-MS confirmed that in each case the principle component
had a molecular ion corresponding to the expected product.
The compounds showed an HPLC area % ranging from 70 to 100.
35 HPLC analysis:
Instrument: Beckman System Gold Cromatographer (127 Solvent
module, 168 Detector, 507e Autosampler)
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Column: Supelco ™, Discovery RP Amide C16, 5um, (50x4.6)mm

Temp: 25°C.
Gradient:
Time (min) % A % B
0 0 100
6.5 0 100
7 100 0
10 100 0

10 Detection: diode array UV 254 nm,
All the compounds were analyzed by MS spectrometry (ESI)
using a LCQ Finnigan Mass Spectrometer.
37 randomly chosen compounds were analyzed by H'-NMR.

The spectra were run on a Varian XL 400 Spectrometer.



?9?31R2RYRZR_R~xqj c\UhcrYTje [] Ucna Ucha Ucra Ucha

U['c04EPeq] ca] ca] ca] ca] ca] ca] ca EP 009908T307
Ul cral] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca] ca] ca] ca_R| R} RRRRRSSSSTT
T(T3TAT] TATqTr TTTTUJUKUMJUUUUUU} xsni d_ZJ71 - ,

U]l c”] ca] ca] ca] ca] ca] ca] ca] ca].ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] aafﬁﬁd]lﬂﬂa] C
a] ca] ca] ca] ca] ca] ca] ca] ca] ca! [TIIT]

VWAV T 2] 2] el t]] SM{val gb] XWE&%

U] ] ca] ca] ca} ca] Tafcakealcda]a aj oapoaid aficidlcal sapcdlovapedped] daktbaazole

g“%“?l\{:?t)ﬂ’\ggkiﬁﬂgkﬁeg} 8%3‘ go%%a%\%hfgtgsazaaaaaaayr kf a\ WRI gb] X] ca] ca] ca] ca

Jca Ucta Ucra Ucha Ucrha Uch a] cafDca] ca] ca] ca] ca] ca] ca]ca] ca] ca

U c”ra Uc”a U c”raU ca] ca] ca] cal )é] aa$boDbbbbbbbbbccccccddddd
eeHeWeXeeeeef zupkf a\ W] ca] cag a catca R, (1)

U] craU] ca] ca] ca] ca] ca] ca] ca] ¢&] cafca] da] ca]f‘éa] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca

ca] cal] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] &a] ca
N ?’ I EK[ k\ kkkl kkkkkkkl I 71 81 dl el I'|
pdon: Gk %}%ggﬁ?igﬂ gi]zfgl\;ﬂ:;ﬂ:;ﬂ:;?ca] E:a] ca] ca] ca] ca] ca] ca] c:] ca]mca] caj
cg] C/a:]| ca] ca} ca] ¢8] cal gﬁ%@@bgmpca]t\@?aﬂ,cah_cgh%@k@a] %I]ID%!' Jnkau ]mospembl]ﬁquxi)ooi)
o$p? "pz - { Xsni c/al ca] ca] ca] ca] ca] ¢ca] calca] ca
cafcg] (F:)afcg] ggf%ﬁ-ﬁ%&?&ﬂf@?@ﬁ?ﬂg cgl}:E‘éPcé’Fca:]Ea}léa]aca TJRal CR g&?éi%lé’a! vgW
qaqqr r Lr M Tr Ur ZE[ ik BhiekV EWbaEA theSCs Bedseglest ttrom):xsni d_Z] c*a] ca] ca] ca] ca] ¢
2] ca] ca] ok u) AR By SURSL e 5 b BuoWEwBnYyt vyl xenl d. 2]
c™a] cdlta)] da) calgad calyedpadlksd];ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca
; ! * X +XAX 0y2yNyd
TOM] 61 C4LEL] B2 QaPCar sl o A i Ok E206a oh0) Eaf EEPER) SATER) CAFEAPLY) ca
] ca] ca] ca] ca] cakte] safredlotd] ca] dalanoyrexy #21MVAf zgwdzzzz} { 7| } } N~~Uaf uV} xsni ¢
f:qaf ::J]af 25 25% g:} gg}sg g%rg Z]L%g}igg%aqaﬂf apcatcal cahealaahtalcal rals akedkealeal cal
z{ qWKp| wr mhc”Y] €P®a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
ca] ca]pa] calca] sakeabetalsaksalcalaplcatcalpds@>CR R {w7{ zupkf a\ W] ca] ca] ca
] ca] ca] ca] ¢a] caéca] caj ca] ca] ca] calca] éajcal| ¢ a]c
a] ca] ca] cafdd] cd] c&Pcalq cd)EREER] cafREPLEY EhE V) RF $057: EPj wV ~LIegWied e 1 c] ¢
a] ca] ca] ca] ca] caktakealeale aliga] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]c
. 'LMFQEJLORUX[.MNE tnic™Xnid Z
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] ca] ca] ca] &aU] capc rvalx et xal el caf chrearbed C,-C, alkyl or C,-C,
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cal] c™a] ca] ca] ca]%\gg{]%glg]hca %aﬁgﬂ‘g clg?%g]?]éa?;clgq ca %Jg] g% ca %a %% ca_h(%a] cau
] ca] ca] ca] ca] caBFEEPERFc ALOM Eap they are bonded,
R, and R, form a substituted or unsubstituted group selected
25 from:

i) an optionally Dbenzocondensed or bridged 5 to 7
membered heterocycle; or
ii) a 9 to 11 membered spiro-heterocyclic compound;
or a pharmaceutically acceptable salt thereof; in the
30 manufacture of a medicament for treating cell proliferative
disorders associated with an altered cell dependent kinase

activity.
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10%hh&f()-ég\&18%@5&5&26%&E§%0%%%& 12t 0% (lerein the cancer is
selected from the group consisting of carcinoma, sguamous
cell carcinoma, hematopoietic tumors of myeloid or lymphoid
10 lineage, tumors of mesenchymal origin, tumors of the
central and peripheral nervous system, melanoma, seminoma,
teratocarcinoma, osteosarcoma, xenoderoma pigmentosum,
keratoctanthoma, thyroid follicular cancer and Kaposi's
sarcoma.
15
4. Use according to claim 1 wherein the cell
proliferative disorder is selected fxrom the group
consisting of benign prostate hyperplasia, familial
adenomatosis polyposis, neuro-fibromatosis, psoriasis,

20 wvascular smooth cell proliferation associated with

atherosclerosis, pulmonary fibrosis, arthritis
glomerulonephritis and post-surgical stenosis and
restenosgis.

25 5. Use according to any one of the preceding claims

wherein the medicament enables tumor angiogenesis and
metastasis inhibition.

6. A compound which is a 2-ureido-1l,3-thiazole derivative
30 of formula (I)

wherein

-
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(s$10%
. heterocycle ring;

i1ii) aryl or arylcarbonyl;
iv) arylalkyl with from 1 to 6 carbon atoms within the
15 straight or branched alkyl chain;

R, is hydrogen, a straight or branched C,-C, alkyl or C,-C,
alkenyl or alkynyl group; or, taken together with the
nitrogen atom to which they are bonded,

R, and R, form a substituted or unsubstituted group selected

20 from:

i) an optionally benzocondensed or bridged 5 to 7
membered heterocycle; or

ii) a 9 to 11 membered spiro-heterocyclic compound; or a
pharmaceutically acceptable salt thereof;

25 for use as a medicament; provided that:

a) when R is a chlorine atom and R, is hydrogen, then R, is

not methyl, phenyl or trifluoromethylphenyl; and

b) when R is methyl and R, is hydrogen, then R, is not 4-(5-

oxazolyl)phenyl.
30

7. A compound which is a 2-amino-1,3-thiazole derivative
of formula (I)

-

wherein
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U 1OlJ///////|§§%%tituted amino group or it is a group, optionally
further substituted, selected from:
i) straight or branched C,-C, alkyl;
5 1ii) C,-C, cycloalkyl;
iii) aryl or arylalkyl with from 1 to 6 carbon atoms within

the straight or branched alkyl chain;

R, is an optionally further substituted group selected
from:
10 i) straight or branched C,-C, alkyl;

ii) 3 to 6 membered carbocycle or 5 to 7 membered
heterocycle ring;

iii) aryl or arylcarbonyl;

iv) arylalkyl with from 1 to 6 carbon atoms within the

15 straight or branched alkyl chain;

R, is hydrogen, a straight or branched C,-C, alkyl or C,-C,
alkenyl or alkynyl group; or, taken together with the
nitrogen atom to which they are bonded,

R, and R, form a substituted or unsubstituted group selected

20 from:

i) an optionally Dbenzocondensed or bridged 5 to 7
membered heterocycle; or

ii) a 9 to 11 membered spiro-heterocyclic compound; or a

pharmaceutically acceptable salt thereof; provided that:

25 a) when R is chlorine or bromine and R, is hydrogen, then R,
is not unsubstituted C,-C, alkyl, phenyl,
trifluoromethylphenyl or an optionally substituted
phenylcarbonyl;

b) when R is methyl and R, is hydrogen, then R, 1is not

30 methyl, phenyl or 4-(5-oxazolyl)phenyl;

c) when R is nitrophenyl and R, is hydrogen, then R, is not

haloalkyl;

d) when R is bromine or chlorine, then R, and R, are not both

methyl groups.

35

8. A compound of formula (I) according to claim 7 wherein

R is a halogen atom, a straight or branched C,-C, alkyl

group, a phenyl or a cycloalkyl group; R, is hydrogen and R,
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alkoxycarbonyl or carboxy, or R is an aryl group
25 optionally substituted by one or more hydroxy, halogen,
nitro, alkoxy, aryloxy, alkylthio, arylthio, amino,
alkylamino, dialkylamino, N-~alkyl-piperazinyl, 4-
morpholinyl, arylamino, cyano, alkyl, phenyl,
aminosulphonyl, aminocarbonyl, alkylcarbonyl,
30 arylcarbonyl, alkoxycarbonyl oxr carboxy;
R, 1is a straight or branched C,-C, alkyl group or an aryl
group, each optionally substituted as above reported
for R;
R, is a hydrogen atom; and pharmaceutically acceptable
35 salts thereof;
provided that:
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9 to 11 membered spiro-heterocycle.

15 12. A compound of formula (I) according to claim 7 wherein
R is a straight or branched C,-C, alkyl group; R, is a
straight or branched C,-C, alkyl or C,-C, alkenyl or alkynyl
group and R, is an aryl or arylalkyl group with from 1 to 4
carbon atoms within the straight oxr branched alkyl chain.

20
13. A compound of formula (I) according to any one of the
preceding claims, whenever appropriate in the form of
pharmaceutically acceptable salts, selected from the group
consisting of:

25 1) N-(5-isopropyl-1,3-thiazol-2-yl)-N-phenyl-urea;

2) N- (5-bromo-1,3~thiazol-2-yl)-N -phenyl-urea;

3) N- (5-phenyl-1,3-thiazol-2-yl)-N -phenyl-urea;

4) N- (5-cyclopropyl-1,3-thiazol-2-yl)-N-phenyl-urea;

5) N- (5-bromo-1,3-thiazol-2-yl)-N - (4-sulfamoyl-phenyl)-

30 urea;

6) N~ (5-isopropyl-1,3~thiazol-2-yl)-N - (4-sulfamoyl-phenyl)-
urea;

7) N~ (5-phenyl-1,3-thiazol-2-yl)-N'- (4-sulfamoyl-phenyl) -
urea;

35 8)NF(5-cyclopropy1—l,3—£hiazol—2—yl)—N¥(4—sulfamoyl-

phenyl)-urea;
9) N- (5-isopropyl-1,3-thiazol-2-y1l)-N - (3-methoxy-phenyl) -

urea;
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22) N-(5-bromo-1,3-thiazol-2-yl)-N-(2-chloro-phenyl)-urea;

23) N-{5-phenyl-1,3-thiazol-2-yl)-N-(2-chloro-phenyl)-

25 urea;

24) N-(5-cyclopropyl-1l,3-thiazol-2-yl)-N-(2-chloro-
phenyl)-urea;

25) N-(5-isopropyl-1,3-thiazol-2-yl)-N - (4-methoxy-phenyl) -

urea;
30 26) N-(5-bromo-1,3-thiazol-2-yl)-N-(4-methoxy-phenyl) -
urea;
27) N-(5-phenyl-1,3-thiazol-2-yl)-N-(4-methoxy-phenyl) -
urea;

28) N-(5-cyclopropyl-1l,3-thiazol-2-yl)-N - (4-methoxy-
35 phenyl)-urea;
29) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-hydroxy-phenyl) -

urea;
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S 10%( s& ( - 110% (38 () - )7IT: VU1 @0%& ()-
@0% & ()3‘7)\aN3&ie§/<5(>p&bpylf—l 381b%eRP1-2-y1) -N - (2-methoxy-phenyl) -
urea;
38) N-(5-bromo-1,3-thiazol-2-yl)-N - (2-methoxy-phenyl)-
urea;
39) N-(5-phenyl-1,3-thiazol-2-yl)-N'-(2-methoxy-phenyl) -
20 urea;

40) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N~(2-methoxy-
phenyl) ~urea;
41) N-(5-isopropyl-1,3-thiazol-2-yl)-N - (2-hydroxy-phenyl)-
urea;
25 42) N-(5-bromo-1,3-thiazol-2-yl)-N - (2-hydroxy-phenyl) -
urea;
43) N-(5-phenyl-1,3-thiazol-2-yl)-N-(2-hydroxy-phenyl) -
urea;
44) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N - (2-hydroxy-
30 phenyl) -urea;
45) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-nitro-phenyl)-
urea;
46) N-(5-bromo-1,3-thiazol-2-yl)-N-(4-nitro-phenyl)-urea;
47) N-(5-phenyl-1,3-thiazol-2-yl)-N-(4-nitro-phenyl)-urea;
35 48) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N'-{(4-nitro-phenyl)-
urea;
49) N-(5-isopropyl-1,3-thiazol-2-yl)-N-(4-amino-phenyl)-
urea;



& ()-f 410%#v& ()- ~410% & ()- 7=ACLQ [:vU410 f# 110%s(s& ()- 19;59 2003
T10% & ()- hl T 109%s(s& ()- - 910%9& ()-- P 910%#s& ()-- @0% (O & ()-
-cdef s| obU410 @ | 1098 M&' () -10(10(10( Vi F)#10% & ()- OF)#10% & () -
F)#10%s& (WO 00E§3030% & () - svMzZ| [:bU410 gL || MP10% & () - Z4 PCT/EP99/08307
| | MBLOYM M&' ()-Z4 b’ || MB10% & () - Z4 GI 10%€ & ()-24 S1098V( M&' () -
11098 M& () - Zgr st | obU410 $F10% & () - 310 0(10( H IIIV$10%{& ()-z4
> 1 MP10% & Z4 UM |1 Mb10% & 109M M&' () - 24~=| [ : bU410
Ex$1090, 9‘?& (05) Noy (STOvEP™ee: &) S gllﬁf@% ZI-ME OrN - Lt oehgnyl) -urea;
7$10%, +&' (B)-)/ M—u@/«ws&ae(n)ym{ Bblé‘ﬂilﬁzo_ll @0%1& 6= (4SO - QX dnyY) R () -/

ﬁgcﬁ/ﬁacf‘)@ OB N I SRR A E0 207 LReYe TovBRG 1Ak
$10%1& () -Mek; | : $10%1& () I\/$ 310%\/%\/& ()- T S10% #& ()- L4 10%\/(|v& () S
Bt TR T b
<O#f 10%7(& ()uzeae%r(& ()- 310%7(& ()- 10MV[LOMV[LOM\/I 693 10%ME! () @?Z| [:vUA10
< OB10%n & % % 0% & (Jn -
J#lO%r((g(()S@H!@le%O%ﬁéf'%rﬁ ?0”%‘ Hrbor S{H gdrfﬁo‘g%)cﬁ ﬁﬁt Eddea;
Y" 3M 10%n( &5)) - N-145-0Heng (A1, 3+ehs e roMr2&v(L) ~N| § { NAUOID- BIOSHOVIR( SR ) -
| 10%&( &&: % V& (
%(){ow&( &f& ()5(6)|43| ﬁj{oﬁ;@f&?ﬁ( ‘)rf C{i’yfo /&%&%ﬁ“%%-z%( & m %&&% Q’] SRR -
gl 9310M & () - UFOBL00%&( &&' ()- 1] 9$L0% & () -i 4b] cbtazs

$10% & YR $109&! ngdﬁ 4
$1oc(y% &?5?? +%\?&§5]u_%%§9 rd %&%lja By 7) AV ERe 0" WU & () -

&le%& ()- 1PIB% & ()- Qh|[ bU410 A(#lO% & ()- y&M 10% & ()
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0 0 )
2 sond (e il 190 e (s eI SELOER 0.
& ()- 130%&0) &N 5 rm)os A-11-, 3-bi%zol -2-yl) ~-N - (3-amino-phenyl) -
urea;
61) N-(5-isopropyl-1,3-thiazol-2-yl)-N-benzyl-urea;
62) N-(5-bromo-1,3-thiazol-2-yl)-N-benzyl-urea;
63) N-(5-phenyl-1l,3-thiazol-2-yl)}-N-benzyl-urea;
20 64) N-(5-cyclopropyl-1l,3-thiazol-2-yl)-N -benzyl-urea;
65) N-(5-isopropyl-1,3-thiazol-2-yl)-N- (pyrid-3-yl)-urea;
66) N-(5-bromo-1,3-thiazol-2-yl)-N - (pyrid-3-yl)-urea;
67) N-(5-phenyl-1,3-thiazol-2-yl)-N-{(pyrid-3-yl)-urea;
68) N-(5-cyclopropyl-1l,3-thiazol-2-yl)-N - (pyrid-3-yl)-
25 urea;
69) N-(5-bromo-1,3-thiazol-2-yl)-N- (pyrid-4-yl)-urea;
70) N-{5-isopropyl-1,3-thiazol-2-yl)-N- (pyrid-4-vyl)-urea;
71) N-(5-phenyl-1,3-thiazol-2-yl)-N-(pyrid-4-yl)-urea;
72) N-{(5-cyclopropyl-1,3-thiazol-2-yl)-N - (pyrid-4-yl)-
30 urea;
73) N-(5-isopropyl-1,3-thiazol-2-yl)-N'-(pyrid-2-yl)-urea;
74) N-(5-bromo-1,3-thiazol-2-yl)-N'-(pyrid-2-yl)-urea;
75) N-(5-phenyl-1,3-thiazol-2-yl)-N-(pyrid-2-yl)-urea;
76) N-(5-cyclopropyl-1,3-thiazol-2-yl)-N - (pyrid-2-yl)-
35 urea;
77) N-(5-isopropyl-1,3-thiazol-2-yl)-N ~(benzothiophen-2-

yvl)-urea;
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hydro-lH—inden-l—le-NF(5—
5 175) N-{(

—2—yl)urea;
5—isopropyl—l,3~th

iazol~2—y1)—N¥(4—
chlorobenzyl)urea;
176) N-(5~isopropyl—l,3-thiazol-2-yl)-N¥w2—
pyridinylmethyl)urea;
177) N- ¢

5~isopropyl—l,3—thiazol-2

“Y1l)-N'-(3,5-
10 dimethoxybenzyl)urea;

178) N-(5~is0propyl—l,3-thiazol~2-yl)—N¥%3~
pyridinylmethyl)urea;

179) N—(5~isopropyl—l,3—thiazol—2—yl)—NF(4~
trifluorobenzyl)urea;
15  180) N-(S—isopropyl,1,3—thiazol—2—yl)—N'

-(3,4.5-
trimethoxybenzyl)urea;
181) N—(S—isopropyl—l,3—thiazol—2—yl)—N'—(2,4~
dimethoxybenzyl)urea;
182) N-¢

5—isopropyl—l,3—thiazol—2
20 dimethylaminobenzyl)urea;

183)

~¥1)-N'-(4-

N—(S—isopropyl—l,B-t
dimethoxybenzyl)
184) N-

hiazol-2-y1)_N'- (2,5-

urea;
(S—isopropyl—l,3—thiazol—2~yl)—NZ—[(Z—chloro-6~
phenoxy)benzyl]urea;

25 185) N—(5-isopropy1~1,3-thiazol-2-y1)-N'

—[(1R,28)~2—hydroxy—
2,3—dihydro-lH-inden—l—y1]urea;
186) N-(S—isopropyl,l,3~thiazol—2-yl)—N3{(3—hydroxy—4—
methyl)phenyl]urea;
187) N—(5—isopropyl—1,3~thiazol—2—yl)-N¥¢4—(lH—
30 benzimidazol-Z—yl)phenyl]urea;
188) N~(S—isopropyl—l,3—thiazol-2-yl)—N¥%3-phenyl—lH—
pyrazol-S-yl)urea;
189) n-¢

5~isopropyl-l,3—thiazol—2—yl)—N?%2-methyl—6—
quinolinyl)urea;

35  190) N—(5~isopropyl~1,3—thi

(cyanomethyl)
191) N-

8201-2-y1)-N'-[4-
phenyl]urea;

S—isopropyl—l,3—thiazol-2—yl)—lez—quinolinyl)urea;



U 0S|[:bUAL0  FAY+#100& ()-+ 1 & 10% " : & ()- ° Y#100MU& ()- F Y#10% & () -
CY#10% ' & ()- | Y#L09B&B&' () - <?| [ NA41010nSnLonsmlonsm | Y+#10%1Bm& g DB
CY+HH109ZH9ZE () -+ Y+#10%h h& ()-+ O Y+#10989& () - +

Y+#10% NA41010 " @10% (& ()-s$ " @10%J)} & ()-
~@#100/0<I\I$X§V(8)O/§(§h£¢910% & ()-- &10%( & 8 109 & ()/%(q [ (N)A4i’§1’(§"”99’°83“7
@10% & ()-s$ $ @10%N) & ()-S$  @10% 8 {()-s$ " @10% $} & ()-s$
@109 & ()-s$ @10%(&() s$ Z\|[: NAM1010 3!10% & ()- ~9-110% & ()--
y9-110%\ ' 1%\ )N= (5 QLEH Sp{) = $$3- @AW & L)y 5H-N'- (1-ox0-2, 3-dihydro-
@10% & () - iﬁx . 1 10N$10N$ 8LOMNSE () - @yslo%s)s& ()-@Y710% & () -
51109 & () - E‘g%“& CF-1 19841010 “ @ ' 109" & ()-s @ ' 109%C"C& ()-s
#9&)%5'8 (1)9(3 #9109?91£Bpf&3p3)/9109/@6(&1ééz01?§§/@32&8(31 gang{(b) N(M}l@lﬂydro—
(109 & 1098 & 10%

'@ 109B4& ?) gfn&e&‘“fo%yé (-1t @[ : NA41010 °° G(10% & () - (

t G 50%:BA ) )N (5~ BHaPPEBYLY1 (3 L ADOR 1Yy 1) “NE(50%:R-6) 6( 7, B 10%

() 1@ NI, 0 giblce ALY, 0 - 101000 T 0% () (1008

G109 8 X) rﬁ@ihyi&zﬂ?/@r)(w&l(s)op‘kowm@@m&m)a-zm -@R&, T&10%g) g& () - 4, T&10%
)9& ()-4,T&10%) g& () -

10%g) 9& () - nPA)amr@o}@rﬁg@qrwwa&wov&ﬁm}@)t@&l(bmw&mw@) g& () -4, T&10%g) g&
_4" &R8, TRLOYE) g&: -

§ eE4, , T&T %%%) 5& ? 4 TRy AP EtGog as: () - 4' &R8, T&10%g) g& (
Ta10%) ofey o e o oo )?éi‘i“e;?&?m%ﬂ&a%i ?Rf‘oi&)l A0S AL v
%) ggfg()g Afar &o‘i@?g 9%?%%}% %%R%O%}%éf’? 94@% %R@ Y- 4, T&10%)
g& () -4, T&lO‘a@pg'&‘l(d)l-rAQ&R& PR hg&a;) - 4, T&lO‘%g) g& () 4@FG] AINE T&lO‘Vg)g
& () -4, T&L0% 4, T&10%g) 9& ( 8, T&1Q & 4, T&10%) 9& () - 4, T&10
%gg)g& ()- 59 %g ‘%9&104@% 71954’PF)<§1FG@@% %‘ g2 %‘2&10%;;) g& “?§ g4 (Tz&locyg) 9&
"()-4, T&lO%g},g a@fn‘b 1838 Hd n NSO 5 & e(n)zo‘é t&R&, T&109%g) g& () - 4, T&10%) g& ()
4 T&10%) g& () <4 8R4, TE1098) 95 é) AT 1+ 8R&, T&10%)) g& () - 4, T&10%) 9& () -

4, T&106g) G2 Q) - L2RR&Y - Fen ey} () (54 {Frovpmie’ |, 3-4hiaBoBm2nN. , T810%) g&' ()
-4, T&10%) g& () - 4., T&10% 4’ &R&, T&10% 4, T&10%) 9& () - 4, T&10%

& ()-4r sgl) PO; %%fﬁ%’ﬁé&%b%i‘#dfé%}@%&r@pai‘%%%e%lmy@) 9& ?§ oy gl'?&lO%g) 9& ?ﬁg
4, T&10%g) g& Q) - m—mwyT&ioq/«gxg&i(sypnomxr&aee@;g&xazﬁ T&10%)) g& () - 4, T&

10%) g& () - 4
Oike. Kﬁé h%q%f(/%eé’z féfocyg) Q& ()- &' &R&, T&10%) 0& () -4, T
t

el +' &R&-, T&l
&10%g) g& (3Q%) ogor5-( 1sopropyl 1 thiazol-2-

)eEg. (T)Q‘@g%}) 9&&0hﬁﬁn@&°&’ﬂ9&@ﬁ})ﬁﬂn‘€&&?ﬁ)&& @rid ;&R&- T&lO‘%g) g& ()-4, T&l0%
} : @% ﬁ{ gr&ioé/@?ﬁao%’ylal&h&t?&ié@/@%& () -4, T&10%) g& () - 4, T&10%)

2°Q°\|

@/\

hL, , T&10%
g& () 4" &R& yl)amlno]carbonyl}amlno )benzoic acid;

e, Teabogh G Of- 1 0P PV T {1 PO A o o P erli ge ) 4, Taaowe

g) g& 4, I8d %) @ T810%g 9& 4T&10%g)g&() 411
!!!!!él)jL T%gég) 85 é %%/%9 %‘?&%Ré Jrﬁwg)(g&% 4, T&10%g) g& ()-4, T
&10%g) g& () - @l&ﬁ& oxwf@wlmn@a*r&w%g) 9& ()-4' &Rg), T&lO%g) 9& () - 4, T&10%)
9& () -4, THOYE) QL (§) 1 dofREpYE1078) g&i brof/i-yu) VNW ' W-2" "yl _>, T&10%
&@0%3R$s& 10%) g10g 918%)9 T&10%) g& () 4 &R&- T&lO%g) 9&' () 4, T&10%) g&
C()-4"r g O%ERs& ()- , F ! 109%R$s& ()-1 F ! 10%RSE () -
| Tovese O F#“ i%éb@%%%ééy“i iéo@/“@eé%&z?”ﬂé#ﬁi’%ﬂ[d " Loverssé ()

S S s R$s S s R$s BR$s& () -
, S! 1o§§R$s& %‘ﬁﬁ%&’a >)ur>eav&10 %y 10%1& ()- , y 10% s& ()-1 %y
10% | | & ()zo*sy ROV #856drofy 11098+ 8hihzol > 2 1PYPRBGY 2 W—KES ¢’ (|[ | >, T&O0 -
, 9GLOYsr S& ()i %0%s S -1 FA%0% & ()- , 'y 10%b s& ()- j y 10%
& ()- 8y 107%%EE ?ﬁydl(péke'ftér FREF(Y(h(vU4 |, SHI10% &&' () - 10%&&()-
,, L0%&' &&'308) mmg&&&bbylgmqlgqni@qql*29ﬁ10@/mq&1®—ﬂdr(zi)r@)@a_ml—[5wu4 :
c #10%+&' () u#{%%/#& ()-, #10% & ()-, *, YA0%& ()- ", YA0%A & ()-
, 9%4.0% & () - *5’&1 VU4, L*109%& &&: () - #10%?/& ()-, j #10% & ()-
B #10%& <&249) u—#&e%cﬁs&bpy; 1, 3100B&EO1) 25y 1) -N.~ [ (R~ 4108 & ,| =
10%& &&' () -, % 0%B& ()-,, 01"10% & ()-, ,|9-10%& && ()-
+@LOY& &8 (Ph.eiylﬁ%bi’%fggéuge C100M& () -, #109$& () - , 109$& () -
L 109 $& () - 1 90%$& () - 10& &10& & /000000 [ : A410&' & , F 10%$& () -
$L0% & ()-- C$10%& ()-- , $LO9KSE ()-- (' 10M$& ()-
109 $& () -0F1S11112|[: A410& & ,*10%$& ()-@,"10% & ()- ~"10% 8"/ & ()-
"109%$& ()- , @' 109%S$& ()- , SS$LO0WS$E () - - 29222~33333| 0bUA410

A NN P~ A PNAPNA PN A NN



{| m@LA" (bO+>1e* 7sZ=8Zi r AAV=CB 4qA #;
$f' *, ' . 0D3#57: ~=?AABF?HgHOJ COPTUWEVWAG Xz XXe YYYVZt ZZ6[ f [ [ [ e] \ _\dbHd 08| svxN
y| N="121 5J[ gw*DP7-gpz@w [ ' 3h~j i§<q 2 d@’\*;/

O R A 2 *aa / 023456 " #$9& ()*+,-./0123456789: ;
(<:>'_>@\BCDE]F %ﬁﬁopquTU\/V\XYZ[\]A_‘ abcdef ghi j kI mopqr st uvvby 27} T80
"#S9&' () *+,-./012345676Ti nes New Romand%+ al Couri er New'h Root
Ent r yWor dDocunent P ! "#$%&' () *+, -./0123456789: ;

<=>? @\BCDERGH) J K-NNORGBSTUWWKYZ|, 8] thiabetled gii j kivhm@pgr st uvwxyz{ | } ~
" #$9&' () *+, -../0123456789: ;

<=>? GABCDEFG IREMNBEHSAABNASE» ~ abedef ghi j kI mopgr st uvwxyz{ |}~
I"#S9R () *211.)/ Bit234568B%0pyl-1,3-thiazol-2~y1l)-N'-[(S)-

f:;;%BSDEEG—IIIﬂ}]% %%g%a"'_‘ abcdef ghi j ki 'rmopqr stuvwxyz{|}~
5 212) N-(5-isopropyl-1,3-thiazol-2-yl)-N-{2-[{l-methyl-1H-
imidazol-2-yl)methoxylphenyl}lurea;
213) N-(3-iodophenyl)-N-(5-isopropyl-1,3-thiazol-2-yl)urea;
214) N-(5-isopropyl-1,3-thiazol-2-yl)-N-[3-(3-methoxy-1-
propynyl)phenyl]urea;
10 215) N-{3-[3-(dimethylamino)-1-propynyl]lphenyl}-N - (5-
isopropyl-1,3-thiazol-2-yl)urea;
216) N-[{4-({[(5-isopropyl-1,3-thiazol-2-
yl)amino}carbonyl}amino)phenyl]lmethanesulfonamide;
217) 2-[3-({[(5-isopropyl-1,3-thiazol-2-
i5 yvlamino]carbonyllamino)anilinolacetamide;
218) N-[3-(3-hydroxy-1l-butynyl)phenyl]-N - (5-isopropyl-1,3-
thiazol-2-yl)urea;
219) N-(imidazo[1,2-alpyridin-2-yl-methyl)-N-(5-isopropyl-
1,3-thiazol-2-yl)urea;
20 220) 2-{[{[(5-isopropyl-1,3-thiazol-2-yl)amino}carbonyl} (2-
propynyl)amino]lmethyllbenzenesulfonamide;
221) N-(1H-indol-6-yl)-N-(5-isopropyl-1,3-thiazol-2-

vl)urea;
222) N-[(18)-2-hydroxy-l-phenylethyl]-N'-(5-isopropyl-1, 3-
25 thiazol-2-yl)urea;
223) N-(1H-indol-5-yl)-N-(5-isopropyl-1,3-thiazol-2-
vl)urea;

224) N-[(1R-2-hydroxy-1l-phenylethyl]-N - (5-isopropyl-1,3-
thiazol-2-yl)urea;
30 225) N-(5-isopropyl-1,3-thiazol-2-yl)~N -butylurea;
226) N-(5-isopropyl-1l,3-thiazol-2-yl)-N-benzoylurea;
227) N-(5-methyl-1,3-thiazol-2-yl)-N-(2,6-
dimethylphenyl)urea;
228) N-(5-methyl-1,3-thiazol-2-yl)-N-benzylurea;
35 229) N-(5-methyl-1,3-thiazol-2-yl)-N-butylurea;
230) N-(5-methyl-1,3-thiazol-2-yl)-4-morpholinecarboxamide;
231) N-(5-methyl-1,3-thiazol-2-yl)-N-phenylurea;
232) N-(5-methyl-1,3-thiazol-2-yl)N - (4-methoxybenzylurea;
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233) N-(5-methyl-1,3-thiazol-2-yl)-N - (4-fluorophenyl)urea;

234) N—[(l—ethyl—Z—pyrrolidinyl)methyl]-N5—(5—methyl—1,3-
thiazol-2-yl)urea;

235) N-(5-methyl-1,3-thiazol-2-yl)-N - (5-hydroxy-1H-pyrazol-
3-yl)urea;

236) N-{(5-methyl-1,3-thiazol-2-yl)-N - (3-pyridinyl)urea;

237) N-(4-fluorophenyl)-N - (5-methyl-1,3-thiazol-2-yl)urea.

14. A process for preparing a compound of formula (I), as
defined in claim 7, which process comprises:
a) when R, is a hydrogen atom

reacting a compound of formula (II)

FaN (i
R g7 NH,

wherein R is as defined in claim 7, with a compound of
formula (III)

RNCO (i

wherein R, is as defined in claim 7; ox
b) when R, is as defined in claim 7

reacting a compound of formula (IV)

ya g\ V)
R S NCO

wherein R is as defined in claim 7, with a compound of
formula (V)
RN W

\
R,

wherein R, and R, are as defined in claim 7; and, if
desired, converting a 2-ureido-1,3-thiazole derivative of

formula (I) into another such derivative of formula (I),
and/or into a salt thereof.

15. A process for preparing a compound of formula (I), as
defined in claim 7, which process comprises reacting a

compound of formula (II)
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wherein R is as defined in claim 7, with 4-nitrophenyl-
chloroformate, or a polymer supported form of it, thus
obtaining a compound of formula (VI), or a polymer
supported form of it,

g -

wherein R is as defined in claim 7; and reacting a compound

of formula (VI) with a compound of formula (V)

AN (V)
\
R,
wherein R, and R, are as defined in c¢laim 7; and, if
desired, converting a 2-ureido-1,3-thiazole derivative of
formula (I), or a polymer supported form of it, into

another such derivative of formula (I), and/or into a salt
thereof.

16. A pharmaceutical composition comprising one or more
pharmaceutically acceptable carriers and/or diluents and,
as the active principle, an effective amount of a compound
of formula (I) as defined in claim 1.



