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WD 2006/ 053778 PCT/ EP2005/ 012445 Am de derivati ves,
their manufacture and use as pharnmaceutical agents The

w@r@smsd778 nventi on rel ates to novel am de deripElt/EFmSe5/012445

to a process for their manufacture, pharmaceuti cal
conmpositions containing themand their manufacture as
wel | as the use of these conpounds as pharmaceutically
active agents. Protein tyrosine kinases (PTKs)

t al th h | at f t 5
var i ollZ 8¢ v’%ﬁggspﬂvsyrv%aif?cﬁufeh@dﬁéﬁ BT ROl e

gromh and differentiation (WIKks, Progress in

GI@WQ%SF e §r9'é1éﬁ?r§ &Qgt%p té;&)@fggaﬁgldg 7deﬂ117:}téve%:h®9%)dobc%5’ for their

3gpnafeiure, phermaTertical spmpesitionsicoathining then endbibeismanufacture

t %¢ R8ll NEhK LRASTRResE Boflpo i dsas PiFrdace iGN P HER et
c-met, PDGFr, FeéFr(j) g%d non- recepc):teo; t)S??JOlSI Ege kSI nases

(e.g. src, Ick). It is known that many 10 oncogenes
e Peseip tpfcﬁirﬁild‘l‘ﬁas&ﬂfﬁﬂ(satz&a@&aihé @hbsﬁh)bf}d&idiﬁohiyftﬁﬁla‘émdues in
ca abl e _of cau5| ce | tra

IRCHEED Protcﬂns ’R‘wo tlﬁe regu%%gc e cel]g .grciv%gs ' dlféréntlatlon
449LkT,8Y.F| Brageess at Gatbwth Haptor Reegauiht 25(19A0NYd111CkBAm,, A.C., and

1 gﬁgw AjgptCurll ?@ 1nAirﬁﬁlun8V %r ¢ lgwr ?ﬁls‘i(ﬁ'y Q.fcha!?'ﬂ%r &Rl be divided

proto OI’]CO eni C t%‘rOSI ne ki nase

prfﬁpurﬁ@@éﬂn Yeosineskipass de. glléGFB/H%RﬂnsmB%/h@R PeceptdfDGFEr,
tYG@S)I fned lﬁloﬂas téHf tytdbenHidRadea elgy sﬂcl l&) HERs Znatd di&FMhany
(HER- 1 are ent| gberr ntI sed in qQmmon

c ShcEFLe f‘agrc%a%ﬁw CEnaReHTany LEPHBE RrBssiARIDIE of causing
cadberanssfomnatm akdum, Yr, exnkiaUllnch A. omanh Randéschem. 57 (1988)
| gukaeqm ?_ﬁ ﬁ{“ét QY ard 3N RAALALCH ﬁ':iedar{fileﬂﬁn%é‘batdztgpt 13)., Also

cancer. eve1s of these receptors ’corré

peYer- @qpsfgﬁ@%u andom@pbm@roeléogen@attmme (kpwdsg hmay Gesult in
ebrailferati® disolders20 Cancer 65 (1992) 118-121).

Accordingly, it has been recognized that inhibitors of
receptor tyrosine kinases are useful as selective

I ithis Bhdwh shafredeptor gyrovihd kivkhsaswiitied HBR- famile ke HERI Band EGFR

Th rﬂﬁf ra?i‘ ﬁse%tYlg%t al?‘%nltl r&hreegﬁ%demcco IEPI%?IQ dc% &3 suclh PBreast
nocl ar di'es “are ars ¥ or "t He
t pmmstr@flteetml orscet yydsasofolaramedtl c(rBa@tem@acanger, legkebmia
Hﬁﬂam(;\gnallr Bronckal %Goﬂ)a‘?ﬁ)@aﬁg’ &§E@lelgl¥)le\(e%ogf2)thée ]@ceptors
Ranson, , and Sl i wkows M X., Oncol o%é@ gll‘eé
)CO'(I‘EIGTGZ’Y“}WO?@mg%a fféP?rtSEtt%Gr%%Fi]é kﬁto%n Br. J.
I Cahb&ee 68199201 882103505, EP 1 270 571,

Accordingly, it has been recognized that inhibitors of receptor tyrosine kinases are
useful as selective inhibitors of the growth of mammalian cancer cells. Therefore
several small molecule compounds as well as monoclonal antibodies are in clinical
trials for the treatment of various types of cancer (Baselga, J., and Hammond, L.A.,
Oncology 63 (Suppl. 1) (2002) 6-16; Ranson, M., and Sliwkowski, M.X., Oncology
63 (suppl. 1) (2002) 17-24).

Some substituted oxazoles are known in the art. WO 98/03505, EP 1 270 571,
WO 01/77107, WO 03/031442 and WO 03/059907 disclose related heterocyclic

compounds as -tyrosine kinase inhibitors.
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WO 01/ 77107, WO 03/031442 and WO 03/ 059907 di scl ose
rel ated heterocyclic conpounds as -tyrosine kinase

w0 ndvslosizes s. WO 2006/ 053778 PCT/ EP2005/ 012445 PEREP2005/012445
However there remains a need for new conmpounds with
i nproved therapeutic propertdies, such as enhanced
activity, decreased toxicity, better solubility and
i mproved pharmacoki netic profile, to nanme only a_few )
T%W@s@ﬁfe FemaRt Adied Py PRGBS IHES BPiavRd therapeutic

gpRsetdiesf GlidUL@ ehhanddd RAUvIdd SedreabedOtdxicityNbett®t sQlubllity and
V= W5 fé)rg%l a Ik' tvvherﬂ ntR” IS rigd ogen, 10 hal ogen,
niTPEYed PRERACORIGEL RIPITS 1O TSI Y[R SN, 15 - S(O) 2NH2;|
-S(O 2NH acyl, -S(O 2NH heteroaryl, -NHalkyl, or

AUTY bresltlindthtigh :AEQURSASIAAIOPE HO géé&{néxéﬁ FOMARRL L ut ed

once or several tinmes

RA R' R

N O Ne
A\(O7_—/ s/ N
V—-wW

formula I,

wherein

R'  ishydrogen,
halogen,
nitro,
-SFs,
-O-alkyl,
-5(O)n-alkyl,
-$(0):NH,,
-$(0),;NH-acyl,
-5(0),NH-heteroaryl,
-NH-alkyl, or
alkyl, all alkyl groups being optionally substituted once or several times
with halogen;

n 150,10r2

R’  is hydrogen; or alternatively

R' and R are
adjacent and together with the carbon atoms of the
phenyl ring to which they are attached form a 5 or 6

membered heterocyclic ring;

R® s hydrogen, halogen or nitro;
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nis O0,lor 2 R2 is hydrogen; or alternatively R and
R2 are 25 adjacent and together with the carbon atons

w@booshs377phenyl ring to which they are attachepCT/BPII0R012445

5 or 6 nenbered heterocyclic ring; R3 is hydrogen,

hal ogen or nitro; 30 WO 2006/.053778 PCT/ EP2005/ 012445
-3- R4 is hydrogen or alkyl; Ais -NHC(O-; -C(O NH;
-N(alkyl)C(O - or -C(ONalkyl)-; 5Vis -CH; and W
s -R* oris hidtrog&f orddlltyBr Natively Vis -S-; and Wis
-CH; and 10 pharmaceutically acceptable salts

t hereof. The conpounds of the present invention show

acti vAty iasNHaKOi; t Q) NH-; t R@lER( Og+ gnal(OnY (gl inay
and therefore possess anti-proliferative activity.

(bj ects of the present invention are the conpounds of
formV¥a lis&dld-stahdi r pharnaceutical ly 15 acceptabl e

sal t sy enandiRmey.i & ff{¥Bivelfli ast er eoi soners and
racemates, the preparation of the above-nentioned

con‘po\ﬂnds‘?'sf‘ré@}dcarrents containing them and their
manufwct ugecHEs; angtl | as the use of the above-nentioned
compounds in the control or prevention of illnesses,
especially of illnesses and disorders as nentioned
abov epHarrngcainalyrachaptaie @itntdereof(e. g. breast cancer,
gastroi ntestinal cancer 20 (colon, rectal or stomach

cancer), |eukaem a and ovarjan, bronchial  and
pBhe eepoendscafribe preset inFentios ShAWACHERY A% indbitors of the HER-

Cﬁgr{a@iﬁg%q{vw ARICHG ATRR ossedsS attS BeolITRh BV activit). OBJebls of the
"al kyl ™. neans a s%teur ated, str a%ﬁthtl- thalcp or Lanched-. 1
&P YO HEnDE MY F righmila L gndy thely engmgsytically
f 4@eptdble 0 sddts, carahdomationtyrms, diastereoisomers and racemates, the
preparation of the above-mentioned compounds, medicaments containing them
and their manufacture as well as the use of the above-mentioned compounds in the
control or prevention of illnesses, especially of illnesses and disorders as mentioned
above like common human cancers (e.g. breast cancer, gastrointestinal cancer
(colon, rectal or stomach cancer), leukaemia and ovarian, bronchial and pancreatic

cancer) or in the manufacture of corresponding medicaments.

As used herein, the term "alkyl" means a saturated, straight-chain or branched-
chain hydrocarbon containing from 1 to 4, preferably from 1 to 2, carbon atoms,

such as methyl, ethyl, n-propyl, isopropyl, n-butyl, 2-butyl, t-butyl.

If said alkyl group is optionally substituted with one or several halogen atoms, it is
one to five, preferably one to three, times substituted preferably with fluorine or
chlorine, most preferred it is substituted with fluorine. Examples are
difluoromethyl, trifluoromethyl, 2,2,2-trifluoroethyl, perfluorethyl and the like,
preferably trifluoromethyl.

The term “halogen” as used herein means fluorine, chlorine or bromine preferably

fluorine and chlorine.
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such as nethyl, ethyl, n-propyl, isopropyl, n-butyl,
2-butyl, t-butyl. 25 If said alkyl group is optionally

weawsh57at ed with one or several hal ogen at onsPCT/EP1085/012445

one to five, preferably one to three, tines
substituted preferably wth_fl.uorine or chlorine,
nost preferred it is substituted with fluorine.
Exanpl es are difluoronethyl, trifluoronethyl,

21‘ He 2rinrfatyltial Ql@éd‘lhérelnpﬁléidslwc@d]wpraﬂ’éﬁhblyhel C!;_ KE,, acyl group
Ber ab e term "hal ogen” as

ahaécreb%{r*’ rﬂ%lgﬂgo}fllltﬁgﬁ f‘%ée‘”‘%‘ﬁmru ne or bronine
pr ef erably fluorine and chlorine. WO 2006/ 053778

sz;ﬂ;[ t%ﬁ%o‘ggz %?ﬁ"@s u%eé h-gEﬁ%': I‘rﬁ'z‘il@z géﬁlturaf%ﬁ cvaﬁqu p%c@ﬁfbn with

such
a@, oaé gingatoms, @pﬁfemplv 5 ting gﬁpms, ofryehichs bb?u‘t)ly} 9q0mswaﬁ@rqpb|c?é y
hi?ﬁ&%ﬁ%{)sykele&e:dhw d)egslorﬂ sregliits] Jingnsal Weadudetiiyed, ivhere
rocarbon w or at ons,

2SREVRPTIE> QA YW g, prefeizbl Ene ey Eﬁa?&&% Prsfe ably by
hefoeljaﬂdyb NBxangplescioe duth ﬂﬁg@arethZolS, oaucle, rsoxgoleathidibazole,
subst.itu wher 0 tines,

o7 A SR e R tRE R B RO R, LTy
CI C2- al kyI Exanpl es for such rings are thiazole,

OAE%@édeherbﬁofﬁ@zﬂ%lt&ocﬁm b azah& by Kl' Qﬁoké rrf%ﬂﬁis EQ@turated or
preferably thiiazol e |soxazo zol e,

Ly tTatedicHl ey FRPEIBCYED POTrd Fige @B}%@f BicR erriaiggs are

n&@[h%ecﬁbﬁ ﬁ&t@fo&t(ﬁ‘ﬂs Qlectell(frdiﬁSaNLtErc’:(D,elﬁfref‘e)!iﬂl‘}' trom N or O, and the
dr ocar bori) t E t) V\A’l ch 1 or 2 "
LSRR el by s upisa PSR oBupBlbethe, Shackeralimes
osub@tltupecbfvahdbaﬂqgeﬁr prefddaldy fblorlandPltefmably sadi 19 ag6 membered
Cﬁétpl%QYﬁltcoHﬁ > "i@%ﬁn&f’s@' I eancpqimgel‘ﬂgt loehted | é(n O(%e a@fcent

sever a SUbStItUte re erab %/ «
f raben-atomypiche pheny riegite) whachgtheysa ki Examples of'a “5 or 6

hﬁigg{tﬁﬁ‘e\ﬂq{e't&o&ycﬁgrmg’ﬁ nﬁ@lﬁdgﬁ gl thypHny lfhnﬁ’g @wh’?lﬁ s attached are
n C

PGl el « net e ateatbd el 4B bR 623

rrﬂﬂjiyérwbledzetlezr dmytoiel, c 3ri-digydroi 2dbadial d,41 dxeziph e rapd rthng like

Pty bt GRASAIER, SuRuoPPRERLAGLIIE P 4 o

di hydro-benzo [ 1, 4] dioxine, 3,4-dihydro-2H benzo |

1pddferpedazisiiianGed hen | itke  dRhaftRmabby Enzarel #Hiffloromethyl,
dlpgx%(tg Eorggu?fagylz dltIl 3&%&& Tsui)falgyll 31ne o%,o ! edlﬂuoromethoxy,
trifluoromethoxy, chloro and fluoro, especially trifluoromethoxy, trifluoromethyl
and chlorine. A preferred position of the substituent R' on the phenyl ring to it is

attached, is para to the group A.

When “R' and R? together with the carbon atoms to which they are attached form a
5 or 6 membered heterocyclic ring”, the resulting bicyclic ring system, including the
phenyl ring to which R' and R® are attached is preferably a 2,2-difluoro-
benzo[1,3]dioxolyl or benzo[1,3]dioxolyl moiety.

The preferred substituent in the definition of R? is hydrogen.
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20 Preferred substituents in the definition of R are
trifluoronethyl, pentafluorosulfanyl,

wo edoblossoromet hyl sul fanyl , met hoxy, difl uor omet POREP2005/012445

trifluoronmethoxy, chloro and fluoro, especially
trifluoronmethoxy, trifluoroomgthyl and chlorine. A
preferred position of the substituent R on the phenyl
ring toit is attached, is para to the group A 25
ViheferreR substitulizts tinghe hiefinitiohhoft R® asahjpdrogat, dherd and chloro,

hed, f
hgpgg%%&sﬁr%reg aﬁltat u%trﬁ eA ngesf 3 Irftad %g’sngc{n % l:iqgrmﬁsrtﬁgents R’ on the

sptsnghning tochhich thgy tateeattaplmlngﬁlorﬂwrtg tlneogrmp éh R and R2

are attached i's preferably a 2,2-difluoro-

benz 3] di oxol yl —or benzol[,1, 3 xol yl noiety

pH @f esrar k)d Té’GtPé‘thltf%Fbﬁ‘tS“FQfl t)fh]% } Pﬂﬁlftgftol‘-@“?hslt 1S attaChed

hi¥ G @Y 8 the WA QBRI EARI REHHEP2005/ 012445 -5
Preferred substituents in the definition of R3 are

hydrogen, fluoro and chloro, especially hydrogen and
f Asiased. hefeipy whar refaripg so theorecaftor tyeosineblshasesienthe HRBR -damily

%
L HERET b PR, el L AL 1BKE A0S\t
ofecépton nnd Hee agraaypi “EG% rtefyrwmue@rdermah gowth fagheecemor. s

neta to the oxygen of the phenolic ether As used

herein, when referring to the rece tyrosin
ki h&sekheseing i rqlgtrons topmpss SPF?%@TI%QE Hﬁe tE@R%SH refers to

( blﬁﬂ*nﬂe) elecfthﬁpa@'r Q)Iﬂymhoﬂﬂﬁﬁ)dd’ ahértbe tterrh U+ & piefber m@lpositive
EGFR refers to epidernmal

g?%ﬁfﬂﬁ%ﬁﬂ¥8?uu”8nm?: m2.seused herein, in relation to

mass spectronetry (MS) the term"ESI+" refers to 10

p%é:u&édv ﬁer?tlnegt"%ﬁﬁma@éﬁdc&lg) ZRL e mﬁr 830 feh&ed & Mclude any

ers ositiv at'nosp heric ressu2$
| 87 dhribiaherepatil vk Bhﬁé‘taéFlﬁlcahad%‘F?éftfﬁﬁelem ding splvents,
a@ﬁﬁ&%l@ﬁ' fhedR[ rdo@tﬁngsl SintiBd el darido ahﬂﬁinlgﬁie a@d’xh}ls, B6@nic and

[l t h
ZING T N Y TR L T ———
c phdrimgeyticanddrviactretiomal Exaeyt iasfarf asngalcongmtivsgl media or agent
' %QLQ&hfatﬁJnéjgiltﬁ RO3Q[ tcb oqﬁh at%se rtger@&ﬁﬂttﬁe c@ﬁgoﬁﬁ&%rof the

materials an nmpoun
pieentere are c@tnteanliawdstmleawntw ctahie | FIpRQIndgscagnplso  be

CgQMﬁﬁﬁM@@ﬂhomﬁdb@uﬁkuﬁﬁgnt is inconpatible with the
active conpound, use thereof in the conpositions of

the
An embodiment of the invention are the compounds according to formula I,

wherein
R*  is hydrogen.

Another embodiment of the invention are the compounds according to formula I,

wherein

R!  ischlorine,
-O-alkyl,
-S-alkyl, or
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i nvention are contenpl ated. Supplenentary active
conpounds can also be incorporated into the

wa@evpnsi7rs ons. 20 An enbodi nent of the i nventiPCI/BP®05/012445

t he conpounds according to fornmula I, wherein R4 is

hydr ogen. Anot her enbodi nent-@f the invention are the
conpounds according to formula I, wherein 25 Rl is

chl orine, _-0-al -S-al kyl, or WD 2006/ 053778

PCT/ EP2003/4% 214&13}’1 graups hejg opsionally arge og seyersd tites supstituted
opti onal | wighierile; several tinmes substituted wth

fluori e S ydr gen; and R3 is hydrogen or

fluori {ﬁiﬁﬁﬁqf mbodi nent of the invention are

t he cdﬁpomﬂd@na&nmﬁdhngnto formula |, wherein R is
chlorine, -0-alkyl, -S-alkyl, or 10 alkyl, all alkyl

groups bein optlonally once or several tines

s ywother gndwdimentiofftheiswentéon ®2 the cdmpowgle ncading RS forsnula 1,
hyeiepggn or fluorine; and R4 is hydrogen. 15 Another
enbodi nent of the invention are the conmpounds

according to fornmula I, wherein Ais -NHC(O) -

or - N( &' ky i BlDrre,

-O-alkyl,
-S-alkyl, or
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;

R*>  is hydrogen; and

R>  is hydrogen or fluorine; and

R*  is hydrogen.

Another embodiment of the invention are the compounds according to formula I,
wherein

A 1s -NHC(O)- or-N(alkyl)C(O)-.

An embodiment of the invention are the compounds according to formula I,
wherein

R*  is hydrogen; and
A is -NHC(O)- or-N(alkyl)C(O)-.

Another embodiment of the invention are the compounds according to formula I,
wherein

R' s chlorine,
-O-alkyl,
-S-alkyl, or
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;



10

15

20

25

An enbodi nent of the invention are the conpounds
according to fornula 1, wherein 20 R4 i s hydrogen;

W@ea6M33738 - NHC( O) - or-N(al kyl )C(O) -. Anot her ePODEPI0BFI012445

of the invention are the conpounds according to
formula 1, wherein R is chlxarine, 25 -0-alkyl,

-S-al kyl, or .alkyl, all alkyl groups being optionally
once or several tines substituted wth fluorine; W
2006/ R5377 8y®GEAEP2005/ 012445 -7- R2 is hydrogen; R3

IS hyghto | uopine: and Ais -NHC(O)-

or - N(lgl k?/i?;]é%fgn g%é]%({q%eefg‘nedrjrbodi ment of the invention

are the combléis- ecdealkilfgQlo fornula 1, 5 wherein

Rl is chlorine, -0-alkyl, -S-alkyl, or alkyl, all

al kyl groups being optionally aonce or several  tine
SApother gmbediment aF the InyqRbion fEe ﬂmompowgf BGeFiingto fagmula 1,
hygeegen or fluorine; R4 is hydrogen; and Ais

-NHC(O) - or-N(alkyl)C(O-. 15 Anot her enbodi nent of

the invention are the conpounds according to fornul a

|, wReér eiskhlorine,

-O-alkyl,
-S-alkyl, or
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;
R?  is hydrogen;
R’  is hydrogen or fluorine;
R*  is hydrogen; and
A is -NHC(O)- or-N(alkyl)C(O)-.

Another embodiment of the invention are the compounds according to formula I,

wherein
A is -NHC(O)- or-N(alkyl)C(O)-;
\Y 1s -CH-; and
W  is-S-or-0O-.

Another embodiment of the invention are the compounds according to formula I,

wherein
R*  is hydrogen;
A is -NHC(O)- or-N(alkyl)C(O)-;
\% is -CH-; and
W  is-S- or-O-.

Another embodiment of the invention are the compounds according to formula I,

wherein
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Ais -NHC(O- or-N(alkyl)C(O-; Vis -CH; and Wis
-S- or -0-. 20 Another enbodi ment of the invention are

wo bmeosaTpOunds according to fornmula 1, wherei PCREP1085/012445

hydrogen; Ais -NHC(O- or-N(alkyl)C(O-; Vis -CH;
and 25 Wis -S- or -0-. AnotBer enbodi nent of the

i nvention are the conpounds according to formula I,
wherei n WO 2006/ 053778 PCT/ EP2005/ 012445 -8- R is

chl orRne,isclfoshkyl , -S-alkyl, or alkyl, all alkyl
groups be_i(p_glkgl,ti onal l'y once or several tines

substi tut ed with fluorine; R2 is hydrogen; R3 is

hydr ogen oralil@rine. R4 is hydrogen; A is -NHC(O) -

or - N( al kydily@(dalkyl glbRp¥béifig oflibriallpdcdMr sever-tirhés substituted
Anot her en;?}gﬂidrrent of the invention are the conpounds

accor dj ng" ¥Mdla I, wherein R is chlorine, 15
-0-CA® s bydiegen;

R>  ishydrogen or fluorine.

R*  is hydrogen;

A is -NHC(O)- or-N(alkyl)C(O)-;

V  is-CH-;and

W is-S-or-0O-.

Another embodiment of the invention are the compounds according to formula I,

wherein

R!  ischlorine,
-O-CF;,
-O-CF,,
-S-CFs,
-S-CF,,
-CF;, or
-SFs;

is hydrogen;

= A

is hydrogen, fluorine, chlorine or nitro;
R*  ishydrogen;

A is -NHC(O)- or-N(alkyl)C(O)-;

V  is-CH-;and

W is-S-or-O-.

Such compounds are for example:

2-{4-(4-]1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
chloro-phenyl)-methyl-amide;

2-[4-(4-1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (2-
nitro-4-trifluoromethyl-phenyl)-amide;



10

15

20

-S-CF3i -S- CF2, -CF3, or 20 -SF5; R2 is hydrogen
R3 is hydrogen, fluorine, chlorine or nltro; R4 is

whyasosEem A is -NHC(O - or-N(al kyl)C(O) - 25PG/T/EB2005/012445

-CH; and Wis -S- or -0-. Such conpounds are for
exanpl e: 2- [4-(4- [1,2, 3] Tri8zol - | _ _
-yI butyl) - phenoxynethyl] - oxazol e-4-carboxylic acid

th am de; .
1%0?14%3 gl}‘é‘?éfl 15 W% %e“mtgﬁbﬁé%kyﬁéifﬁymhﬁ6?‘&2(4'
olcloto-phemdiymide; aci d ( 2-
nltro 4-trifluoronethyl - phenyl) am de; WD 2006/ 053778
E 305/012445 -9 2-14-(4-]
@r 1y 3ldirtagaly) ylbwtyl))plph@xymmél -hydzpleecaabbiedid-acidr(4-

b@‘ﬂﬂdrﬁm@ﬂi fulféyl Papiayl ) - am de;
2-[4-(4- [1y2 3] f??zgﬁ 1-yl -butyl)-phenoxynet hyl ] - oxaz

ol e-4-carboxylic acid (4-

d|2f-[|4bI@F dred Jiyiasalt I- ﬁlnwtylphﬂl@ﬁdéﬁ)}nﬁ:ﬂ%}dpﬁxaiole -4- ca%rlﬁmlqihc gg(lg Z(4_
ortfigd G bULRE Sntdl ¥\ L PE Yot o oY T Y

ole car trifluoro,
nmet hoxy- phenyl) am de;

2‘2[-[41 @4r 1[213 ¥ rﬁléll_[ 1- ﬁzlgﬂ 1:} p‘iﬁlenWeltﬁy]PB)?ﬁWéymangMlc ac18%4-

-4-car
? Fﬁﬂ?%Br%em%@ﬁPh% rapideny| ) - ani de;
2-[4-(4-[1,2,3] Triazol - 1- yI butyl) phenoxynet hyl ] - oxaz

glﬁeﬁl %C@ ﬁﬂ)ﬂ{l -plﬁgl nlghtt§l§ g};ﬁsxacgc;rrrft}t)'},r ?)gl_azt)le -4-carboxylic acid (3-

1 cblog} 7ffﬂ1@2@'|Ph§.H)§” aimidey| ) - phenoxymet hyl | - oxazol e- 4- car

boxylic acid (4- trifluoronethyl-phenyl)-am de;
2-[4-(4-[1,2,3]Triazol-1—yl-butyl)-phenoxymethyl]-oxazole-4-carboxy1ic acid (4-
trifluoromethyl-phenyl)-amide;

2-(4-(4-[1,2,3]Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid (4-
chloro-2-fluoro-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid (4-
difluoromethoxy-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid (3-
trifluoromethyl-phenyl)-amide;

2-[4-(4—[1,2,3]Triazol-1-yl-butyl)—phenoxymethyl]-oxazole-4-carboxylic acid (4-
chloro-3-trifluoromethyl-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol- 1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
methyl-(4-trifluoromethoxy-phenyl)-amide;

2-[4—(4-[1,2,3]Triazol-1-yl-butyl)-phenoxymethyl]—oxazole-4-carboxylic acid (4-
nitro-2-trifluoromethyl-phenyl)-amide;
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2-[4-(4-]
1,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxazol e-4-car

whengls7aci d (4- chl oro-2-fluoro-phenyl)-am de¢T/LB2005/012445

2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (4- -10-
di fl uor onet hoxy- phenyl ) - am de;

2-%4-24-&1 2,3] Triazol -1- I-butyl)-phenoxynethyl}-oxaz
ol-é4-444 b @a&lyqlzioblald;ib@ty@)sp enoxymethyl]-thiazole-4-carboxylic acid (4-

t fri oMYA SRR Piydny D DiUE;) - am de;
2-[4-(4-11,2,3] Triazol-1-yl -butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (4- 20
chl[ o0 82131 THidzeb1 oMby )- phdiRRyh pthal)itHRzole-4-carboxylic acid (4-
2]h4-(ﬁ§%% 2 %#Triazol-1-y|-butyl)-phenoxynethyl]-oxaz
of BUA-R 9%§? & acid
met hyl - (4-trifluoromethoxy-phenyl)-amde; 2-[4-(4-]
é%-ia;-l%%x-l[ ﬁ,ggiz}gh%z}]bi'-y1-®db>ﬁ-%ﬁ%ﬁ%é&?ﬁitmﬁ%&é%&ﬁ%&néa&@E4-
ntrif%@Ianﬁtﬂipﬂ'Qb?f&’rlﬁe@fﬁSﬁei phenyl ) - ami de; WD 2006/ 053778
PCT/ EP2005/ 012445 -10 2-[4-(4-]
1 Tri l.- 1=yl - but - phenox t hyl ].-t hi azol e- 4-
b 2o R R b RS et S gy ic cid .-
2dicHlotd-phédnyd)-dnidet arbl - 1- yl - but yl ) - phenoxynet hyl ] -t hi a
zol e-4-carboxylic acid (4- chloro-phenyl)-amde; 5
2-[4-(4-[1,2,3] Triazol -1- I-butyl)-phenoxynethyl}-thia
Zg)-![é-_(A-_[égrq}Tg;@qql-d-)érhu@llX-p en.oxymethyl]—oxazole—4—carb0xy ic acid (2,4-
t Bichlo¥QpREBfINGNYdePhenyl ) - ani de; 2- [4-(4-
[1,2,3]Triazol- 1-yl-butyl)-phenoxynet hyl ]
- oxazol e-4-carboxylic acid (2, 6-
diAabther empbeifydn} ofithied@yendiod are the compounds according to formula I,
Zﬁké;gﬁ-[l,Z,S]TriazoI-1-y|-butyl)-phenoxynethyl]-oxaz
0 e-f-carboxylic acid (2,4- 10 dichl oro-phenyl)-am de.
Anot her enbodi ment of the invention are the conpounds
accorﬁing“%?dﬁggﬁpla I, wherein R is hydrogen,
fluori ne, 5 Brom ne,
4 fluorine,
bromine,
-O-alkyl,
-S-alkyl,
alkyl,
_S(O)ZNHZ)
-S(O),NH-acyl, or
-5(0),NH-heteroaryl;
R?  is hydrogen; or alternatively
R'and R? are
adjacent and together with the carbon atoms of the
phenyl ring to which they are attached form a 2,2-difluoro-
benzo[1,3]dioxolyl moiety or a benzo[1,3]dioxolyl moiety, and
R®  is hydrogen, fluorine or nitro;
R* is hydrogen;
A is -NHC(O)- or-N(alkyl)C(O)-;
V  is-CH-;and '



10

15

20

-0-al kyl, -S-alkyl, alkyl, -S(O2NH2, 20
-S(O 2NHacyl, or -S(O 2NH heteroaryl; R2 is

whydsosEems or alternatively R and R2 are adj BCERP20851012445

together with the carbon atons of the 25 phenyl ring
to which they are attached forma 2, 2-difl uoro-
benzo[ 1, 3] di oxolyl noiety or a benzo[ 1, 3] di oxol yl
noiety, and R3 is hydrogen, fluorine or nitro; R4 is
hydr o®én; isAS4, er -®HC( O) - or-N(al kyl )C(O-; 30 Vis
-CH; and WO 2006/ 053778 PCT/ EP2005/ 012445 -11- Wis
-S-, or -0-. Such conpounds are for exanple:

2 Sfich qomponngds ajefer egxapiplel - y| - but yl ) - phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid benzo [ 1,3] dioxol-5-yl-am de;
5 : .
221(4-(¢41 28 1 Brizgohl g hand kphenapimgihyll prerdcfrer tyiiic toidz
obenzb{ Gajdinxybiyt-aatdd (3, 5- di fluoro-phenyl)-an de;
2-[4-(4-11,2,3]Triazol -I-yl-butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (2,4- difluoro-phenyl)-am de;

2 2f[4-(@41[213] ZridfollidAuityl k-phendxymgthyl jphrendg inearboxylic acid £3,5-

ol +Gah epacid (2,2- 10
didﬁuﬁ’é‘?g- %»z%‘]f’%es] di oxol - 5-yl ) - ani de;
2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz

o) |26[_44(4c[|q (A Yiha - 1a§ﬂllﬂ1t§l§|=phenoxymethyll] -oxazole-4-carboxylic acid (2,4-
(td%u%%g-phgﬁ))f)l-gr%cfe?myl - phenyl’) - ami de;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (2,2-
difluoro-benzo(1,3]dioxol-5-yl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
(thiazol-2-ylsulfamoyl)-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid [4-
(5-methyl-[1,3,4]thiadiazol-2-ylsulfamoyl)-phenyl]-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid [4-
(5-methyl-isoxazol-3-ylsulfamoyl)-phenyl]-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
acetylsulfamoyl-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-

bromo-2-fluoro-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (3-
fluoro-2-methyl-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-

fluoro-3-nitro-phenyl)-amide;
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2-[4-(4-]
1,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxazol e-4-car

whengls7aci d [4- (5-methyl- [ 1,3, 4] PCT/EP2005/012445

t hi adi azol - 2-yl sul fanoyl ) - phenyl] -am de; 15
2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxymnet hyl ] - oxaz
ol e-4-carboxylic acid [ 4-

(5-net h{/l -i soxazol - 3-yl sul f anoyl -fohenyl ] -amde;
22{[41—.(@-4{ ,[Z,S]Triazol-l-yl—bu 1)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
1m%tl§]sgrf£®g_%lhé,qylygmmg yl) - phenoxynet hyl ] - oxazol e- 4-car
boxyl'ic acid (4-" acetyl sul fanoyl - phenyl ) -am de;
2-[4-(4-]

12-2433-T1,237Dlliazbt-Y 1yl Buty)-phefoamaxthyl tdxytdle-axanaxgh dacidi(4-
bﬁx I ié: a?}il‘ij 414- )20 by ono- 2-f | uor o- phenyl ) - am de;

2_1[134/*_0( pmethyl-p enylj-amide;

1,2,3] Triazol-1-yl -butyl)-phenoxynet hyl ] - oxazol e-4-car

bexyl ] el s f sam.de:
D189 iy SO AL R P Sl S i
ofest-butghphesyYrdmeidgici d (4-

fl uoro-3-nitro-phenyl)-am de; WO 2006/ 053778

gl G M N TE o PR

- widamlde; 4- car boxylic acid (4-

nmet hyl sul f anyl - phenyl ) -am de; 2-[4-(4-]

1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] - oxazol e- 4-car
beéx§i(#td 136 rigzel-1yl{aitd)-hermaigethyH eqprgle4rdadeoxyBc acid
Zh{eﬂlzﬁ-ﬁh[eﬂyl%nﬁhef” azol -1-yl - butyl) - phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (4- tert-butyl-phenyl)-am de;
2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
ob 4444 qapidXsihdol- 1adibthtyd}-phedoxlymeihyd ; oxdzolp-4-dadboxfylidacdd B4-
] ﬂTrri gz}peln-l]}_-a\(rlli- gut yl) - phenoxynet hyl ]

- OXAZPN ENYY EAY 60’xy| ic acid 10 nethyl -phenyl -am de;
2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
0 F j i |2 L e A0 G60cvlic acid (4-
2 Ao B o A A e A e g ¢
z Bperogd-gagtivdsphend)-gendes (4-

fl uoro- 3-net hyl - phenyl ) - am de; 15

ot i Rkl L B S PSGRSATE e 18-

fluoro-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl}-oxazole-4-carboxylic acid (3-

fluoro-phenyl)-amide;

2-(4-(4-[1,2,3]Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (3-
fluoro-4-methyl-phenyl)-amide;

2-[4-(4-[1,2,3]) Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
methoxy-phenyl)-amide; and

2-{4-(4-11,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (3,4-
difluoro-phenyl)-amide.
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fl uoro-phenyl)-am de; 2-[4-(4-]
1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] - oxazol e-4-car

wengls7aci d (3- fluoro-phenyl)-am de; PCT/EP2005/012445

2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz

ol e-4-carboxylic acid (3- 2013-

fluoro-4-nethyl -phenyl)-amde; 2-[4-(4-]

1,2,3] Triazol -1-yl -butyl) - phenoxynet hyl ] - oxazol e- 4-car
bowgthEceraodiment ofihe imveptiphangthy campgendg#rgoringto fprula I,
lwRerdinTri azol - 1-yl - but yl ) - phenoxynet hyl ] - oxazol e- 4-car
boxylic acid (3,4- difluoro-phenyl)-amde. W

2006/ 053778 PCT/ EP2005/ 012445 - 13 Anot her

enmbodA menit -WHGO(08- oMENkIT(CHF;e t he conpounds

accorgi ng t _,foc{rrul al, wherein Ais -NHC(O -

or - N( al kyf)%(ﬁ-' Vis -S-; and 5 Wis -CH . Another
enbodWrens -GH-t he i nvention are the conpounds

according to fornmula I, wherein R4 is hydrogen; Ais

-NHC(O - or-N(alkyl)C(O-; 10 Vis -S-; and Wis

_ tppthengmpbodimesipbtererantion arbeiconsundnagpidingo formula 1,
CRRBeiwnds according to formula I, wherein R is
chlorine, 15 -0-alkyl, -S-alkyl, or alkyl, all alkyl
groups being optionally once or several tines

substRt utietlydnaigedy f 1 uori ne;

A is -NHC(O)- or-N(alkyl)C(O)-;
\% is -S-; and
W  is -CH-.

Another embodiment of the invention are the compounds according to formula I,

wherein

R' s chlorine,
-O-alkyl,
-S-alkyl, or
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;
R®  is hydrogen;

R®  is hydrogen or fluorine.

R' s hydrogen;

A is -NHC(O)- or-N(alkyl)C(O)-;
\Y% is -S-; and

W  is-CH-.

Another embodiment of the invention are the compounds according to formula I,

wherein

R' s chlorine,
-O-alkyl,
-SFs, or
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R2 is hydrogen; 20 R3 is hydrogen or fluorine. R4 is
hydrogen; Ais -NHC(O - or-Nalkyl)C(O-; Vis -S;

wapweMi7es - CH . 25 Anot her enbodi nent of the | PUBRP100%1012445

are the conpounds according tQy formula I, wherein R
is chlorine, -0-alkyl, -SF5, or WD 2006/ 053778
PCT/ EP2005/ 012445 -14 al kyl, all al kyl groups bel ng

opti onal | yallaflpzﬂl :Qkyl SENPS Bb% 'ogﬁéna? gkb%tcé Blustesgﬂ tlmFS sllilgstltuted

fluorine; IS drogen; rogen or

5 R4 is hy‘éi’r%é‘élﬂ“ % s - NHO(O) - or-N(aI kyl)(O)-: V
IS -S—R and hydiogen;CH . Such conpounds are for exarrpl e:
10

4- [ 4- (4 [1SEY%ﬁ° £1 QLerine |yt yi ) - phenoxy et hyl]-thia
zol e- 2Rcarlb by Ogmam d (4- chloro-phenyl) -am de;

4-14- (A-[ 4s 2Bl D) 330 % t.yl ) - phenoxynet hyl ] -t hi a
zol e- charb gr:yl |-Ec ac:lic\ﬂ @XC@H

triflubron®thod phenyl ) - ani de; and

4-[4- (W-[ %is 2281.Tri azol - 1-yl - butyl ) - phenoxynet hyl ] -thi a
zol e-2-carboxylic acid (4- 15

pent af | uor osul f anyl - phenyl ) - am de. Anot her enbodi nent
of Sucheompouends ava faregarhple: conpounds according to
formula 1,

4-[4-(4-[1,2,3]Triazol-1 -yl-butyl)-phenoxymethyl] -thiazole-2-carboxylic acid (4-
chloro-phenyl)-amide;

4-[4-(4-[1,2,3]Triazol-1 -yl-butyl)-phenoxymethyl] ~thiazole-2-carboxylic acid (4-
trifluoromethoxy-phenyl)-amide; and

4-[4-(4-] 1,2,3]Triazol-1-yl-butyl)-phenoxymethyl] -thiazole-2-carboxylic acid (4-
pentafluorosulfanyl-phenyl)-amide.

Another embodiment of the invention are the compounds according to formula I
wherein

b

A 1s -C(O)NH- or- C(O)N(alkyl)-.

An embodiment of the invention are the compounds according to formula I,
wherein

R s hydrogen; and
A is -C(O)NH- or- C(O)N(alkyl)-.

Another embodiment of the invention are the compounds according to formula I,
wherein

R' s chlorine,
-O-alkyl,
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wherein Ais -C(ONH or- C(ON(al kyl)-. An enbodi nent
of the invention are the conpounds according to

wo eooasxE7d , 20 wherein R4 is hydrogen; and A PGI/EP2005/012445

-C(ONH or- C(ON(al kyl)-. Another enbodi nent of the
i nvention are the conpounds- gcording to fornula I,
wherein 25 R1L is chlorine, -0-alkyl, WO 2006/ 053778
PCT/ EP2005/ 012445 - 15 -S-al kyl, or alkyl, all alkyl
groups bei Sredkydptri onal |y once or several tinmes

substi t utgrl], a A1 1'0'&95 b&ﬁ ofortall %ME’J S9RVbral ke sliBstituted
d ATs -C(QN

hydr ogen or % uori ne; or -
C( O N( al kyith fluonggs her errbodl rrent of the i nvention are
t he c]ib’npoluh fdrogegording to formula I, wherein R is

chl or - al kyl, or al kyl, all alkyl
gr oup be1 9r8§?r}%rnt§%r§?eb e or several tinmes

subst At utiedC(QUNH- éi- GAO)N&IkyR2. i s hydrogen; 15 R3 is
hydrogen or fluorine; R4 is hydrogen; and Ais
-C(ONH or- C(ONalkyl)-

Another embodiment of the invention are the compounds according to formula I,

wherein

R! s chlorine,
-O-alkyl,
-S-alkyl, or
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;
R®  is hydrogen;
R®  is hydrogen or fluorine;
R*  is hydrogen; and
A is -C(O)NH- or- C(O)N(alkyl)-.

Another embodiment of the invention are the compounds according to formula I,

wherein
A is -C(O)NH- or- C(O)N(alkyl)-;
\Y is -S-;and

W is-CH-.

Another embodiment of the invention are the compounds according to formula I,

wherein
R*  is hydrogen;
A is -C(O)NH- or- C(O)N(alkyl)-;
V  is-S-;and
W 15 -CH-.
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Anot her enbodi nent of the invention are the conpounds
according to fornmula I, wherein 20 Ais -C(ONH or-

wae@pdsErKyYl )-; Vis -S-; and Wis -CH . Anot PEI/EP2005/012445

enbodi nent of the invention are the conmpounds

according to fornmula I, wherléi-n 25 R4 is hydrogen; A

is -CCONH or- C(ON(alkyl)-; Vis -S; and Wis

- %%) WO %O 6/ 053778 PCT/ EP2005/ 012445 -16 Anot her

e fSHrEAPogimeHOLithe BNERtIAN 2t dhe FRmpeiRsis @aepsding to formula I,
acderdnng to formula I, wherein R is chlorine,

-0-al kyl, 5 -S-alkyl, or alkyl, all alkyl groups

bei ng optionally once or several tines substituted

wi th f uoksidhoriR? i s hydrogen; R3 is hydrogen or
fluorine. _Olan}}ﬁ4 is hydrogen; Ais -C(ONH or-
C(ONalkyl)-; Vis -S; and Wis -CH . Another

enbodi mentS-8%YhRE i nvention are the conpounds

accor di ngalkyl, AIPAIRAl godps bediz IPHBRE LR ot SevERl Bilef§ibstituted

with fluorine;
R* s hydrogen;

R*>  is hydrogen or fluorine.

L=

R*  is hydrogen;

A is -C(O)NH- or- C(O)N(alkyl)-;
V  is-S-;and

W is-CH-.

Another embodiment of the invention are the compounds according to formula I,

wherein

R' s chlorine,
-O-alkyl,
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;

R* s hydrogen;

R’ is hydrogen, chlorine or fluorine;

R*  is hydrogen;

A is -C(O)NH- or- C(O)N(alkyl)-;

\Y is -S-; and

W is-CH-.

Such compounds are for example:

N-{4-[4-(4-1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -thiazol-2-yl}-3-

trifluoromethyl-benzamide;

N-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl}-thiazol-2-yl}-4-
trifluoromethoxy-benzamide;



-0-al kyl, alkyl, all alkyl groups being optionally

once or several tinmes substituted wth fluorine; 20
WaR2006853198lr ogen; R3 i s hydrogen, chlorine or fPCDEPI0€3/012445

R4 is hydrogen; Ais -C(ONH or- C(ONalkyl)-; Vis

-S-; and 25 Wis -CH . Such-tpapounds are for exanple:

N-{4-[ 4- (4 [ 1,2,3]Triazol-1-yl-butyl)-phenoxynet hyl ]

-thi azol - }-3- trlfluororreth?/l-benzam de;

NEA{Chlgra- I(M{Af[4 [1,2,3]triazol-1-yl-butyl)-phenoxymethyl] - thiazol-2-yl}-

1p&azdinidd: azol - 1- yI butyl ) - phenoxynet hyl ] -t hi azol - 2-yl }
-4-730 trifluoronet hoxy- benzam de; WD 2006/ 053778

PCT/ EP2005/ 012445 -17 4-Chloro-N-{4- [4-(4- [

142:}3<}rbn3 Azoto- M=l bt p112),3] pﬂmepxmhgw— henoxymethyl)-thiazol-
Z i nz IC%I - benzam de; Chl or o- uoro-N 14-

[ _y f"f 3] triazol-1-yl-butyl) -phenoxynethyl]

-thi azoI 2-yl }-benzam de; 5

e A
[ el‘(Z4ml €1,2,3] triazol-1-yl-butyl)-phenoxynet hyl ]
-thiazol-2-yl} -4- trifluoronethyl-benzam de;

| or
> e st oy e ey by henerraesirl-shigro)-2- 4y
betfarroatethydb&hrhovide; 2- f | uoro- N-14-[ 4- (4- [1, 2, 3]
triazol -1-yl-butyl)-phenoxymnet hyl ] -thi azoI
2-yl }-benzam de; 4-Methyl-N-14- [4-(4- L
t BiGolo-NH4- [;4r(4butzy3])mghbhorkbwi)hmepoxxmcthzldﬂt nzglt2-yl}-

10 benzamide;

4-Chloro-2-fluoro-N-{4-[4-(4-[1,2,3]triazol- 1-yl-butyl)-phenoxymethyl]-thiazol-
2-yl}-benzamide;

4-Methyl-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-

benzamide;

15 2-Chloro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -thiazol-2-yl}-

benzamide;

2-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-6-

trifluoromethyl-benzamide;

3-Chloro-4-fluoro-N-{4-{4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-
20 2-yl}-benzamide;

N-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-4-

trifluoromethyl-benzamide;

4-tert-Butyl-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-

benzamide; and
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benzam de; 15 2-Chloro-N-f 4-
[4-(4-[1,2,3]triazol -1-yl-butyl)-phenoxynethyl]-thiazo

wo 206953778 benzam de; 2-Fl uoro-N-{4-[4-(4-] PCT/EP2005/012445

1,2,3]triazol -1-yl-butyl)-phenoxynet hyl ]
-thiazol -2-yl}-6- trifiuoromddhyi - benzani de;
3-Chloro-4-fluoro-N- 14- [4- (4- [1,2,31

t r4 og%g%m bUt ll@ izh?b-‘[f E?éi rlafcgylzyl?ﬁutyl%1 %enoxymethyl -thiazol-

Tr2r)d b?nzrnydie butyl ) - phenoxynet hyl ] -t hi azol - 2-yl } - 4-
trifluoronethyl - benzam de; 4-tert-Butyl-N14- [4- (4-
[ 1,2,3] triazol - - but yl ) - phenoxynet hyl ]

- tAHToRs lembod I}lentbérﬁ Hivertiongarg tmmmr@éavmding to formula I,
PGHeRR2005/ 012445 -18 4-Di fl uor omet hoxy- N-{4-[ 4- ( 4-
[1,2,3] triazol-1-yl-butyl)-phenoxynethyl] -thiazol-
2-yl }-benzam de. Anot her enbodi nent of the invention
are tRé comppunds according to formula |, wherein 5
R is nitrg no.cyano, -S-al kyl, fluorine; or alkyl,
al | al kyl §rou s being optionally once or several

ti mes subsbidlbed 10 with fluorine; R2 is hydrogen;
R3 is hydrp@eReqyy fluorine; R4 is hydrogen; Ais

O NH alkyl)-; 15 Vis -S-; and Wis
C( ) alli<yl gﬁ 8}(}71 groups bemg optionally once or several times substituted

with fluorine;

R’>  is hydrogen;

R’ is hydrogen or fluorine;

R* s hydrogen;

A is -C(O)NH- or- C(O)N(alkyl)-;
V. is-S-;and

W is-CH-.

Such compounds are for example:

4-Nitro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -thiazol-2-yl}-
benzamide;

2,4-Difluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2- -yl}-
benzamide;

N-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -thiazol-2-yl}-4-
trifluoromethylsulfanyl-benzamide;

4-Cyano-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-
benzamide;

2,2-Difluoro-benzo[1,3]dioxole-5-carboxylic acid {4-[4-(4-] 1,2,3]triazol-1-yl-
butyl)-phenoxymethyl]-thiazol-2-yl}-amide;
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Such conpounds are for exanple: 4-Nitro-N {4- [4-(4-
[ 1,2,3] triazol-1-yl-butyl)-phenoxynet hyl ]

WO tdveazols 2-yl } - benzam de; 20 PCT/EP2005/012445

2,4-Difluoro-N-{4-[4-(4-]
1,2,3]triazol-1-yl-butyl)- phelrgfoxyrret hyl ] -t hi azol - 2-yl }
- benzam de; N-{4- [4-(4- [ 1,2,3 ]

(AT PREbRR AR 52$Tt?%2<ﬁz'”§¥h%1> FhEyARG b ihiaz0l 2.1}

[ deqazpmifle;1, 2, 3] triazol -1-yl-butyl)-phenoxymet hyl ]

-t hi azol - 2- yI} 25 benzam de;

2,2-Difluoro- benzo[[l 3% di oxol e-5-carboxylic acid

(2F @lfbwr?'ﬁ #3441 2l triazglt1- Ylldmtyll) Yhpheryoeyhmbl-thidzpl-2-y1} -
- behasale;2- yl } - ami de; WO 2006/ 053778 PCT/ EP2005/ 012445

19 2,5-Difi uoro-N-{4- [4-(4-] 1,2, 3]

triazol -1-yl-butyl)-phenoxynmethyl] -thiazol-2-yl}-

bel‘hi-@‘rﬂﬁiﬁp 15{3-[Dk (1 [u@r 30 trivzdKt-y]- Hut%'l‘) p}{eilm)%arﬁathyl -thiazol-2-yl}-

begz@ligd- Yl - butyl) - phenoxynmet hyl | -t hiazol - yI}
benzamgé 5 3,5-Difluoro-N-{4-[4-(4-] 1,2,3] triazol-

1-yl -butyl)-phenoxymnet hyl ] -t hi azol -2-yl}- benzam de;

2- . i -
PN Py -
3bepzagn e>N—{4 [4-(4- [1,2,3] .

triazol -1-yl-butyl)- phenoxyrret hyI ] -thiazol-2-yl}- 10

4- [ 4- 1,2,3
P rTEOREE {F Lt Wi’ Brie i} é%qw'[alf@(yﬁ thlazol £
2bghZanbénaadi de. Anot her errbodl ment of the invention
are the conpounds according to fornmula I, wherein 15
Ais -C(ONH or- C(O)N(alk 1)-; Vis -CH; and
4-Fluoro-3-methyl-N-{4-[4-(4-[1,2 3]tr1azol 1-yl-butyl)-phenoxymethyl]-thiazol-

2-yl}-benzamide.

Another embodiment of the invention are the compounds according to formula I,

wherein
A is -C(O)NH- or- C(O)N(alkyl)-;
A% is -CH-; and
W is-S-, or-0-.

Another embodiment of the invention are the compounds according to formula I,

wherein
R* s hydrogen;
A is -C(O)NH- or- C(O)N(alkyl)-;
A% is -CH-; and
W 15 -S-, or -O-.

Another embodiment of the invention are the compounds according to formula I,

wherein
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Wis -S-, or -0-. Another enbodi nent of the invention
are the conpounds according to fornula I, wherein 20

WRD0b0331ydr ogen; A is -C(ONH or- C(O N al kyl DCT/EP203/&12445

-CH; and Wis -S-, or -0-. Another enbodi ment of the
i nvention are the conpounds-2tcording to fornula I,

25 wherein WD 2006/ 053778 PCT/ EP2005/ 012445 -20- R
is chlorine, -0-alkyl, -S-alkyl, or alkyl, all alkyl
group® bels Algooipei onal |y once or several tines
substitut_@alk@)with fluorine; R2 is hydrogen; R3 is
hydrogen qr fluorine. R4 is hydrogen; Ais -C(O NH
or - C(O)N(Saﬂlk)ﬂ}mr-; 10 Vis -CH; and Wis -S or -0-.

Anot her eqrbadilngial Fﬂfupﬁ ba% BYEIHAllPBnad 6 seealainBaubdiRuted
accordi ng‘ﬁ%lg formula I, erein R4 is nmethyl. 15
Anot her e¥BBIMYERT of the invention are the compounds

accor®fi ngishpdfogemul a |, wherein R is chlorine,
-0-al gyl g hydrogen or fluorine.

R*  is hydrogen;

A is -C(O)NH- or- C(O)N(alkyl)-;

A% is -CH-; and

W is-§- or-O-.

Another embodiment of the invention are the compounds according to formula I,

wherein
R*  is methyl.

Another embodiment of the invention are the compounds according to formula I,

wherein

R!  ischlorine,
-O-alkyl,
-S-alkyl, or
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;

R?  is hydrogen;

R®  is hydrogen or fluorine.

R* s methyl;

A is -NHC(O)- or-N(alkyl)C(O)-;
V  is-CH-; and

W is-§-or-O-.

Another embodiment of the invention are the compounds according to formula I,

wherein
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-S-al kyl, or 20 alkyl, all alkyl groups being
optionally once or several tines substituted wth

wo bawesites R2 is hydrogen; R3 is hydrogen or fPCDEPI0€5/012445

R4 is methyl; 25 Ais -NHC(O- or-Nalkyl)C(O-; Vis
-CH; and Wis -S or -0-. Appther enbodi ment of the

i nvention are the conpounds according to formula I,
wher ei n WO 2006/ 053778 PCT/ EP2005/ 012445 -21- R is
chl orRhe,iscldoGR8i or -CF3,; R2 is hydrogen; 5 R3 is

hydr ogen i methyl; Ais -NHC(O) -
or - N(al kyl Vis -CH; and Wis -S- or -0-. 10
Such con‘piéfhads are for exanpl e: 2- [3-Methyl -4-(4-
[1, 2, ﬁa tis had@kerk- Y| - butyl) - phenoxynet hyl |

- oxaz oxyllc acid
(4-tr§ u’éP%ﬁ@Sﬂyl-phenyn-am de; 2- [3-Methyl-4-(4- [
, 2, 3]{4trusamlhy1,1 yl - butyl) - phenoxynet hyl ]

- oxazgl e- 4 ﬁﬁr&%yor-&(alﬁﬁ &6)4 chl or o- phenyl ) - am de;
[ 3- Vet hig-CH-ahd[ 1, 2, 3] tri azol - 1-yl - but yl ) - phenoxynet
I

2
hyl ] - pxazgl.e-4-¢srboxylic acid
(3-chlor ol- p eOnyIQ?- am de;

Such compounds are for example:

2-[3-Methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic
acid (4-trifluoromethyl-phenyl)-amide;

2-[3-Methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic
acid (4-chloro-phenyl)-amide;

2-[3-Methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic
acid (3-chloro-phenyl)-amide;

2-[3-Methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic
acid (4-trifluoromethyl-phenyl)-amide;

2-[3-Methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] - thiazole-4-carboxylic
acid (4-chloro-phenyl)-amide; and

2-[3-Methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic
acid (3-chloro-phenyl)-amide.

Still another embodiment of the invention is a process for the manufacture of the

compounds of formula Ia , wherein

a) the compound of formula V
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2- [3-Methyl-4-(4- [ 1,2,3 ] triazol-
-yl -butyl)-phenoxynethyl] -thiazol e-4-carboxylic acid

WQ doobisFrsior oret hyl - phenyl ) - am de; 2- [ 3- Met hyP€BHEP2D05/)12445

, 2,3 ] triazol-1-yl-butyl)-phenoxynet hyl ]
-thlazole 4-carboxylic 20 agtd
(4 chl or o- phenyl ) -am de; and 2-[3-Methyl -4-(4-[
,2,3]triazol -1
-yI but yl ) - phenoxymet hyl ] -t hi azol e- 4$tarboxyllc aci d
(3-chl oro- phenyl -an1de Still Wer enbodi ment of

the invention is ess f@ #f act ure of the
conpounds of fgh erein_2b a) the conpqund
of formula V WO 200@4% 778 PCT/ EP2005/ 01244 - N4
ON HOO---/ N N WNO V, wherein R4 , d

have the si-gni ficance given above for fornmula I, T is
reacted with a conmpound of formula VI R R2/ R5 N
R31 H VI, wherein R, R2 andV,R3 have the
significance given above for formula | and R5 10 is
hydr ogen; to give the respective conpound of fornula

l'a;  wherein R*, V and W have the significance given above for formula I,

is reacted with a compound of formula VI

wherein R', R? and R® have the significance given above for formula I and R

is hydrogen;

to give the respective compound of formula Ia;

E@H O @“1

la

wherein R', R?, R* and R* have the significance given above for formula I and

R is hydrogen or alkyl;

b)  said compound of formula Ia is isolated from the reaction mixture, and



RR R ORA Fi NORICLNIVO--/ NN R5 WN 15

la wherein R, R2, R3 and R4 have the significance
w@ewensdaove for formula | and R5 is hydrogenP@©I/EP2005/012445

al kyl; 20 b) said conpound of fornmula la is isolated

fromthe reaction m xture, add-W 2006/ 053778

PCT/ EP2005/ 012445 -23 c) if desired, converted into a

pharmaceutically acceptable salt. Still another

efbod! ,@@ﬂ{edoffoquge(g HeAPhemacsutically exserteblestlt.t he

manuf acture of the conpounds of forrmula I'b, wherein 5

a)..t he conmpound of formula I X, R4 HZNNNN S ~ ~//

| 3’2‘}“‘ G @ng?fﬁg?ﬁn}?a& of ths 1BYSHien; % aﬁe%ce@ﬁ'\k?é thepapufagtyre of the
f oompbends;of farhilsIr edetraéd with a conpound of fornmula X

R R O RBOHX wherein R, R2, R3 have the

significance given above for fornmula I, 15
5 a)  the compound of formula IX,
R4
N O
HZN\(/J_/ N/NQN
S \%
IX,

wherein R* has the significance given above for formula I;

10 is reacted with a compound of formula X
R
R2
0
R oH
X,

wherein R', R?, R have the significance given above for formula I,

15
to give the respective compound of formula Ib;

0]

5N 4 N=y
R NI
0]
Ib
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to give the respective conmpound of formula Ib; R2 R
R30-N RS- NRA N~ ~ OIlb WO 2006/ 053778

wEFOLaRM5/ 012445 -24 wherein R, R2, R3 andPEHEPBUE012445

the significance given above for formula | and R5 is
hydrogen; b) if desired, the2g¢onpound of fornula Ib
obtained in a) is further reacted with 5 a suitable

al kyl halideg to give t he respective conpound of

f or muvherein; R wReRsiand RRbavethlsigpificange svanchboverfos deoranws 1 and
for muk%®;s hParoger;sol ated fromthe reaction mxture, and

10 d) if desired, converted into a pharnaceutically
acceptable salt. The am de derivatives of the genera

f By Muif AediredOthe@oRPRUABGE Erifidd IoRGHEP AR 8 furtidrireacted with

t her eof ,. y ..b { epar ed any process kno t e .
app! | batiiBIAYpT phlide g rgé’ﬁég‘z};ieﬂaﬁﬁtlg? C%@ﬁr@aﬂfﬁ%@? B5 agperein
conpoRhidalkpy the one skilled in the art. Such 15
processes, when used to prepare the am de derivatives

of formula I, or a pharmaceutically-acceptable salt

t er ewid canpoyndnfifomaulath i ifolatechzomftbataacidomixthee, and
invention and are illustrated by the follow ng
reﬂresentative exanppl es of schepe_ 1, in which, unless
ofther itidgured: eanuerted nteg pharmreeutiolly gegepiakle Rt have t he
significance given herein before. Necessary starting

T L NP, SRS SATE S RLER eBlon
medletheadcd, nsy ke pophtrddbwianhiprotdse kaowonpabhgiapplicable for the
anEbLuiam)Bid?%hgﬁﬁm—?aateé\lcg%gaﬂésvﬂ Yh'GFESIR Y in the art. Such
processes, when used to prepare the amide derivatives of formula I, or a
pharmaceutically-acceptable salt thereof, are provided as a further feature of the
invention and are illustrated by the following representative examples of scheme 1,
in which, unless otherwise stated, V, W, A, R!, R% R?® and R* have the significance
given herein before. Necessary starting materials may be obtained by standard
procedures of organic chemistry. The preparation of such starting materials is
described within the accompanying non-limiting examples. Alternatively necessary
starting materials are obtainable by analogous procedures to those illustrated which

are within the ordinary skill of an organic chemist.

Scheme 1:

The manufacture of the compounds of formula I varies according to the nature of
“A” in formulal. The compounds of the present invention wherein “A” is -
NR’C(0)- and R’ is hydrogen or alkyl can be prepared according to scheme 1, and

are named la.
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[ [ [ | ogous
starting materials are obtainable by ana us
procedu?es to those illustrated which are within the

w@e@sn0s37y8 skil | of an organic chem st. 25 ScheP@r/LP200%1e12445

manuf act ure of the conpounds fornula I varies
according to the nature of "2;_|n formul a l.uThe
conpounds of the present invention wherein "A" is -
NRSC(O) - and R5 i g=kRydrogen or al kyl can be prepared

accor di g/t a_schefe /1, andterare na | @
2006/ 0 8 PCT P?g(l)S/ 012445 - 25iﬁ§zr<a‘, N e NNy
NRH ~N HOIl ~0o§IVy V-w II] stép 2 p 4R§ p \/

step 3 HO > WNON N FOVR IRR3 NH VI s R

R4 OD--L N ORR(r) VO- N}

R4
step 2 (0] . o ep 3
Ho ) \Q>_/ Ny -
w y N \%

\'}
2 1 R4
»\rN 0
R® N 5 V\C>> /NQN
R® V"W N
—
la
Scheme 1

In scheme 1, V, W, R, R%, R? and R* have the significance given herein before for
formula I and R’ is hydrogen or alkyl.

Step 1

In step 1, scheme 1 the compounds of formula II can be obtained by reactions well
known to someone skilled in the art, e.g. by alkylation of 4-(4-[1,2,3]Triazol-1-yl—
butyl)-phenol with compounds of formula III. Typical bases for this reaction are
sodium methylate, sodium hydride, lithium diisopropyl amide and cesium
carbonate. The alkylation can be carried out in the presence of potassium iodide or
sodium iodide in solvents like methanol, ethanol, isopropanol and N,N-
dimethylformamide (DMF). The reaction temperatures may vary from 50°C to
150°C.

Oxazoles or thiazoles of formula 11 can be synthesized by a commonly known

method or a modification thereof. (2—Chlormethy]-oxa/thiazole-4—carboxy1ic acid



cheme 1 In schenre 1, V, W R, R2, R3 and R4 have

Itﬁessi gni ficance given herein before for 5 fornula I
wanee®5377% hydrogen or alkyl. Step 1 In step 1PCHEPEN®012445

1 the conmpounds of fornula Il can be obtained by

reactions well known to somedfe ski Iled in the art,

e.g. by alkylation of 4-(4-[1, f2 ?] Tri iagoll Illle . caf

ki S~ 0 nmu :

pasas or h | oot e PR QBauish i Betich 8 DS lopmen s

soZ‘?@&S %‘é‘f‘i ‘Jdgh qr Flemerﬁl?lwagémdpyyhcamcﬁ&hﬂmdt_e&a&b,m., et al.,

call bonaCleem. Boe. @3Kyd@Y i5eqy.684y pe carried out in the

presence of potassiumiodide or sodiumiodide in

sol vents |ike nethanol, ethanol, isopropanol and N, N

di A#PRy| f or mani de (DMF). The reaction tenperatures may

vary from50C to 150C 15 Oxazoles or thiazol es of

formula 111 can be synthesized by a cormmonly known

nelThBeP Ahcidgelyshs obhe evteriné ferafula (\Q'rsthi@t?ddiHi_}ngindard methods

- / dol IR r X ' 006/ 0537 : _
T Eba005 OLhas TRt IIpAFNE ol DR iR P koo
et ( at st GO Bewde @@&éahﬁhﬂf& Ipdwetiden(tE@H) 5n solvents like
(200&), 3atraddddrofaichl QTH@,h%ethQﬁcﬁ,zoétﬁér%lCgbx‘?ﬁ%g}eﬁ% a%lé%)f at
et B¥lpe r:eg%ggooé; B S(gE all’i té. cAlr;n é.Cemd @ﬁofc"glav
(2oof) F‘@‘%’%’ D) é?%EJ 5iglding; pezbeRecC Agds of fpn :
of the esters of formula IV is achieved by standard
medtbpds for sonmeone skilled in the art. Typically
used bases are e.g. sodium hydroxide (NaOH), _
pot assi um hydroxi de (KOH), |ithium hydroxide (LiOH) in
sdhnvaert 3 thd Kietaineatc@rhoxyIet 5GMY OfF R LB G é_'@at%zge VE\KE@ES’%’&% of
et L \Ar, M xtures. thereof at — tenperature bet
anfgﬂﬁglﬁéa Y&l Sgi‘nﬁierq msthogds %ﬁyﬁ{i“b Sa'ellvcaéldd_fmf,&-‘_n"ul Hetkdhedron
10SeM) 24424470 rﬁor&omenemimnla_dh@m,tégsw{ h(&ir}zuélﬁgéjti}/lle%rboxylic
f I re.-reacte ith anili.nes o ormil a” Vi
u%&% g r%ﬁﬁaﬁg neﬂfehoggmf (e)flré&s H&Y, %.rf-“?.la,vanl‘iflfkl .ml ethyl-3-(3
v dimethylpgyineprepylisarbodiimide (EDCI), NN -carbonyl diimidazole (CDI),
hydroxybenzotriazole (HOBt) or thionylchloride in solvents like THF,
dichloromethane, DMF or mixtures thereof and at temperatures varying from -30

°C to 50 °C, yielding derivatives of formula Ia.

Alternatively the compounds of formula Ia wherein R’ is alkyl can be obtained by
introducing the R-alkyl group after the last reaction step by alkylation of the
corresponding amides of formula la (R® is hydrogen). This reaction is typically
achieved with alkyl halides such as for example the alkyl halides of the formula
R>-Hal, wherein “Hal” is a halogen-atom, preferably iodine or bromine and R is
alkyl. The reaction is carried out in the presence of a base like NaOH, KOH, triethyl
amine or sodium hydride and in solvents like acetone, ethyl acetate, methanol,

ethanol, DMF or mixtures thereof at temperatures varying from 0 °C to 150 °C.

Furthermore the sequence of the reaction steps can vary.



60 (2004) 2447-2467) for soneone skilled in the art,

e.g. by activating the carboxylic acid group in the
wa@ewposdTds of forrmula V with 1-ethyl-3-(3 15 PCT/EP2005/012445

di met hyl am nopr opyl ) carbodii m de (EDCl), N, N -carbonyl

dii m dazole (CDI), hydroxybgnzotriazole (HOBt) or

thionyl chloride in solvents |ike THF,

di chl oromet hane, DMF or m xtures thereof and at

t 8adhgare2: ures varying from-30 Cto 50 C, vyielding

derivatives of fornmula la. Alternatively the conpounds

0 r I

ZEh% %[amﬂ" gtéflr% OY\'P'% c%bg)oﬁﬁgé ?f %rrllg%lla Icﬂg? e? gcicgp&ﬁ%poegle%ture of

r escin formgkaéprcycmh]kqimhs |06me¢re$helnvwrmbUM| ‘Mg is -O-, and

a ' [ 1S t]

iRy & Ol Roh Be bl BSMTEI el £ phEBE AR o

exanple the al kyl halides of the formula R5-Hal,

wherein "Hal" is a hal ogen-atom preferably iodine or

bromne and R5 is alkyl. The reaction is carried out

in the presence of a base |ike NaOH, KOCH, trietth 25

am ne or sodium hydride and in solvents |ike acet'one,

et hyl acetate, nethanol, ethanol @r m xt

t her eof, aty,t enpergt ures varylngofrggz?-C tow 7 Vil

Furthg%&g e’ thg se ueﬁte #¢p 't hell r edct)d on steps can

96/ 053

vary PCT7 EP20 QﬂziﬂS -27- §cgene 2:
The manuf acture of the conmpounds of fornula I ries
according to the nature of "A" in fornmula I. The

conpounds of the present invention wherein "A" is -0-,
and Vis -S- and WWs -CH can be prepared accor dit
to schene 1, and ar amed |b. NCNN C Ra VI g&@ﬁz
OO0 H@jf@l step 1 AIN N+ NSHSC Hstep 2

N N step 3 H, _N
1/\)_\0 \Sr\/)_\o

Vil IX

RA R
step 4 R?
R R' °
a) R X Rs/N\rN R* N/NQN
: © S\/>_\O < }> / -
Ib

4

4 R

R

Scheme 2

In scheme 2, R', R’ R*® and R* have the significance given herein before for

formula I and R’ is hydrogen or alkyl.
Step 1
N-acetylated thiourea and 1,3-dichloroacetone are subjected to a

condensation/dehydration sequence vyielding the N-acetylated 2-amino-4-

chloromethylthiazole. Typical solvents for reactions of this kind are toluene,
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~ -~ Il
NNOCOCNNCNNHAastep 3 HZNNRa TE NR, Vi
IX R2Rstep4 RB RRR t Oa) R XRS~\NNR4 N

WONENG6/083778 \ % OH O 5 b)R5-Hal Ib Schenme 2 | nPGDRARIORS/012445

2, R, R, R3 and R4 have the_significance given
herein before for formula I-#hd RS is hydrogen or
al kyl. Step 1 10 N-acetyl ated thiourea and

i ject to a. .
gb%gﬁlg‘%%%ﬁcg{}?%ﬁﬂgﬁ gg gﬁgﬁ% gl‘.ey{eéftbqq,@mtl}fecamed out under

N- Sé’g"éff“&ﬁ &% €t ditions; Her gaction| tempereturyd mby earplfiem Jygits abo°C.
solvents for reactions of this' kind are toluene, WO

20 53778 PCT/ EP2005/ 012445 -28 benzene, acet one
aﬁggéglorofornl If desired the reaction can be carried

out under solvent free condBEions.Sggs rg?gLiSnThe
e e e AL S C e -
bysopeaee sgHed wwethe amovn tyaalkBatizoneones g k23] @Rzoln §ishenol of
Zfﬁ)zr?@liggﬂgx??]! g\‘g—glé’ett);]l_%?&% ming -4-6%110{?%%}%1@/?1?. )"X,y?lﬁall.y t}.1e
Naillgé%tg?indis é%(rfdémr AB-the presence 19é Playdssihinaipdide. or Byiueliddide in
t hvelvents kiyltea irietluniof étﬂﬁridl,e‘iisoﬁwé)_ahgl,_tzl}@toﬂg,e§%$a%o%fe and DMF.
p%ﬁ%&j Biel qgrl gl%s Wac igg IalJrI£n slogiulmd?nét}rl]ylate, sodium hydride, lithium
diisopropylamide and cesium carbonate. The reaction temperatures may vary from
50°C to 150°C. Yields can be improved by use of an excess of the phenol and

reisolation of the unreacted reactant.
Step 3

The thiazoles derivatives of formula IX are further obtained by deacetylation either
under basic or acidic conditions. Methods of deacetylation are described in the
literature and well known to those skilled in the art. Typical bases are NaOH, KOH
or LiOH and typical acids are HCl or H,80,. The reactions were carried out in
solvents like water, methanol, ethanol or 2-propanol. The reaction temperatures

may vary from room temperature to 100°C.
Step 4

The obtained anilines of formula IX are reacted with carboxylic acids of formula X
using standard methods for someone skilled in the art, e.g. by activating the
carboxylic group in the compounds of formula X with EDCI, CDI, HOBt or
thionylchloride in solvents like THF, dichloromethane, DMF or mixtures thereof
and at temperatures varying from -30 °C to 50 °C, yielding derivatives of formula Ib
wherein R is hydrogen (part reaction a)).

When the synthesis is further proceeded by reaction b) in step 4 the compounds of
formula Ib wherein R’ is alkyl are obtained. The alkylation of amides is typically
achieved with alkyl halides such as for example the alkyl halides of the formula
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30

sol vents |ike nethanol, ethanol, isopropanol, acetone,
2- but anone and DMF. Typical bases for this reaction

wae@edsxiraim net hyl ate, sodi um hydride, |ithi unPAQDEP2005/012445

di i sopropyl am de and cesium cggbonate. The reaction
tenpefatgyes may vary from 58 to 150C. Yields can be
i nproved by use of an excess of the phenol and

r eRSPlaRtwHRFeiR Hales Hn{aﬁ%%% ea%rlfleglfé%e?(ml %ﬁ{) {)ﬁg{-‘_l;)r}r?ine and R’ is

t of f or mul
gg‘ilg’ﬁo@aesfﬁgcetﬁ%\d/g é"lt%giﬁ%lﬁ th¢ prrsence 96a bavd dike Ba®IH; KOH, triethyl

acardlne c&OMIuImd{yﬂnd%hHQstoWengelﬂ&e&&{(ﬁlte' Qfﬂyﬁgceeteﬁe methanol,
eraéure and kno

Skl {Ao?f | nFtOﬁén lﬁﬂre“ 5P ﬁltelﬂﬁ%rété“‘é‘r"éfwmm toolrSO °C.
Li OH and typical acids are HO or H2SO4. The reactions

| t i ke wat t hanol ‘
\é\/tel;]}gencg)?i{%drU%q§ gfr'lltgggﬁlgl Isc%x?.\égrqtrmséla% e o(me\feéﬁ.ﬁg}r GEPLeEs arhiﬁg)?n then
PYes@th nob AneBtp or dinuare optcallpOCtive GorGh. e"Dhe4 rﬂ'déﬁmtes can be
ggjfﬁarﬁt%d id&gfdl So oﬁné)@{wrﬁigﬁ%h% 1@{0 tﬁ s?gé{l 10naerﬁelFHb dastance,
{ o R et S P oon hetsepaated b, agrsttationsverfrmthuen the
C arbraxiy Inhiz tugyeObip réaﬁtlbﬁGwﬂﬂlﬁﬁp%Pﬂ@a?l&ﬂfch%@é&g%]l/sgﬁli(gg\”elg D- or L-
t c e
'E@tard%k FOF%%L eﬁané d BR/Q Pt E&CHF esid t‘i’ér‘é‘@?P}Q)SS‘&ﬁ‘?dlc acid.
at {e@%@plgt saPemtipar yf rtgefmrmefﬁ@rchirD B> Ge yitdvdl NGy using
thfd&ﬂitbgﬁ?hPf)n f:l‘ﬂfemﬁ\/@,d Bh qu% Are cogrﬁgrc%/iﬂ \%glnble

(part reaction a en’ the syn AEs
proceeded by reactlon b) in step 4 the conpounds of

fd“hmbmplobn&hﬁfc@ichng?ﬁ) the bt m%rﬁlo(?’b g} oagd- in. TE form of their
|l eve IlTk f

[y
FX e%ce@ta%a Ccﬁpgﬁ’%%ig‘ﬁsplﬂﬁlef ?Fémal R@Amﬁwqt@@éy @tcephtéle salt”
f oefensite Cmeﬁﬁ@&'l 068 7d8litRGTY PO Bt 1A 2HASiolog ?e%loglgécg@g?s and
| era |
‘é\?g(fn}?'[r]t&s gglgllleRCdrﬁ}%(ﬂlnfa? O?ﬁ)erﬂlllﬂ i P :T}é%grteefg CE%I‘%%)[.S[UII% e Hp-toxic
i ATERRE (Hrlélggqeg qgfdsaSngB]e acidkasl dMa@Hsal i@l ud o ihebddérived from
amargand¢ agidelisuen qu{yklg@chﬁmi hdld Sﬁ}&gﬁ/{g%llcla%led ?ité(gl&%c acid,

e S N 0k e s o

Thegapsnpoididssucl  faor Ijl%ldoaleheﬁ%nféorﬂcﬁl N RAPRHAlens&YBHR! acid,

ChApRhal GRAGISNiR i€ A eSS ulfonic acid, ethanesulfonic acid, salicylic
acid, oxalic acid, succinic acid, citric acid, malic acid, lactic acid, fumaric acid, and
the like. The chemical modification of a pharmaceutical compound (i.e. a drug)
into a salt is a technique well known to pharmaceutical chemists to obtain
improved physical and chemical stability, hygroscopicity, flowability and solubility
of compounds. See, e.g., Stahl, P. H., and Wermuth, G., (editors), Handbook of
Pharmaceutical Salts, Verlag Helvetica Chimica Acta (VHCA), Ziirich, (2002) or
Bastin, R.J, et al., Organic Proc. Res. Dev. 4 (2000) 427-435.

Preferred are the pharmaceutically acceptable salts, which are formed with p-
toluenesulfonic acid, naphthalenesulfonic acid, naphthalenedisulfonic acid,

methanesulfonic acid and hydrochloric acid.
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be present in a racemc or in an optically active
form The racenmates can be separated according to

wpensatet hods i nto the enantioners. For i nst aPCBEP2005/012445

di astereoneric salts which can be separated by
crystallization are forned frédrthe racemic mixtures
by reaction with an optically active acid such as e.g.

D PRIrmdacdBetcdl 4cAibie acid, mandelic acid, malic acid,
lactic acl 8 or camphorsul fonic acid. Alternativel y

separation of the enantioners can al so be achi eved by

usThg co:ﬁbé%t&%ﬁﬂmé 10 _f;ﬁﬁiefr a'?lrglacéceg%g%gr q,cac\f/\pd}}@bqt: aﬁ{sh]éossess

CONMEr ai |l abl e.
pr‘éaéléarl?fe Iﬁﬁ'\‘}é’ﬁ‘#%cﬂﬁfplﬁ%ﬂ%ﬂt has hese féwrdnthet satd@inipounds inhibit

hidue rHiER wighalirlg pathweeRids
p ignglilg pya ai}g ept a k;ﬁvé §lga?3§ohfgx]3§v 1mt§ ?onsequently the

p t aI I
co%)\zi;lIi ﬁ ﬁlgg aF ad r%seﬁ'd‘éi‘l VETtom arg upefukip dhe F}’@famYﬁntihE prevention of
bi nesgéscith drfoat Dv@mp&sam omrr@@sptdrl §sosfe kidGses of the HER-

C ar e nmed, frrom sui tabl e
%qf“ﬂﬁ I HER- A THCIRI AR B el TRdne ey dna? or prevention
ac

Ingrsest meptiendd sbavacThelectivitsof der pmdltfdo(ﬂipounds as HER-
| niyrgHng patBwhEmhiehs A AeMBAL
aci d, hygr Oi Ogl c acid, sul tga?%l%:%{:hfééap ll"gg% chlch?S&ay
phosphorlc acid and nitric acid, and those derived

f rlomb@oroeffdFR & peisplsorglatibn as CRut Phuseiiestlif,oni ¢ aci d,
napht hal enesul foni ¢ acid, naphthal enedi sul fonic acid,

met hanesul foni c acid, et hanesul foni ¢ aci d, salicylic
acdki)” Ealui3 ATIG HTBssich peramalldwere Ipldtdzd?maeﬁlliwe dt@ After 4

afﬂasis deist WGrea%tagvedf YBRT {éh QEar maceu?’l N Odb%ﬁp(ﬁi‘ﬁ Medium

|f| on of
Bg/l[ ﬁg /gggf)lzeta Sgrlgm(lFC,S)S / Hot latamigeeDwehy thisdwh period
t@elbhammeuﬁdubadedcmﬂh StaS k@luBbhal g 2 ”R'%PV%Qmpound in

| h
@Yfﬁét&? sul d EQ UB? a{t); elcf)i}na]c y%{,t(ﬁ)%g)%p({gg%lteycgngaound is 1
Sﬂ.l% land |:bhe |-ﬁna1 ‘midn‘MmanMSQ 5.0. S%Gﬁtdrwﬁﬁl)s,ceﬂ'h%ﬁo@kedofn lyses
?@E&g&a@@gh S ‘%aﬂlﬁyr?ﬂ elr()ba 0% té}f‘l)l{get:rlﬂfglmq)ll g] hgfene gycol -bis(2-
E;’é‘?-ge&h té%r I‘thN trazpe(lQO’@I@) ESTA)35L. 5mhefdgChd 150mM
aNad, rmnmaqr-naﬁsa&mkmmﬂy1%9@%@&&%%?1&& Y8U EREBES buffer

| C acCl
nghhn?ﬁawefﬁggﬁ Wg’ﬂ‘ft@%a‘gf hdIMHA i Ay mbr rrotivindgnd 0.4
nﬁT‘hdﬁébm’mmtc aell dYﬁm@I ‘h@fdrzﬁﬁmzélf 0@ @CSdilhurM\Q)odec?fl Sulfate

ggtgl?[a& (& P@l_/ %f’e%@gg’éo%sz 34 4(%DS %QAGJSh aalrllgac?tlero tlrgnasfer to a
mtrocel )iose membrane detected with an antibody specifically recognizing the pY

1248 in HER-2. Inhibition of HER-2 phosphorylation is calculated as percentage of
the control, which is treated with DMSO only.

With all compounds a significant inhibition of HER-2-phosphorylation was
detected, which is exemplified by the compounds shown in Table 1. The reference
compound as used herein is 1—[4—(4-{2-[2-(4—Triﬂuoromethy]-phenyl)—vinyl]—
oxazol-4-ylmeth0xy}-phenyl)—butyl]-IH-[1,2,3]triazole (Example 4, p. 88,
WO 01/77107).
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HER- famly |ike HER-2 and EGFR (HER-l)

hao
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[aVaValeWalal
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THeorgeali v
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blologlca
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] aof I
H+OohH 61 an | Mo STS

ty oPercemt iphibgtént ofddbbunds
nhi bi tor?h&s?hgﬁﬁiﬁ%fb%t rat ed

assay: nhi‘bi tion of
qomcentrgtipn by s

(

Fil a5 1O DL A s T SR S

| gnniple Dal becco' s Mod?fi ed| Eagl e Medi um 6 DVEM / 0. 5%

o f S F /1% d ut i . Dusd i
|J§%a?ll$ug§icnl {grl:l "(c Fﬁ%uuat d SMW
{ essmplodound i n|15 di net hyl sul f oxi de(DMBO), so that

1P£H$@Q§$ concent

rati on of

t he conpound gﬁ 1 pM and

he—frrmal—votune

| gxveeple & 9 yded

of D50
uf fe? con

U D/OI—\ILUI wdl Ub LCIID WET ©

aining 1% Trixéhx- 100, 10%

Cey£851056, 31an =4

1wyl eng gly

col - bi s(2- 70-80

an1noethy et er) N,N,N,N ttetraacetic acid (EGTA),
1259M Myl 2 1500M__NaCl, 50mM

4e££n@¥d$amyﬁahyl)-l-oiperazineethanesub%onic acid
HE ES) buffer 20 pH 7.5, [LnmM Phenyl net hyl sul f onyl
1 |5 ,2 rh: / DI\IRI:\ 10 AR

otinin and N 4 nm
A" L " | LR} LI TATTO V. T TIrrr

ol d
10g+-r—Ap
Crthovanadate Cell | ysates were anal yzed on a Sodi um
Dg%gﬁg éé?ht@% Vit onacryIanide Gel El ectrophoresis
( A a% er transfer to a nitrocellul ose
menbr ane detected with an anti body specifically

r %egeﬂlﬁtyrkg thB®r&ddnt dbdsbunds HERtrolilRRitRE b &its QfdeHE)%s@ated
pg %ﬁaoﬁ Iatlo i.s.cal cul ated as percentage of 25 the

kP DFPlogicA B8 e wi th DVBO only. W ih al
conmpounds a S|gn|f|cant i nhibition of

H 9 det ected, which
R oty R Bl Pown | n Tabl e 1. The

reference conpound as used herein is 1- [4- (4-{2-

[ Zhe @elTTftérl-GQm@ IE%M&@J?@ @éil )Jlab\ﬂ'lt?)&slay Promega) is a homogeneous
oxazol-4- | met.hoxy

t mpethed @f @E{gﬁﬁ]ng t%e nbmggrg) Vlzl%gJ Qéﬁs myu;ltpfel?jme on’ quantitation

of the ATP present, which signals the presence of metabolically active cells.

HEK293 cells (human embryonic kidney cell line transformed by Adenovirus 5
fragments, ATCC-No. CRL 1573) were cultivated in Dulbecco's Modified Eagle
Medium (DMEM) with Glutamax ™ (Invitrogen, 31966-021), 5% Fetal Calf Serum
(FCS, Sigma Cat-No. F4135 (FBS)), 100Units/ml
streptomycin (= Pen/Strep from Invitrogen Cat. No. 15140). , For the assay the cells

penicillin / 100pg/ml

were seeded in 384 well plates, 5000 cells per well, in the same medium. The next
day the test compounds were added in various concentrations ranging from 3 pM
to 0.00015 pM (10 concentrations, 1:3 diluted). After 7 days the CellTiter-Glo™

assay was done according to the instructions of the manufacturer (CellTiter-Glo™



10

15

20

25

30

WO 2006/ 053778 PCT/ EP2005/ 012445 -31 Table 1: Control
Percent inhibition of HER2- (DWMSO) phosphoryl ation

w@ ewapsaImel concentration 1 M reference conpoupd/BPHRs/012445

exanple 11 0 69 exanple 14 0 72 exanple 10 75

exanple 39 87 exanple 2, 9,322, 31 0 55-70 exanple

36, 37, 40, 0 70-80 52-5 exanple 13, 41, 43, 0 >80
52-21 Antiproliferative activity The activity of the
piwsmescen el uvicibilis Aasryi grooh | Frenepa v dnalgedeft she sell-plate was

d ted ¢l oW ' ' : :
C%ﬁﬂ%”}{ltrg?_% roo%lx géslrggggtuﬁ'g }_ﬁ%@% Hﬂ'ﬂﬁLl?%}O‘: Ain@8S A than the
Cetll Titer&1lo @qaglet&tumaﬁ@éé@htTf@eF¢ntwtaw¢rﬁtgare&slkvawlxed for 15
(B‘Irﬁﬁ?él%)mﬂ&eacen wmgg&@xowmunﬁ&mg 1@hirfdsdeRt il Mals h@sured
qﬂ f vi ab in culture bas V@ﬂ é
tSBH““QﬁHWIEWe'ﬁRﬁHQQ gipmetggh i gnal s the
presence of netabolically active cells. 10 HEK293
cgllg .(human enbryoni ¢ kidney cell line transformed by
firus 5 fragments, ATCC-No. CRL 1573) were
cultivated in Dul becco's Mdified Eagle Medium (DVEM
Wst & ut amaxTM (I nvi trogen, 31966-021), 5% Fetal Calf
eru (FCS, Signa Cat-No. F4135 (FBS)), 1000nits/m
penicillin / 100g/m streptomycin (= Pen/Strep from
| nVlMécﬁ@ﬁn Sdbeccho. Mb3ik#Q) Fa le RAaedithe (BSERY) tWith @hilaghax™

Wel | nv1ﬁﬁgg§:eﬂg§g94%02ﬂid?%ﬂe (?%égé[ru?no?p()sc eglgma R&t-No. Fa135
(FBS)) Pen/Strep (Invitrogen Cat. No. 15140).
- HEK293 (ATCC-No. CRL 1573) : 5000 cells in 60 pl per well of 384 well plate
(Greiner 781098, white plates)
- Incubate 24 h at 37°C, 5% CO,

2™ day: Induction (Substance testing):

In general the dilution steeps are 1:3

a)  Add 8 pl of 10 mM stock solution of compound to 72 pl DMSO
b)  dilute 9x 1:3 (always 30 pl to 60 pl DMSO) in this DMSO dilution row
(results in 10 wells with concentrations from 1000 pM to 0.06 pM)
c) dilute each concentration 1: 4.8 (10 pl compound dilution to 38 pl medium)
d)  dilute each concentration 1: 10 (10 pl compound dilution to 90 ul medium)
e)  add 10 pl of every concentration to 60 ul medium in the cell plate
- -resulting in final concentration of DMSO : 0.3 % in every well
- and resulting in final concentration of compounds from 3 uM to 0.00015
uM
- Incubate 168 h (7 days) at 37°C, 5% CO,

Analysis:

- Add 30 pl CellTiter-Glo™ Reagent/well,

- shake 15 minutes at room temperature
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day the test conpounds were added in various
concentrations ranging from3 M to 0.00015 M (10

w@oeesi7rat i ons, 1:3 diluted). After 7 days thBCT/EP2005/012445

Cell Titer-d oTM assay was dope according to the
i nstructions of the manufactuter (Cell Titer-d oTM VWO
2006/ 053778 PCT/ EP2005/ 012445 -32 Lum nescent Cel |

Vi_ab ask a In. bri eh”p?

cel | Eﬂghg%[tgﬁ\%g%x 43&]51?)1[{165 1{6%%' BReEE e e Hinut gﬂﬂ”@ f or
approximately 30 minutes and than the CellTiter-doTM
r edgsntend@s: added. The contents were carefully m xed

for 15 mnutes to induce cell lysis. After 45 mnutes
the | um nescent signal was nmeasured 5 in Victor 2,

( scaiv(mtmrg2 srwlﬂlmngvaidlnﬁélléqiett@é}ﬂﬂit&ﬂa‘éﬁ Wal N?)'L%‘?ﬁmescence mode

Deglajam Mlcgt? ]t}bl )H[Egkra Fth\@ r(ﬁbelﬁusmess Solutlone Ltd.,

31966ud®1Y, Susrey, EK))al Cal f Serum(FCS Si gma Cat - No.
F4135 10 (FBS)), Pen/Strep (lnvitrogen Cat. No.
15143 93 (ATCC-No. CRL 1573) : 5000 cells in
60" B lﬁéﬂm@%m@fl A FHEKGPB | celviabiity wey déteated, 81008 exemplified
Whiyttee pirap@ss shdwicinopdtge 24 h at 37C, 5% CO2 15 2"d
day: Induction (Substance testing): |In general the
dilution steeps are 1:3 a) Add 8 pI of 10 nmM stock
sol ution of conpound to Résupts: TAWRQ b) dilute 9x 1:3
(alvvays 30 pI to 60 | DVBO) in this DVSO dilution row
resurts T n_10weHs—wth—<coneentrationsfrom 1000 M
fo 0 06 M ZFxawplegi | ute each |concent r€5) #HEKR2934n®] ( 10
pl conpound di lution to 38 plf nedi un)I d_) ?H ut gnealch
Ezcentration I—10—( 10 t+—conpound—dituti-oA—+e6—90—p!

dium e) add 10 pl of everly concentrati bl to 60 pl
diumin the mell plate - -resulting in fﬂo@i"

n a DVEO — 0. 3 %1 meveryweH——and
I§S%ﬁp1 gﬁé’ﬁgfﬂﬁgg\%oﬁ%éﬁﬁﬁatl on of conpounds from 3
PPt 49, 81,0004% 4628, B, 52-1, 52-4,

52-5, 52-6, 52-7, 52-9, 52-11, 52-12, 52- 5-500
14, 52-15, 52-19,52-21, 52-22, 52-23,
52-25, 52-26
6, 14, 16, 20, 28, 29, 31, 43, 52-2, 52-16 500-3000

The compounds according to this invention and their pharmaceutically acceptable
salts can be used as medicaments, e.g. in the form of pharmaceutical composition.
The pharmaceutical compositions can be administered orally, e.g. in the form of
tablets, coated tablets, dragées, hard and soft gelatine capsules, solutions, emulsions
or suspensions. The administration can, however, also be effected rectally, e.g. in

the form of suppositories, or parenterally, e.g. in the form of injection solutions.

The above-mentioned pharmaceutical compositions can be obtained by processing
the compounds according to this invention with pharmaceutically inert, inorganic
or organic carriers. For example, lactose, corn starch or derivatives thereof, talc,
stearic acids or it’s salts and the like can be used as such carriers for tablets, coated

tablets, dragées and hard gelatine capsules. Suitable carriers for soft gelatine
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Add 30 pl
WOrRMWaNET 78t

- Incubate 168 h (7 days) at 37C, 5% CO2 Analysis: -

Cell Titer-A@ oTM Reagent/well, 30 - shake 15
room tenperature WO 2006/ 053778 PCT/EP2005/012445

PCT/ EP2005/ 012445 -33 - incubate further 45 m nutes

at room tenperature w thout shhki ng. Measurenent: -

Vi ctor 2 scanning nultiwell spectrophotoneter

?L‘ﬁ&) e O BB e TR Sl s ool pd autd polyols

L I t s
ngK)n) theAnagingmof theamdtivie rsbdiahdeotio @firriers are,

cam HFd‘ esihigpe
?@fhg@lauﬁ’@éaﬁﬂb s Siltabie(')carrlers for

Hme@ %klllall\ﬁlr@@h}e‘dtl}i th@8asd §F
é 03 he co oun
§ |P{% “°$‘88| splugiersan §Yr|u85@r€|ﬂ@<2fgian{pﬂﬁ\/]watet, polyolsglycerol,
1Mget2hﬂe 166 3nd She 8ike.168uitable czﬂr&erslﬁ)r s%%pos@émeg?are HBr example,

s Faplorird 3 oM ks, S sergi i fzﬁq‘yéPO@Ob@@d thelike.
52- 1,5 52-19, 52-21, 52-22, 52-23, 52-25,52-26 6 14,

1 0 31 <2, an2- 16 500- 3000 T
T i

gﬁﬂ%ﬁ@éﬁ’t i dabiligerac cegsting| agendwl emubdfierbe swsetdnas, colorants,

nEﬂilvGIaﬁBntsSlts Gorg vaﬂyﬁlgt he BQﬁ(FﬁcOFpr&nﬂE ggﬁtg‘%%ng%Skmg [agents or

PR ey AT 1 Sarts S offee iegamprally vgve lphsginces.

coated tablets, dragees, hard and soft gel atine

Carset I A Ol RS ™
rectally, e.g. in

a) Tablet Formulation (Wet Granulation):

Item | Ingredients mg/tablet

1. Compound of formula (I) |5 25 100 500

2 Lactose Anhydrous DTG 125 105 30 150

3. Sta-Rx 1500 6 6 6 30

4. Microcrystalline Cellulose | 30 30 30 150

5 Magnesium Stearate 1 1 1 1

Total 167 167 167 831

Manufacturing Procedure:

Ll .

Mix items 1, 2, 3 and 4 and granulate with purified water.

Dry the granules at 50°C.

Pass the granules through suitable milling equipment.

Add item 5 and mix for three minutes; compress on a suitable press.
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the formof suppositories, or parenterally, e.g. in
the formof injection solutions. The above-nentioned

w@b@esossoesit i cal conpositions can be obtai ned bRCT/EP2005/012445

processing the conpounds according to this invention
wi t h pharmaceutically inert,33norganic 20 or organic
carriers. For exanple, |lactose, corn starch or
derivatives thereof, talc, stearic acids or it's

skl Capsaladiotnelatioke can be used as such carriers for
tablets, coated tablets, dragees and hard gel ati ne
capstf-es—Sui-tabte—car+rtegrs—tor—soft—getatineWo
Ples/ DBretierrsT/ EP2005/ 01|2M@/8apsub4 capsul es are, for
exanp| eomppaRl ablgmald @ |[waxes, fhis, sejw@ol i d |2

Tt yoi s—and—the Hike—Dependinyg the ngture
Hg(éfq

of- the ujdagisest ance ndl@arrier 823are, | Hnever| -

usual | gofegididhed in the cage of spi4 geI atane 70
apsu % Suitabte carriers for tie production af
shl ut A< and Syrups are ¥or exa P e wa —pol y?él S,

gb.ycerl Magn&iviagedaaddé € oi || and the bike. Surtable

5
carri €rS, {Oor suppositories. are, exanp natiur al
MM@ .Q.u:m %@r i Lﬂrog

pol yol s and the |ike. The phar maceutl cal conposi tions
L. ain preservatives, solubilizers,

s?f;BPﬁg{un §%;rg/cee??1| ng agents, enul si fier S, Sweeteners,

colorants, flavorants, salts for varying the osnotic

p{es SME;?rterQé*f fRind3 1%%|ﬁitMe AELNES: A mifhe@Nt | oxi dant s.

They Sn al so c(gnt ai.n s% ot her therapeutically

val ua‘ﬁ ditempd pad e @gd mi (§f3erfl’r”é’é|esphar maceut i cal

c®npogilltihtensuitabipeipsealel he fol | owi ng: a) Tabl et

Formul ation (Wet Ganulation): ItemlIngredients

ng/tablet 1. Conpound of fornmula (1) 5 25 100 500 2.

LadVgse svspbysiorous DTG 125 105 30 150 3. Sta-Rx 1500 6

6 6 30 4. Mcrocrystalline Cellulose 30 30 30 150 5.
Magnesi um Stearate 1 1 1 1. Total 167 167 167 831

Man U gigh 410 nglassbsedsdn castomgmade tybg GLt 29 cm (thobeads §H alf of

4 ange@banul ate with purified water.

Add 50 mg compound, disperse with spatulum and vortex.
Add 2 ml gelatin solution (weight beads: gelatin solution = 2:1) and vortex.
Cap and wrap in aluminium foil for light protection.

Prepare a counter balance for the mill.

o U w o

Mill for 4 hours, 20/s in a Retsch mill (for some substances up to 24 hours at

30/s).

7. Extract suspension from beads with two layers of filter (100 pm) on a filter
holder, coupled to a recipient vial by centrifugation at 400 g for 2 min.

8. Move extract to measuring cylinder.

9. Repeat washing with small volumes(here 1 ml steps) until final volume is

reached or extract is clear.

10. Fill up to final volume with gelatin and homogenise.

The above described preparation yields micro-suspensions of the compounds of
formula I-A with particle sizes between 1 and 10 um. The suspensions are suitable

for oral applications and can be used in the in vivo assays.
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2. Dry the granules at 50C. 3. Pass the granules
through suitable mlling equipnent. 4. Add item 5 and

WwWoroo6H8377¢ hr ee m nutes; conpress on a suit abl ePEI/EBRRN5/012445

WD 2006/ 053778 PCT/ EP2005/ 012445 -35- b) Capsul e

Formul ation: Item I ngredient36 ng/ capsule 1. Conpound

of formula (1) 5 25 100 500 2. Hydrous Lactose 159

123 148 --- 3. Corn Starch 25 35 40 70 4. Talc 10 15
1MedEamBnts Vegnisining) 8t ecmaraeind 012 the Terakn20@vao®»300r 2

6 Qarrr{\@&ﬂfc ycrcle bl'é> 8? ?r?e‘x‘&ﬁ and-a tm%péJtﬁgﬁy e rt2ca?1ncg ate also
e dd i

Sult m nut es.
aPF@I o@yeahef RS pfqgentsmwf:rﬁmnesas 182 H*rpmsm for éhear gmdelawre which

CanapHifs bri—‘r)glrl\ﬁ ohe &Uﬁlﬁw%bﬁh@o&ndsv\@f @lﬁ'& ﬁré@elﬁ in@ﬁt&m and/or
be ds in éﬁtom

t he b
AR frdepane I CAndn] fe8 i g B e TS deally
\Mv:tlha‘tﬂ@ﬂibﬂiaumsaﬂd) a/galdrioal adninddchtidn fbrng edgathien with| otk iod more

(wei_ght elatln solution = 2:1) and vortex. 4.
Cﬁ\%r% Htlpa%g%ertn al'ti nium foil for Ii ght protection.

5. Prepare a counter balance for the mll. 15 6. MII

f O adoRRHESWItR g”lesm'véhtﬁ)nl%ﬁg §&Bp6ﬂﬂd$ oﬂf@pr@s@ﬁ?mvennon as well as
subst ances up ;ﬂ?ybéfé hours at = 30/ Extract

s thsfe HeBRC i aRiable R 985 SRS Cig Tt i Rreysgtion of
Milrekke@ fBakéder onhaheler ,Hm@@hﬂdlgt Opa’.thW@CI pitetitioni @alndbytheir
ﬁgxgtg]%ﬁo{ %gaatl{y;e]?igwabr 5318 c%mpounés are useéﬂ for t\fle trea%r%gr?t oftcgseases
such as cancer in humans or animals and for the production of corresponding
medicaments. The dosage depends on various factors such as manner of

administration, species, age and/or individual state of health.

Another embodiment of the invention is pharmaceutical composition, containing
one or more compounds of formulal together with pharmaceutically acceptable

excipients.

Still another embodiment of the invention is said pharmaceutical composition for

the inhibition of tumor growth.

Still another embodiment of the invention is the use of a compound of formula I

for the treatment of cancer.

Still another embodiment of the invention is the use of a compound of formula I
for the manufacture of corresponding medicaments for the inhibition of tumor

growth.

The following examples and references are provided to aid the understanding of the
present invention, the true scope of which is set forth in the appended claims. It is
understood that modifications can be made in the procedures set forth without

departing from the spirit of the invention.
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30

20 9. Repeat washing with small vol unes(here 1 n
steps) until final volune is reached or extract is

w@b®ans3719. Fill up to final volunme wth gel at PCT/BAPZNO5/012445

honogeni se. The above descri bed preparation yields

m cr o- suspensi ons of the compounds of 25 forrmula I-A
wth particle sizes between 1 and 10 m The
suspensi ons are suitable for oral applications and
cBaanipde ised in the in vivo assays. WD 2006/ 053778

Pﬂp?ﬁPQ% ’ﬂﬁ%ﬁf‘? ygggﬁl)'\@gé §l(l ogc%(ﬁé Q'cgﬂ)o‘}yhc acid
pwﬁﬂcﬂdthehﬁwya@wept abl e salt thereof and a

t herapeutical l'y |nert carrier are also an object of
the pre [ o S cess. for their
p}%@gt@g% g | @nﬁc}a% Yol § RIS b erex vyl -oxazole-
C@-l?fm(bbmﬁlﬁ: afd drbdispslesiint2 mhdehloreiethaok/ threﬁlydrofuran (1:1) and
ceut |1 ccept ab salt re e
Er%@eteot Jﬁé;a t%‘gfapg}gtl cdéljletllon \9al uagl el ialnc%lm(%1 LU
i Gmdvoaylgamdﬂzolalthammtmess sta1r¢d)fq>r #b mtﬂgﬁ@t‘kﬂelr mgi(0.82 bmenol)

OBerLHa[ 23§ XS Q%&mg ald YadeAShH (RAFLESS mittlrdS %9&9@%616 h

e I nvention the conpounds of the present
| #AeRM tnRsEatks (The seaction .ﬂ%mplﬁ%rSrﬁééréefﬁi dyicgyvith 6 ml saturated

amnh?chﬁogeal Ea‘{%@ia@e yslativh. The tdagmﬁ@nuyephs evaporated and the
reventi on |
CESRAEF G RY DO HAGT YOR Ebisans H gompound.

antiproliferative activity, said conpounds are useful
f nt of diseases such as cancer in
hgﬁgﬁg?gﬁﬂgﬁ%ggls and for the production of
correspondi ng nedi canents. The dosage depends on

\S{agimgg 642@2\%& gygmﬁﬁ)l glamrm:lrs(pfm emmf ra'h?g ;m‘,@mg oxazole),
ALttt RBE mr ol e e il &R DA & e LR Pl 727

coda;osai mmmennqmmlinxm@) 7ﬂléddIHmmH phemayn 696, 2H, Ar-H,

BRI | G 1D 0L BIAEERE e b, BRESRLADL 6 [, o1,
i §Pbé?d)hmfh$shﬁcé@xJﬁwmbﬁ@éér,mﬁ%wm hél {miAthi awntm

Of 48 WADSHISIAWUR1).20 Still anot her enbodi ment of the
invention is the use of a conmpound of formula | for
the treatnent of cancer.

MS: M = 462.3(API+)

Example 2
2-[4-(4-(1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
chloro-phenyl)-methyl-amide

99.1 mg (0.290 mmol) 2-[4-(4-[1,2,3]Triazol-1-yl-butyl)- phenoxymethyl]-oxazole-
4-carboxylic acid are stirred in 10 ml dichloromethane to give a suspension. After
the addition of 83.3 mg (0.434 mmol) (3-Dimethylamino-propyl)-ethyl-
carbodiimide hydrochloride, 66.5 mg (0.434 mmol) 1-Hydroxy-benzotriazole
hydrate and 60.5 pl (0.434 mmol) triethylamine the mixture is stirred for 30 min at
room temperature. Then 35.1 pl (0.290 mmol) (4-Chloro-phenyl)-methyl-amine
are given to the reaction mixture and stirred for 16 h at room temperature. After

addition of 10 ml 1IN HCI the organic phase is separated and extracted twice with
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Still another enbodi ment of the invention is the use
of a conpound of formula I for the manufacture of

wa@ 2060530 di ng nmedi canments for the inhibition PET/EP200F/012445

growm h. 25 The foll ow ng exan‘gi%_es and references are
provided to aid the understanding of the present
i nvention, the true scope of which is set forth in the

appeias €CheCodr@hiiB lavel id & r modi fications .
ca F{% delgi n t#g pr ogggﬁ?egsa?@gg%f%gg Ee\l/\ﬁ ?Wé%et%aby preparative
deﬁg Tlﬁg 19 gisfitherilecgmpotngs t he i nvention. WO

2006/ 053778 PCT/ EP2005/ 012445 -37- Exanple 1

2- [rAg 4.4+

1, ,le}>§'$r5i[magz%ﬁ1?/°_‘2‘- yl - but yl ) - phenoxynet hyl ] - oxazol e- 4- car
boxylic acid benzo [ 1,3 ] dioxol-5-yl-amde 100 ng

(0L ) D s :

{ L RART0) o PSP =800 5. JHe bl AP (Soxkh 5-H
ol Eazae)q 7 Qs bRy iriagoleks 7 2538 @, S80I Areld, 44Clphehyl), 7.30-7.27 (m,
dizHhl ar gha t e ofyr an_i1: ated.to
ARG AT Lor m%ﬁ%&??gy% %P% H i i’él)‘)*%‘%gnﬁ%?) E‘ﬁ,%ﬂ’ Ar-H,
cdt Bﬂ’W)dlg-P (Y2 ol He P, 39 @ ,’rz% Hibutpld, 3.5¢ (5HyiN-CH,),
Thert @AH, 4iyb(O)3281 (WDLH, 21B0EA),11.48.(3, 2H, 3H-butyl).

di oxol -5-yl am ne are added and the reaction m xt%'ure S
stirred for 16 h at roomtenperature. The reaction

niMeMe 466. 14APHact ed twice with 6 nml saturated 10
sodi um hydr ogen carbonate sol ution. The organic |ayer

i §..evapoyated and the residue is purified by

piéﬁ%’?&éve HPLC-MS to give the title conpound. Yield:

5A- [ 4¢[3299) Triatd I NMR- KA RI9- pNER o xviRR: iazofso- vacid (4-

1t o%h r§yl7_g’_(?s Fﬁ 5?%poxazxgl e}%g?l?lzg S]Z 1-%3?)%1& acid (4

triazo ef, )7 Hj(es, 1H, triazole), 7.44(d, 1H,

6- H benzo[ 1, 3] di oxole), 7.27 15 (dd, 1H,

4- , i | (d,, 2 -H, ph "

6.lgb6 A %a%p%gﬁﬁ%hlé%?’ﬁlagaggﬂ( L’lt%l_g’hengxy%?e?ﬁ)xf-thlazole-

3 _2@%?135 g]:léi Prorcevatgl ggth 43 ul AR 58CHATOXOionyB. Abor(de, The

iﬁixtuﬁ;ﬁl&-}@at@ﬁ)ti 44°3 9n<f_| Et,iréﬁ'%r giyli(gmt Xlitzﬁ%\%F%%uéhto %'f'y‘ness the

BESE&JU e gifss%% 1R/|(6|:11nhéyzﬂb@(gppt%yne/z’etr@y@ﬁ?ﬁl@anz(1:1)., 37 mg (0.292
mmol) 4-Chloro-phenyl amine are added and the resulting reaction mixture is

stirred for 16 h at room temperature. The precipitate is collected and washed twice
with ethyl ether to give the title compound.

Yield 90 mg (66%).

'H-NMR (400 MHz, MeOD): &= 8.42(s, 1H, thiazole), 8.29(s, 1H, triazole), 7.89(s,
1H, triazole), 7.80-7.78 (m, 2H, Ar-H, 4-Cl-phenyl), 7.41-7. 38 (m, 2H, Ar-H, 4-Cl-
phenyl), 7.14 (d, 2H, Ar-H, phenoxy), 6.97 (d, 2H, Ar-H, phenoxy), 5.26 (s, 2H,
CH,-O-Ph), 4.61 (t, 2H, 1H-butyl), 2.65 (t, 2H, 4H-butyl), 2.01 (m, 2H, 2H-butyl),
1.65 (m, 2H, 3H-butyl).

MS: M = 468.0 (API+)
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2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (4- chloro-phenyl)-nethyl-am de

w@®2008/05g7€ 0. 290 mol ) 2-[4-(4-] PCT/EP2005/012445

1,2,3]Triazol -1-yl -butyl)- phenoxymst hyl ] - oxazol e-
4- carboxyl ic acid are stirred%-n 10 nml dichl or onet hane
to give a suspension. After 25 the addition of 83.3

ng éo ﬁ34 nmol ) (3- D net hyl ami no- propyl ) -ethyl
c de hydrochloride, 66.5 ng (0.434 mmvol)
12k[¢e[|4d>1,32,31@nmﬂm)azlﬂitﬁ) -phytghrtigidotole- @karﬁ&gf]ﬁ%ad (2-

t ture is stirred for
n{‘m‘% 3‘&?#1 er Sl hen e Bide " § (0.290 nmol)

(4- Chl oro- phenyl) net hyl -amne are given to the

r R ke Qom}%hHH % é‘r‘ég%éa éxr n?gO Olﬁlgt}nnﬁmto})'\? l?_%‘(tl t[}12 3] Triazol-

r at ure. ition o
Svi ugylls H%%@W@e@éﬂaqw@wa%eb@yh? add agd t5Ri3cmgv(i0tiR3 Wonol)
ZQQﬁftlQﬁéﬁr?ﬁld?@fﬂeEﬁE@Qé{ héas de3&iBeAL A ExahiiSle QT 488 G4 mg
?.y is evaporated and the residue is purified by
pre l[éﬁ'at ive HPLC I\/IS to give the title conpound.
Yield: 55 ng (41% . 'H NWR (400 MHz, D6-DMSO : S= 8.10

($H %MR 4466 %@L‘}‘)_ﬁ Qgs%ﬁ §S 211, %%8%(‘[2!]9 @ﬁ?&‘i}ﬂﬁ& 8.59(m, 1H),
48615 sphidny$-J9(np 13D §.10(, {Hh, 7.70(, 1D, HI3 Ul ¢H, pheayd)2H), 5.32
7 (FH) S 392, zH’y’ 2H4 (Phﬁf)owl) %nﬁz}ﬂ 145 (ér??H)Af H,

phenoxy) 5.0

1H butyl), 334(3 3H N-CH3) 2.54 (t, 2H,

AMIDM yI58).3XA8L+)Y(m 2H, 2H-butyl), 1.48 (m 2H,

3Hbutyl). Ms: M= 466. 1(AP1+) 10 Exanple 3 4-[4-(4-[

1 2, 3] Triazol -1-yl -butyl) - phenoxynet hyl ] - t hi azol e- 2-ca
acid (4- chloro- phenyl) am de 100 ng (0.292

mh-)(l(lA{IZ?)]Tnazol 1-yl- butyl pth l'syl (F]xazole -4- catrl?1 )Ty]hc ﬂd 6(13 5-

[4- [3 Yi)o i‘azol - phenoxyne
281 0T DS 9(’9! € acid are actlvat ed with 42 pl
(0.584 mmol ) thionyl chl or| de. The 15 m xt ure is

98 S FrtS PR AL B0l Pk N Bt 1 i

il - y&boh’ﬂ)ophﬁmekh'aetbyl]{Oatlxcﬂld}yd:ndfotxylmﬂac(ld ah{. 28 t™gng0.225 mmol)
(9529 uofTBhdny il &1 fesBfth LR 12V RIFARE (AR, e
resutlng tion mxture
'H-NMR (400 MHz, MeOD): = 8.58(s, 1H, oxazole), 7.96(s, 1H, triazole), 7.72(s,
1H, triazole), 7.47 (m, 2H, 2,6-H-3,5-F-Ph), 7.13 (d, 2H, Ar-H, phenoxy), 6.96 (d,
2H, Ar-H, phenoxy), 6.73 (m, 1H, 4-H-3,5-F-Ph), 5.24 (s, 2H, CH,-O-Ph), 4.46 (t,
2H, 1H-butyl), 2.62 (t, 2H, 4H-butyl), 1.93 (m, 2H, 2H-butyl), 1.59 (m, 2H, 3H-
butyl).

MS: M = 454.3 (API+)
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stirred for 16 h at roomtenperature. The precipitate
is collected and washed twice wth ethyl ether to

w@ewe/0531e8 ti tl e conpound. 20 Yield 90 ny (66% PCT/EPINMR12445

(400 MHz, MOD) 6= 8.42(s, 1H, thiazole), 8.29(s, 1H,
triazole), 7.89(s, 1H triaz#le), 7.80-7.78 (m 2H,
Ar-H, 4-C -phenyl), 7.41-7. 38 (m 2H, Ar-H 4-O -

hﬁ%ﬂ%§7 14 (d, 2H, Ar-H, phenoxy), 6.97 (d, 2H,
p enox 5.26 (s, 2H, CH2-OPh), 4.61 (t, 2H,

1H- 541{‘{])[1)»2 3P rB‘BOK t-yl- EHYI)AMdnukyhéthyH dzdlens- czi'ﬁoxyhc acid (4-

2 Htiioo 25ide 65 (M 2H, 3Hbutyl). MS: M= 468.0
(API +) n§506/10%3778 PCT/ EP2005/ 012445 -39 Exanpl e

2 "[Hb tite- ot pRuBHTS prapated Fromh 10014 () 2DPERAKY T8iMML 2% fiazol-

i EXSE AR PaTEN ol ordiag amdeitims (@321 mmol) o

o@ﬁomaplharwlamlepw@dcrﬁbednn BRarfiple (10Y kMG 7B 39%).
2[4(4[1 , 3] Tri azol -

| - but - phenoxynet h I - oxazol e-4-carboxylic acid
M@M@MQ{ = 10.39 (s, 1H, NH), 8.84 (s, 1H, oxazole), 8.10
2-(NiTH erélzold')l f. BGJ(H QRE IR, @@PBMA@W,\K/%O § 6%6%%01*3?(; 4o, 21,
Ddél %rs%)d e‘é 74%2 gg ZIiH)\r-I% hesee). 6.85 (d.g2k64A8Hs Phepoxy),
m)zs (582H5C§12 thg) 489 190m, 1Hdbuty©51g28<¢ 123%')4}1 GufP(S:81 (m,
4. sgzz‘tl}&%”@% 21?551?%% 1.81 (m 2H), 1.48 (m

2H). MB: M= 531.3 (API+) Exanple 5

2NI$-M4-453.32.aP Iy i azol - | -yl -butyl) - phenoxymet hyl ] - oxaz
oIe4carb03>2<(yI|c acid (3,5- difluoro-phenyl)-amde 15
The title conmpound is prepared from70 ng (0.204 mmol)

2 Hxdmple-7 1, 2, 3] Tri azol -

1??‘*53“‘%aﬁaaﬁqn%iﬁ5tﬁ¥g¥g°%%%mo‘“” S e iaseid (24
ddiflyar emri)Emadm|e 1. Yield 17 ng (18%. ' H NVR (400

VHz, I\/bCD) 8= 8.58(s, 1H, oxazole), 7.96(s, 1H,

ttl"h le), 7. 72(s
e title compound 1s prepared from 100 mg (0.292 mmol) 2-[4-(4-[1,2 ,3]Triazol-

1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 41 mg (0.321 mmol)
2,4-Difluoro-phenylamine as described in Example 1. Yield 34 mg (23%).

MS: M = 454.2 (API+)

Example 8
2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid (4-
difluoromethylsulfanyl-phenyl)-amide

The title compound is prepared from 100 mg (0.292 mmol) 2-[4-(4-[1,2,3]Triazol-
1-yl—butyl)-phenoxymethyl]-oxazole-4-carboxy1ic acid and 56 mg (0.321 mmol) 4-

Difluoromethylsulfanyl-phenylamine as described in Example 1. Yield 45 mg
(28%).
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1H, triazole), 7.47 (m 2H, 2,6-H3,5-F-Ph), 7.13 (d,
2H, Ar-H, phenoxy), 6.96 (d, 20 2H, Ar-H, phenoxy),

wW®20080%83178 1H, 4-H 3,5-F-Ph), 5.24 (s, 2H, CH2-E&PhP2005/012445

4.46 (t, 2H, 1Hbutyl), 2.62 (t, 2H, 4H butyl), 1.93
(m 2H, 2Hbutyl), 1.59 (m-2H, 3H butyl). M5 M=
454.3 (APl +) WD 2006/ 053778 PCT/ EP2005/ 012445 - 40-
Exarrpl e 2-[4- (4 [

s DMSOY §= PO s Y hie NHY), B-86XaZdl, @xdzobar 8.10
b&XMH er%lé:j 6@2 ﬁhdﬁ{ C’Arpi:l‘:"%yli i—fcag']&%b 91‘? i’ 5'(?, 1H, triazole),

oun epar e rom
27P (@421[11AQ[I)-!3]4152H§ZQ110p@ny1) 755 7.28 (m, 1H, FzH ), 7.12 (d, 2H, Ar-

1Hy| hbfvdw )wﬁ @Hrmmybﬂlem)zglz%-(fé g@l ooy iph)acsgl (1, 2H,

X L R st e TR L s )

|sz D6- DVBO) s—1039(s 1H, NH), 8.84 (s, 1H,

e triazole), 7.86 (d, 2H, Ar-H,
ﬁ%%RJ[h)e500?)(’]‘917”70( 1H Y e) . 5% (d, 2H,

Ar - H 4- CI phenyl ), 7 12 (d, 2H, Ar-H, phenoxy), 6.97
(g -H, phenoxy), 10 5 28 (s, 2H, CH2-0O Ph),

H, 4H butyl
(ﬁ’i 4-( +[+1 Zéﬂimﬁowl)vﬂwifspﬁ oxzmethz -aegleyt Cofadirtifacd (2.2
43ifludr4-BBhzo) 1,3 FHewudlseyl Ramndkde( 4- [
1,2,3] Triazol-1-yl -butyl)-phenoxynet hyl ] - oxazol e-4-car
boxylic acid (2,4- 15 difluoro-phenyl)-am de The title
c Ohp tiladomgowndiy arepardd fopm 100 nngy(0(29228@0hdp|4-(4-[1,2,3] Triazol-

21{7#'b(.1§ﬂi—%§1&r0%}r;5ﬂh?ﬂ QJX?]ZOIi -4- carbox?/hc acid and 55 mg (0.321 mdmol) 5-

enoxynet 0xazo -carboxylsic acij
Aining-2gdiflyonp 1.3 rkeprqdioxole ap) 46?@5&66 BhERMElET heYigld 64 mg
dem%)bedln Exanple 1. Yield 34 ng (23%. M5 M=
454. 2 ( API +) 20 Exanple 8
2 [4-(4-[1,2,3]Triazol-1-yl-butyl)-phenoxynet hyl]-oxaz

olHg- MM@a(ﬂbOMHz,d) Mbd)48= 10.49 (s, 1H, NH), 8.85 (s, 1H, oxazole), 8.11
d'(sf, llpl(?{r?ﬂgfeﬁyﬂ.@%b?n%! IQ,hEIQ)LII, i)el?zm Hﬁdloxole), 7.71 (s, 1H, triazole),

7.40-7.37 (m, 1H, Ar-H, benzo[l,3]dioxole), 7.33-7.30 (m, 1H, Ar-H,
benzo[1,3]dioxole), 7.55-7.28 (m, 1H, F,HC), 7.12 (d, 2H, Ar-H, phenoxy), 6.97
(d, 2H, Ar-H, phenoxy), 5.28 (s, 2H, CH,-O-Ph), 4.39 (t, 2H, 1H-butyl), 2.54 (t,
2H, 4H-butyl), 1.81 (m, 2H, 2H-butyl), 1.48 (m, 2H, 3H-butyl).

MS: M = 498.3 (API+)

Example 10
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
trifluoro-methoxy-phenyl)-amide

The title compound is prepared from 100 mg (0.292 mmol) 2-[4-(4-[1,2,3]) Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 57 mg (0.321 mmol) 4-
Trifluoromethoxy-phenylamine as described in Example 1. Yield 60 mg (37%).

"H-NMR (400 MHz, Ds-DMSO):; 8= 10.46 (s, 1H, NH), 8.85 (s, 1H, oxazole), 8.10
(s, 1H, triazole), 7.93 (d, 2H, Ar-H, 4-F3C-O-phenyl), 7.70 (s, 1H, triazole), 7.36
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The title conpound is prepared from 100 ng (0.292
mol ) 2-[14-(4-[1,2,3]Triazol -

wo 20064083178/ ) - phenoxynet hyl ] - oxazol e- 4- car boxy| PCT/BR1005/012445

and 56 ng (0.321 muol) 4- 25
D| fI uor onet hyl sul fanyl phenyl‘%?m ne as described in
nple 1. Yield 45 28% . WD 2006/ 053778

ng/ SRR £R0- %hegél) R oD A e aneRona6S (4 31, Ar-H,
1HhenpiyazpR]s, 2, ﬂ{z(@PhZH 39A(t; BIH, 4HFRKCH | hs@nheﬂyhmrbutyl),

41l7:§21}-@t#}theny Ph§ ”‘352};32'2 E‘ﬁ%l) i: érzH(H:) 7.12 (d,

2H, Ar- H, phenoxy) 6.97 (d, 2H, Ar-H, phenoxy), 5.28
( QvS: A= 55425 pﬁ’lp) 4.39 (t, 2H, 5 1Hbutyl), 2.54 (t,

2H, 4H butyl .81 (m 2H, 2H butyl), 1.48 (m 2H,
3H butyl). NB: M = 500.3 (APl +) Exanple 9
2-Hxdmple-111, 2, 3]Triazo| 1-yl - butyl)-phenoxynet hyl ] - oxaz

l,erd b
O SADH PA phn SRR Lk Sl s o
frtuﬂuqr@amngly(sglf@m phemfl)-a@ided- (4-[ 1, 2, 3] Tri azol -
1-yl - butyl)-phenoxynet hyl ] - oxazol e- 4- car boxylic acid
0.321 1)
Aﬁq%ﬁéltl? CQ”’SH’PPP@I bsm%?are@fremqwdm%w asadket4-(beti2 BT riazol-
Extaytbugyllp héﬂ(ﬁéﬂleﬁﬂ' é]tmiaz&léq(-)@arbo Nh@d%@%z'}ﬁ'g 0.321 mmol) 4-
1 ol e
Daf{‘?\‘{%i%”?tgﬁsi “Y'?P %‘i%r%?e as;q%c 912 {‘%FPP lep YIAMW;‘S%
benzol 1, 3]d| oxole), 7.71 (s, 1H, tr| azole), 7. 40 7 37
3kd 3
(“@{P]JM enz 2 é%%; '1@%2%?,)711—%\1131% %—{0 é‘g] ’Ole) 8.10
7(812H( driazpie), AP [n, pHeAsdt))4-F6- &phe(ud) 72H- 79\9(1111 2H, Ar-H, 4-
PFED®Phen 15) 280 (sSIHZHaL(QHZ7CI)2E )2 4A13f3{ iiﬁe o?&'; 6,97 (d, 2H, Ar-
1 H,
133 L, 385 . SR obb k10 2 Sttt .

( ARtyh) 1.8ExanpHe2H Dutyl), 1.48 (m 2H 3H-butyl
2-14-(4-11,2,3]Triazol -1- yI-butyI) p%enoxynethyl] oxaz
0 carboxylic acid (4-

t

| e-4-
ME Migrd 8 e ARbiy - phenyl ) - ani de

Example 12
2-[4-(4-[1 »2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid (3-
chloro-4-fluoro-phenyl)-amide

The title compound is prepared from 100 mg (0.292 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 62 mg (0.321 mmol) 3-
Chloro-4-fluoro-phenylamine as described in Example 1. Yield 15 mg (10%).

'H-NMR (400 MHz, Dg-DMSO): 8= 10.50 (s, 1H, NH), 8.85 (s, 1H, oxazole), 8.12
(m, 1H, 2-H-3-Cl-4-F-phenyl), 8.11 (s, 1H, triazole), 7.80 (m, 1H, 6-H-3-Cl-4-F-
phenyl), 7.70 (s, 1H, triazole), 7.12 (d, 2H, Ar-H, phenoxy), 6.97 (d, 2H, Ar-H,
phenoxy), 5.28 (s, 2H, CH,-O-Ph), 4.39 (t, 2H, 1H-butyl), 2.54 (t, 2H, 4H-butyl),
1.81 (m, 2H, 2H-butyl), 1.48 (m, 2H, 3H-butyl).
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The title conpound is prepared from 100 ng (0.292
mol ) 2-[4-(4-[1,2,3]Triazol- 25

wd 2006/08178/1 ) - phenoxynet hyl ] - oxazol e- 4- car boxy| PCT/BR1005/012445

and 57 mg (0.321 mmol) 4- Trifl uoromet hoxy- phenyl am ne
as described in Exanple 1. ¥3eld 60 ng (37%. 'H NWR
(400 MHz, D6-DVMSO): 8= 10.46 (s, 1H, NH), 8.85 (s, 1H,
oxazole), 8.10 (s, 1H, triazole), 7.93 (d, 2H, Ar-H,
MBIAG-OATREARI)Y) 7.70 (s, 1H, triazole), 7.36 WO
2006/ 053778 PCT/ EP2005/ 012445 -42 (dm 2H, Ar-H,
4- F3C- O phenyl), 7.12 (d, 2H, Ar-H, phenoxy), 6.97 (d,
zﬁs_lmal_&#f phenoxy), 5.28 (s, 2H, CH2-O Ph), 4.39 (t,
2H[4- M‘TIWBM'r}azolzl Ebdiyl)-phdnodyn &ty lokazolel 4 &Arbofylickdid (4
2H— but(}/ %th é§ %ﬁ %{El-bﬁ’t}ﬁ;l)y M5: M= 50256’
(Rbjugyom é(%hlw aqide
2-[4-(4-11, 2, 3] Triazol -1 -yl -butyl)-phenoxynet hyl ] - oxaz
rbo .
?#leftlltbeoro pc?( y gl%%]ar% ffloml%g%rqg (0.292 ammoq_ﬁ-[élfl t—[|123]Tr1azol-
chipbuml- p}sn@ry@mhséhommh%@ ngh(colc@%ldrﬁibmg (0.321 mmol) 4-
&r{ﬂﬁoﬁ(ﬂ‘nétﬂ 12phh b @) s described in Example 1. Yield 102 mg (65%).
1-yl-butyl ¥ phenoxymat hyl ] - oxazol e-'4- car boxyl i ¢ aci d
and 62 ng (0.321 mmol) 4 10
TrH-NMR o0V, Sl HesP)- Fhenyl mHeNas, 8l88 ¢s, 1Bl dxizdle), 8.11

le.1..Yi B %;. , ~ -
T i B4 8, 3, B LN 500 Yk P B,
(lshenth 7t79 i(azﬁﬁ,et)ri,awle)gg 12nid, 2H, AsrHHphehokg)C-6S7p vk 21, )Ar-H,
}Yelao 2§f7n Ofé\f O"bh)44 36%? z% H'?@BM{y 2%% 7(%2 (%(HS’ Elﬁlllshtyl),

I azo oX ) )
A}SI e%%iaysyl) $4§ém(§H %I#rb@lb O)Fch) 4.39 (t, 2H,
1H-buty|) 2.54 (t, 2H, 4H 15 butyl), 1.81 (m 2H,

ﬁwﬁghg%%ﬁg)g;ﬂ 2H, 3Hbutyl). M5: M= 518.2

2-[4-(4-11,2,3] Triazol - 1-yl - butyl) - phenoxynet hyl ] - oxaz

o 1€ iboxyl ic acid (3-

-4-f | uor o- phenyl am de 20 The title conpound is
p}-é/béz} éhZ,ﬁ}"E;nggb@-y}@u Plenowympethyl]-oxazole-4-carboxylic acid (4-
c}{léro(-fﬂﬂ[larozp];ﬂn-{}[)'-ﬁﬁﬂb

1-yl - butyl)-phenoxynet hyl ] - oxazol e- 4- car boxylic acid
and 62 ng (0.321 mmol) 3- Chl oro-4-fl uoro- phenylanlne
atheladecdbpelindns brepapddefrdm 199 edgd 0292 mym 61 Q%4-(4-[1,2,3] Triazol-

1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 47 mg (0.321 mmol) 3-
Chloro-4-fluoro-phenylamine as described in Example 1. Yield 15 mg (10%).

'H-NMR (400 MHz, Ds-DMSO): 8= 9.95 (s, 1H, NH), 8.87 (s, 1H, oxazole), 8.10
(s, 1H, triazole), 7.76-7.72 (m, 1H, 6-H-4-Cl-2-F-phenyl), 7.70 (s, 1H, triazole),
7.56-7.53 (m, 1H, 3-H-4-Cl-2-F-phenyl), 7.33-7.31 (m, 1H, 5-H-4-Cl-2-F-phenyl),
7.12 (d, 2H, Ar-H, phenoxy), 6.97 (d, 2H, Ar-H, phenoxy), 5.28 (s, 2H, CH,-O-
Ph), 4.39 (t, 2H, 1H-butyl), 2.54 (t, 2H, 4H-butyl), 1.81 (m, 2H, 2H-butyl), 1.48
(m, 2H, 3H-butyl).

MS: M =470.3 (API+)
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"H NMR (400 MHz, D6-DVMBO : S= 10.50 (s, 1H, NH), 8.85
(s, 1H, oxazole), 8.12 (m IH 2-H 3-d -4-F-phenyl),

wW@20d/08¥78 1H, triazole), 7.80 (m 1H, 6-H 3- Cl PAFEP2085012445

phenyl), 7.70 (s, 1H, triazole), 7.12 (d, 2H, Ar-H,
phenoxy), 6.97 (d, 2H, Ar-H,~ Ptenoxy), 5.28 (s, 2H,
CH2-O Ph), 4.39 (t, 2H, 1Hbutyl), 2.54 (t, 2H,
4&2%%%5 1.81 (m 2H, 2H butyl), 1.48 (m 2H,

3 . WD 2006/ 053778 PCT/ EP2005/ 012445 -43- WM&

M 2:[4;3 [122,%],2{@1::1;()]—iEX]alp]tplylb-pj_@n@sy[Meth)d}-ExTz]ole-4-carb|oxylic acid (4-
1, (&hiddol L ols L)s:phenoxynet hyl ] - oxazol e- 4-car
bo(xyl ioc a’gﬁgfa&qyy)tglﬁw'%o%?rgt hyl - phenyl ) -am de 5 The
title conpound is prepared from 100 ng (0.292 mmol)

2-Te-t(the- dolnpbudl i pApaled from 70 mg (0.204 mmol) 2- fl-_(4-[1,2 3&Triazol—
1-yly-but, _Ipil-ﬁlg)heno%et hﬁll] - oxazol e- 4- car box;l i'c "acl

arld st %% YOSy yXagolerd sarp e As e #pH Sginas (0. 204 menol) 4-
ag\mliaseNi thiadoli 2y Exanpicsulfonaifiiét o dQ2rive 165%mple - WME 7 mg
(489 yMHz, D6-DMBO): S= 10.61 (s, 1H, NH), 8. 88D (s, 1H
oxazole), 8.11 (s, 1H triazole), 805 (m 2H Ar-H,

4- CF3-phenyl), 7.71 (m 2H, Ar-H, 4-CF3- 10 phenyl),

7 ' FONSR (4bb. MY BZOMIO): E=31%.dgd(%sﬂ!','gNﬁwfwdggﬁ%’éﬁ}ole), 8.10

6.97 (d,. 2H Ar-H phenoxy),

4.<§9“{’tt,m%r#?>» fr%%?‘f/) (m, 2H, B1-Ht SOpphenyl), Buvya.75 (m12181 Ar-H,

2 GDZ-Zj-H,en%H- 1)am YO lHltﬁa&Z(eblnslsz'L(d?Muhﬁk&le), M52 ML, =H, Ar-H,
a .

2§Ei'?°(’§(ﬁ£6'19,+72(,d3%r fB3E |P%1i‘3‘W DiSeft Ay T ninaelede 38, 61 2RGH2-O-

olP8).44 ¥atto@Kly [lHebutyl) d2.64(t, 2H, 4H-butyl), 1.81 (m, 2H, 2H-butyl), 1.48

cbﬁ,@gg;ﬁqfﬂ&@;_o- phenyl )-am de The title conpound is

prepared from 100 ng (0.292 mmol)

2-[4-(4-11,2,3]Triazol - 1-yl-butyl)-phenoxynet hyl ]

- M kessd4qaprboxylic acid and 47 ng (0.321. nmmol) 3-

Chl or o- 4-fl uor o- phenyl am ne as described in Exanple 1.

Yield 15 ng (10%. 20 'H NWMR (400 MHz, D6-DMSO : S=

oEsample 161H, NH), 8.87 (s, 1H, oxazole), 8.10 (s, 1H,

t hijazelre 3 TeidB15 A i 6- H-4:.Cl- 2- F- phenyl )., .
. _}%4 g s[ ) 1I]—|, rig ’ az}gﬁ)él)qn P]%%_lllé)é(}’l}l%l](%azilﬁ&ca?ngﬂlc acid [4-
3{3methofl-[ b3 &) thinskinzol-2-yisulfampy R phenyl|-aidide
5-H 4-d - 2- F- phenyl ),
The title compound is prepared from 70 mg (0.204 mmol) 2-[4-(4-[1,2,3]Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 55 mg (0.204 mmol) 4-
Amino-N-(5-methyl-[1,3,4]thiadiazol-2-yl)-benzenesulfonamide as described in
Example 1. Yield 10 mg (8%).

MS: M = 595.3 (API+)

Example 17
2-[4-(4-[ 1,2,3]Triazol-1—yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid [4-
(5-methyl-isoxazol-3-ylsulfamoyl)-phenyl]-amide

The title compound is prepared from 70 mg (0.204 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 52 mg (0.204 mmol) 4-
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7.12 (d, 2H, Ar-H phenoxy), 6.97 (d, 2H Ar-H,
phenoxy), 5.28 (s, 2H, CH2-O Ph), 4.39 (t, 2H,

wdabbobsizry , 2.54 (t, 2H, 4Hbutyl), 1.81 (m 2PCT/EP2005/012445

2Hbutyl), 1.48 25 (m 2H, 3Hbutyl). M5 M= 470.3

(API +) WD 2006/ 053778 PCT/ EP2005/ 012445 -44- Exanple

15

2-[4-(4-[1,2,3]Triazol -1-yl-butyl)-phenoxymet hyl | - oxaz
oA mirb-BatmetHyl-Goaaiott 3 (yh)-berizbn aaldonaznivie suddsenimyllip Example 1.

[N e The title conpound is prepared from 70
%f(agmzoﬁ@r?ﬁgn 2-[4-(4-[1,2, 3]Triazol- 5

1-yl -butyl)-phenoxynet hyl ] - oxazol e- 4- car boxylic acid

apg: BP=8ws 4 0AR04 Mol ) 4- Amin o-N-th iazol -2 -yl

-benzenesul fonam de as described in Exanple 1. Yield

7 mg (699. 'H NVWR (400 MHz, D6-DMSO): 6= 10.54 (s,
88.87 (s, 1H, oxazol e), 8.10 (s, 1H,

t 7 SQ2- h ny|l C

I (B4 s Pl R ubDotifloxthe Bl s 05 W ponic i o

taqe&dmlf@)noprlzmyé)dam@H th| azole), 7.12 (d, 2H, Ar-H,

phenoxy), 6.97 (d 2H, Ar H, phenoxy) 6.81 (d, 1H,

t hj azol e)

1Hptt §/F9mp9ur5hlsa§epaz;qi fram Hbfﬂﬂ (p 204 ngq_lo]()l(.ﬁ [42&'[1 2,3] Triazol-
Zflgbﬁhwl))phe]aoﬂﬁnethﬂ] | -ozirkol Sitchibloy¥ljc. achSindM4mp 80261 mmol) N-

2Af‘2Yl %a?ﬂin@a%?sg%%?wd ¢ s dssenhed in FampRls deisld § mg{8%)-
ol e- 4- carboxyllc acid [4- (5-nmethyl- [ 1,3,4]

t Risaflt 2294 r 23] sul f anoyl ) - phenyl ] -am de The title
cg‘/iﬁsgg/iunﬁ %’s pregared from70 ng (0.204 mol)
2-[4-(4-11,2,3]Triazol -

1eydmPetyl ) - phenoxyrret hyl ] - oxazol e- 4- car boxyl i c aci d

a . 204 1) ,4- 20 Ami pnosN-(5-nmeth

C ALl Digef 1 SRebEeb R b e s geid -

Eksnd-2-fluordphkayl Eomidy (8% . MS: M = 595.3 (APl +)

Exanpl e 17
The title compound is prepared from 70 mg (0.204 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 39 mg (0.204 mmol) 4-
Bromo-2-fluoro-phenylamine as described in Example 1. Yield 65 mg (62%).

'H-NMR (400 MHz, D-DMSO): 8= 9.93 (s, 1H, NH), 8.87 (s, 1H, oxazole), 8.11
(s, 1H, triazole), 7.71-7.69 (m, 1H, 6-H-2-F-4-Br-phenyl), 7.70 (s, 1H, triazole),
7.67-7.64 (m, 1H, 3-H-2-F-4-Br-phenyl), 7.24 (d, 1H, thiazole), 7.457-7.43 (m, 1H,
5-H-2-F-4-Br-phenyl), 7.12 (d, 2H, Ar-H, phenoxy), 6.97 (d, 2H, Ar-H, phenoxy),
5.28 (s, 2H, CH,-O-Ph), 4.39 (t, 2H, 1H-butyl), 2.54 (t, 2H, 4H-butyl), 1.81 (m,
2H, 2H-butyl), 1.48 (m, 2H, 3H-butyl).

MS: M =516.2 (API+)
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2-14-(4-]
1, [2 3]( Triazol - 1-yl - butyl ) - phenoxynet hyl ] - oxazol e- 4- car

whoghsoracid [4- 25 PCT/EP2005/012445

' he
5- met hyl - i soxazol - 3-yl sul f anp -phenyl]-amde T
t(ltle conpound i s prepared fréﬁw 70 mg (0.204 mol)
2-14-(4-[1,2,3]Triazol - . .
1- FkadipleWh) - phenoxynet hyl | - oxazol e- 4- car boxylic acid

204 mmol WO 2006/ 053778
ag%[ﬁé'gg%%&iﬂwgl -yl b)StYA)ﬂPh@‘NY(n@ﬂT}’Htmlzole 4- cgrl()joxyllc acid (3-
- | Hoo@zDimehyt phep@Anagi@sul f onam de as described in
Exanmple 1. i elbﬁll ng (9%9. MS: M= 578.4 (APl +)
Exanple 18 5

2- The tide pampo@jdrisipazmired frghr gl (D200 eRAYY PRl | 1;0%8Fiaz01-

0L DBEL oS o sty idond o020
pr %p&jnfeﬂyhphg]yﬂ,gm(n@ ag@escribal in Example 1. Yield 35 mg (38%).
a-l-(a-l 4 28 Triazol - | | e-4-carboxylic acid

R RIS BV 42 93730 B N asa s 1 oxazole), 8.1

7 ,_ 0\_
Ac(@;yfﬂ m;amie)n@ 70@11910&&%1@%3@ (deuc"}% desqlh ngéAE;(l) 7.24 (dd,
7.0

EXﬁ'irFéi ﬁ-}-g-ZY—lB?ngetI?ylW 1(2 é) 2H, &r-l-f\,/%henox;) 573099 (m, lH 4-H-3-
2- lf; EmmFrixyxza ®P7THd, aibmﬂ%yphebuf%blsﬂ@twaﬂxmmtdﬂ%b -OXRE, 1,
I l " QY
'(I)'hFeH ;ﬂ) Pteﬁ ngg%ipgglngﬁl lgltg?elp%r ed ﬁgpi‘%%éﬁ %‘%1 o).
2[4(4HZB]THaZOlthI] zol e-4-carboxylic acid

me oxa - (
;n%LBIglﬁn%SO%SO%%Z@%I ) Zf Br ono- 2- f | uor o- phenyl am ne

as described in Exanple 1. Yield 65 ng (62% . 'H NWR
(@@mmﬂﬂ_losolvso 8= 9.93 (s, 1H, NH) 887(s 1H,

4 FPI;Z %}F;l;ﬁoelﬁly}'l)b’llﬁ%l) ;%Iex?gx%l yl P{(agglfr%):ar {)nxyh]c- acid (4-
‘E‘Eﬂ’r Sgytrerph %Eﬂ -amiide 2. F- 4- Br - phenyl ), 7.24 (d, 1H,

thi azole), 7.457-7. 43 (m 1H, 20 5-H 2-F- 4-Br-phenyl ),

7 2H,  Ar-H, Xy) 6.97 (d, 2H, Ar-H,

p@%él&gﬁ)comﬁgugg iy gre qu 7Q)n|:g~| 0.204, 13910@){2 ‘EH [1,2,3] Triazol-

1 B Bebuyyl)- phaqoaymemyl]zdﬁaz&mb@tbdx)/hc i Ané B mlgé(ld2204 mmol) 4-

ZH'quH ¥lnkero :l)héx‘%/lérmne as descH-)ecfJ myéx)amp[vsl Yield 24 mg (24%).

MS: M = 481.3 (API+)

Example 22

2-(4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid (4-
difluoromethoxy-phenyl)-amide

The title compound is prepared from 70 mg (0.204 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)—phenoxymethyl]—0xazole—4-carboxylic acid and 32 mg (0.204 mmol) 4-
difluoromethoxy-phenylamine as described in Example 1. Yield 41 mg (41%).

'H-NMR (400 MHz, Dg-DMSO): $= 10.34 (s, 1H, NH), 8.83 (s, 1H, oxazole), 8.10
(s, 1H, triazole), 7.85-7.83 (m, 2H, Ar-H, 4-F,HCO-phenyl), 7.70 (s, 1H, triazole),
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WD 2006/ 053778 PCT/ EP2005/ 012445 -46- Exanple 20
2-14-(4-[1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz

wWo@b@e4sas boxylic acid (3- PCT/EP2005/012445

fl uoro-2-nethyl - phenyl )-am de The title conpound is

prepared from70 ng (0.204 nap!)

2-14-(4-[1,2,3]Triazol- 5

1-yl -butyl)-phenoxynet hyl ] - oxazol e- 4- car boxyl i c acid

ahti7-28 5, 2B, 204, i CQ-phichyl 7ok 724,nté, 1jGFph @rig | (ddbheAr-H,
ri [ I i 3 Y 4

N A e i s LR T\ P A R

oy 234 (tg2H.H-pytyl)s 181 4m; 3Hlekidybutyl), A8 (&0, 2k3H-butyl).

triazole), 7.30 (d, 1H, 6-H 3-F-2-Br-nethyl), 7.24

(dd,. 1 -H-3-F-2-Br-nethyl), 7.12 (d, 2H, Ar-H,

w&m?@%@@. 05 (m 1H, 4-H3 10 F-2-Br-methyl),

6.97 (d, 2H, Ar-H, phenoxy), 5.28 (s, 2H, CH2-O Ph),

4e39 (L,42H 1Hbutyl), 2.54 (t, 2H 4H-butyl), 1.81

( L 2Hbutyl), 1.48 (m 2H, 3Hbutyl). Ms M=

4%504-84-( BB Fhridekhyyl-butyD)-phenoxymethyl]-oxazole-4-carboxylic acid (3-

2¢e| ok GmbehyRpRenii)iL#4Rle- 1- y! - but yl) - phenoxynet hyl ] - oxaz
ol e-4-car ngyl IC acid (4- 15
fluoro-3-nitro-phenyl)-amde The title conmpound is

PTePttledohpoind 3 prepdréd 8O 7078lg)(0.204 mmol) 2-[4-(4-[1,2,3] Triazol-

2-[ s (4%, 2, 3] Triazol - .

TGPt SBHb RS Rt t-<asbergicasid wng 3 (0204 grmeD) >
ardlu@omethglBpladlanting s descriied om ExBnpile tlr BieldPdmypg &hi%e

as described in Exanple 1. Yield 24 ng (24%. M5 M=
481.3 (APl +) 20 Exanple 22 2-[4-(4-[

1M5: B FABGa3 ofAPHt)y| - but yI ) - phenoxynet hyl | - oxazol e- 4- car
boxylic acid (4- difluoronethoxy-phenyl)-am de The

thtl e lcczrrpound is prepared from 70 ng (0.204 mmol)

2 1,2,3]Triazol -

124 8(411,9)3) Fpdvehdxyy-batyh)y phenoxpmeothyl] oxaaslbdxoarbaxybcadd (4-

a ( 1 4- 25
dﬁgf%#ggn% 1?%%86%%9% am ne as described in Exanple 1.
Yield 41 mg (41%. 'H NWR (400 MHz, D6-DMSO : S= 10. 34

(?he M‘I'le cNﬂ})oulgd 83 réSared ﬁlogpﬂﬁﬁ%l ®)204 8n142agl) y 8 [il,l’—l(4lhi’2’3]TriaZOI-
t75-|7'g ggl -ﬁ_}pqzlo?)?lflg‘tbgh é&gole-zllcaﬁ)roﬂic zﬁ:_lc{: anl_cF% B1ge(8360l mmol) 4-
methylsulfanyl-phenylamine as described in Example 1. Yield 22 mg (23%).

MS: M =464.2 (API+)

Example 25
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-

fluoro-2-methyl-phenyl)-amide

The title compound is prepared from 70 mg (0.204 mmol) 2-[4-(4-[1,2,3]) Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 26 mg (0.204 mmol) 4-
fluoro-2-methyl-phenylamine as described in Example 1. Yield 10 mg (11%).

'H-NMR (400 MHz, Ds-DMSO): 8= 9.77 (s, 1H, NH), 8.80 (s, 1H, oxazole), 8.10
(s, LH, triazole), 7.70 (s, 1H, triazole), 7.42-7.38 (m, 1H, 6H-4-F-2-methyl-phenyl),




10

15

20

25

WO 2006/ 053778 PCT/ EP2005/ 012445 -47 7.17-7.15 (m
2H, Ar-H, 4- F2HCO phenyl), 7.17 (t, 1H, HCF2), 7.12

W@ dgo6@54778r - H,  phenoxy), 6.97 (d, 2H, Ar-H, pREnBRY)5/012445

5.28 (s, 2H, CH2-OPh), 4.39 (t, 2H, 1H butyl), 2.54

(t, 2H, 4Hbutyl), 1.81 (m-&4 2Hbutyl), 1.48 (m

2H, 3Hbutyl). MS: M= 450.3 (APl +) 5 Exanple 23
2-[4-(4-[1,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz

07 €5-4-1¢ a(lnbobbyl iH- 4aF:1'2<—3kn€t®yl phdnfyl)udAdr(et Bl ApHénghenoxy), 7.06-

%ﬁ@l}s @‘76(86?ﬁdAI 50BhéoM, 5.28 (s, 2H,

G]Zg;% que 51 14E8 ﬁlihé
1657112 CbBbW) -9|dlt>e£ﬂ>x1 #h 25b4azbh dHAusd) Hebdy (2 Hh@Hibutyl),
ands 83, 71, 106364, mol ) 3- 10
trifluoronet hyI phenyl am ne- as described in Exanple 1.
Yield 21 ng (21%9. MS. M= 486.2 (APl +) Exanple 24
2MSAM (4 450.3 (API+)
1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] - oxazol e- 4-car
boxyl ic acid (4- nethylsul fanyl-phenyl) -am de 15 The

ound is prepared from70 ng (0.204 mmol)

2 I -
R e R e
alset- ]2‘8tY hghqool)#midgnol ) 4-7 et hyl sul fanyl - phenyl ani ne
as described in Exanple 1. Yield 22 ng (23%. MS: M=

464, APl + | 20 -
z?ﬁaﬁtlé.c‘frf?é%ﬁ?ﬂqg%ifﬂ? ROR ey P20 ARER ey y 2 ol
ol -gl-butyhridexykyroethyli] -oxgzble-4-carboxylic acid and 31 mg (0.204 mmol) 4-
f{e%&glz l?@%ﬂﬂm@&e&#r)bea% gfarﬂ' & 1tY1tefdel6Crﬂg?P#/mj I's

prepar
2-[4-(4-11,2,3]Triazol -
1ihyInNart(bo m{@mmmmyas:} 10X2ZHN B AHOARBOXY, IS od&idlk), 8.10

2B yBCeah 7 ERA 3t Ay Bbisbe 7 iy TSRS 736
" 3NV, CHOAr WH2BuRheDNEO.12 G 281, AF- }Q,Sphehblxy)NE{P7 (8. B0, Ar-H,

1§]~1entjo'§'}r)a‘3’%%z(9' ﬁ»)7 95 §)0}§]é)( % 39]('{"_%15 Fi Q8 2.54- (OH StH-butyl),

zol e)

SR, 21 ot iy iy SHVYISDUW). 0 369H, tB).
PCT/ EP2005/ 012445

MS: M = 474.4 (API+)

Example 27
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
chloro-3-trifluoromethyl-phenyl)-amide

The title compound is prepared from 70 mg (0.204 mmol) 2-[4-(4-[1,2,3]Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 40 mg (0.204 mmol) 4-
chloro-3-trifluoromethyl-phenylamine as described in Example 1. Yield 16 mg
(15%).

MS: M =520.2 (API+)
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-48 7.15-7.11 (m 1H, 3H 4-F-2-nethyl - phenyl), 7.12
(d, 2H, Ar-H, phenoxy), 7.06- 7.01 (m 1H,

wWh 04053728 met hyl - phenyl ), 6.97 (d, 2H, Ar-H, pPENBR20P;/012445

5.28 (s, 2H, CH2-O-Ph), 4.39 (t, 2H 1Hbutyl), 2.54

(t, 2H, 4Hbutyl), 1.81 (m-8@H, 2Hbutyl), 1.48 (m

2H, 3Hbutyl). 5 M5 M= 450.3 (APl +) Exanple 26

2- [4 (4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
dxample2ft boxylic acid (4- tert-butyl-phenyl)-am de The

Lﬁ@x ??Pﬁ‘i&gjﬂiﬁr ﬁrﬁgnamﬂatﬁg T¥taidPe- 24RO acid p-

Fyl) phenoxynethyl] oxazol e-4-carboxylic acid
and 31 ng (0.204 mol) 4- tert-butyl - phenylanlne as

,C\j’/ﬁ}e bed i n n%x}gg@ er%l f50 ?0 Tél, 0.2@6 /1%8 [éd‘ﬂﬁé 499, o1-

o]x-g%]zl&ht@l)) p}ﬁndﬁ/me(tlsyl] Eldd;zoteF4 -arbbe)lic a21d7ahd72.268g (®20Litdmol) p-

7 36- 7.34
iy PR 1n ol ) 08 B50°)
phenoxy), 6. 97 (d, 2H, Ar-H, 15 phenoxy) 5 28 (s, 2H,
OWNQHEIMOO IQII-fsng(stDMgU) sk th. by sth-I; N¥1)5§86t(s, Hleoxazole), 8.10

4H- but
3l bidt %}lajlolelh 72779 QSs 9HlaZ9]§b)7 67!\/@ Ziv 8 Af4§4 Anf(tﬁﬁrpiyen‘/l) 7.14
Epda 0P, @r4T, 4-methyl-phen 1), 7.12 (d, 2H, Ar-H, phenoxy), 6.97 (d, 2H, Ar-H,

ﬁ%ﬁgﬁéaﬁégiyﬂ@f@ oy gagw PSR TS DY, 40K B,

ch2D(sp313; tneihiyl ) ubB b tret Hyl 2Hpibetyy), 1 48 ind @HTHi- uityl).e
conpound is prepared from 70 ng (0.204 nmol)

2@@4-(4-51, 2,3]Triazol -
1M} Mo #93-3 (%'L‘ﬁoxynet hyl ] - oxazol e- 4- car boxyl i ¢ acid
and 40 nmg (0.204 mmol ) 4-

chl orq-g-t rifluoromnethyl -phenyl am ne as described in
%ﬁ%ﬁ—%ﬁ. Yield 16 mg (15%. 25 M5: M= 520.2 (API+)

VD[ 20061, 2.3 BlATa o PGYI-ERGD0EH cdd Ry BthyH 48:az dhx-d npp o x@Bc acid
methyl-phenyl-amide

The title compound is prepared from 100 mg (0.292 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 31.6 pl (0.292 mmol)
Methyl-phenyl-amine as described in Example 2. Yield 87 mg (69%).

MS: M =432.3 (API+)

Example 30
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid
methyl-(4-trifluoromethoxy-phenyl)-amide

The title compound is prepared from 100 mg (0.292 mmol) 2-(4-(4-[1,2,3]) Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 56 mg (0.292 mmol)
Methyl-(4-triftuoromethoxy-phenyl)-amine as described in Example 2. Yield 42 mg
(28%).

MS: M =516.3 (API+)
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2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid p- tolylam de The title conpound

wo sopnsgar ed from 70 ng (0. 204 mol ) PCT/EP2005/012445

2-[4-(4-11,2,3]Triazol- 5

1-yl - butyl)-phenoxynet hyl ] -ostazol e- 4- car boxylic acid
and 22 ng (0.204 mmol) p- Tolylam ne as described in
Exanple 1. Yield 13 nmg (15%. 'H NVR (400 MHz,
DBabiif€Bt S= 10.10 (s, 1H, NH), 8.80 (s, 1H, oxazole),

H . L - .- < 17C -

Gt e S et LSF UG- pen b i el 5Bk 4
Myrsptphenghemidd | 7.12 (d, 2H, Ar-H, phenoxy), 6.97
(d, 2H, Ar-H, 10 phenoxy), 5.28 (s, 2H, CH2-O Ph),
4.39 (t, 2H, 1H butyl 2.54 (t, 2H 4Hbutyl), = 2.27
(he dile cormponnd)is p%?%qu( frpmaAq o gk le?%rby%s()‘l(wﬁjﬁfmzol-
3 Dgtﬁt_ylil)_)phe@yﬁétﬁy]@%&a?léﬁﬁiwbxﬂﬁ)ﬁaﬁ%rﬁl 2’)9m§-(?.4952 Amjpol) 4-

riazol.-1-yl - .) =pheno - ol e-4-car
By R g & desshat b REAGPE IRk 2 b P16
conpound is prepared from 100 ng (0.292 mol)
25 A4 A 4+ [ | -
1FTA[SyT - ﬁfl%/?lg %ﬁﬂgﬁg;sﬁgt hyl ] - oxazol e- 4- car boxyl i ¢ acid
and 31.6 | (0.292 nmmol) Methyl -phenyl -am ne as

desghdlbegl in Exanple 2. Yield 87 nmg (69%9. Ms: M =

4 L4). 2 e 30 2-[4-(4- —
% -i%—ﬁ-w’a%pa Py BB ybedneras pilichyrgte deapmdisncid -
bftxgtor B mediyd-phemglryhided- t ri f | uor onet hoxy- phenyl ) - am de
The title conpound is prepared from 100 ng (0. 292

mvol ) 2-[4-(4-[1,2,3]Triazol - '
1Ty¢ tiﬁ@twpowk&mwymcdwﬁpm Yxaed0a03 naph @xht (4c( 1aed 1d riazol-

and)_BGeyopHeR o 23R tAPPlokaPe-4-carboxylic acid and 26 mg (0.205 mmol) 4-
Met hyl - (4-trifl uoronet hoxy- hgnﬁ%-a neﬁa@ escrj be

i Hugsosfpng ﬁ:P}‘FPélPH‘IWSﬁ%S“]k%S &) Exagpple |y Yicld 76 @g&?fm
WD 2006/ 053778 PCT/ EP2005/ 012445 -50- Exanple 31

MS: M =450.2 (API+)

Example 33
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (2-
fluoro-phenyl)-amide

The title compound is prepared from 70 mg (0.205 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 23 mg (0.205 mmol) 2-
Fluoro-phenylamine as described in Example 1. Yield 5 mg (6%).

MS: M = 458.4 (AP1+ Na)

Example 34
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (4-
nitro-2-trifluoromethyl-phenyl)-amide

The title compound is prepared from 70 mg (0.205 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 42 mg (0.205 mmol) 4-
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2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz
ol e-4-carboxylic acid (4- fluoro-phenyl)-am de The

wa 2aobesomsrpound is prepared from 70 ng (0. 205 PamER2005/012445

2-[4-(4-11,2,3]Triazol- 5

1-yl - butyl)-phenoxynet hyl ] - oxpzol e- 4- car boxylic acid
and 23 ng (0.205 mmol) 4- Fl uoro-phenyl am ne as
described in Exanple 1. Yield 25 ng (28%. Ms: M=
488r@ 2{tARLedomdExaphkayl8Rine as described in Example 1. Yield 2 mg
2.J§y$4-[1,2,3]Triazol-1-y|-butyl)-phenoxynethyl]-oxaz
{' ﬁJcarboxyIic acid (4- 10

fl uoro-3-net hyl - phenyl )-am de The title conmpound is
DK/SPME-‘%H Apig my (0. 205 nmol)

2-14-(4- , 3] Tri azol -

1-yl- butyl) phenoxynethyl]-oxazole-4-carboxy|ic acid
apghidfle 8§ (0. 205 mmol ) 4- Fl uoro- 3- net hyl - phenyl am ne

Aol ,'?,ﬁgfq%zgl-%ﬁgﬁgﬁ)ﬁﬁgn\éﬁhgth%u3ox§901$-%:c%3’@oxyﬁ’c55ciﬁ’k3-
ZﬂPdH%mh¢¢D2m®ﬁ€riazoI-l-yI but yl ) - phenoxynet hyl ] - oxaz

ol e-4-carboxylic acid (2- fluoro-phenyl)- anide The

title conmpound is prepared from 70
ZTPqII(]q_C{)T;%PQng} rprgrg%gd from 70 mg (0. 20grg mrS”nol) 2-(4- (nm[3 1,2,3 Triazol-

bbtﬁ)ybﬁ%@ggﬁahylmh}wlé 4QX1Q>Z)QM&- i A DTX gl (0.288 inthnol) 3-
a n ne as
dﬁg%rﬂ R PSR B T B s T 5T NEP I < 58, 4

(APl + Na) Exanple 34 2-[4-(4-]

1112r_,1\fy’ql4ﬁr (:'466 g& %}rﬂéoﬁwé\” 32449(9 eff'l#? XWAEHOY z]8218x Olrﬁ)zéﬁe}: 3160(s,

‘uor onet

o Hinvle) T 1S (> W or2pH -, frpaedin { Romia frgh), 7.20-
(912 WP'BQiF‘P@f} F17 d32H|@iZH| heno xy), 6.85 (d, 2H, Ar-H,

L.yl bl ) phenovygtiv [saxazel e & sarbd e apid

PCHARRZI0053 0 2445 H-bbtyl), 1.81 (m, 2H, 2H-butyl), 1.48 (m, 2H, 3H-butyl).
Nitro-2-trifluoronethyl-phenylam ne as described in

Exanple 1. Yield 2 ng (1.8%.
MS: M = 436.2 (API+) ,

Example 36
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid (3-
fluoro-4-methyl-phenyl)-amide

The title compound is prepared from 70 mg (0.205 mmol) 2-[4-(4-[1,2,3]Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 26 mg (0.205 mmol) 3-
fluoro-4-methyl-phenylamine as described in Example 1. Yield 1.3 mg (1.4%).

MS: M =450.3 (API+)
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M5: M= 531.1 (API+) Exanple 35 5
2-14-(4-[1,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz

wWo@b@e4sas boxyl i c acid (3- fluoro-phenyl)-am dechr2005/012445

title conmpound is prepared from70 ng (0.205 nmol)
2-[4-(4-11,2,3]Triazol - -52-

1-yl -butyl)-phenoxynet hyl ] - oxazol e- 4-car boxylic acid
and 23 ng (0.205 mml) 3- fluoro-phenyl anm ne as
dEmlLbéﬂln Exanple 1. Yield 11 ng (1.2%. 10 'H NWR

4 7
ST IO I Ao e i o
2m|e|tl@xrc Byl -?mzcs'ﬂ 22 (m 1H, 5-H3-F-Ph), 7.20- 7.14
(m 1H, 6-H3-F-Ph), 7.17 (d, 2H, Ar-H, phenoxy) 6. 85
(e 3l Chking BISPOEL Bl (36 bl -y 2o
1145t-butyl)l phendxipRlethl] -oRirholedHchilboyyljc, acid &id ZEmngZBLZOS mmol) 3-

25{“{5? Uty Ezgghr}%—l'pgig@éamﬁn% 2 d&LkB ¥ E)x'almpf‘esl. VRia ¥ rzngzkig%?.
2 [ 4- (4 [1,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
0|}?Wﬁa¥ﬁb@mi (M§§1b§j 538, 39(s 1H oxazole), 7 83(s, 1H, triazole), 7.60(s,

fTuor o-4- mat

p}@pgpa@gle},ﬂ %@ghenéb{) g—l néﬁMe)O PL), 7. 01 Z:d mI)-IOLJIXI}dHI Shenoxy)

26896 (&- iH, £s-B] Pherak®),-6.8006.81 (m, 2H, Ar-H, %MeO -Ph), 5.12 (s, 2H,
e L, %#’M%% bf i 2Eh FHhe tﬁ{% féﬁwiﬁ#ﬂguw
a$.48 emc2HpHd-butylExanpl e 1. Yield 1.3 (1. 4%

= 450.3 (APl +) WD 2006/ 053778 PCT/ EP2005/ 012445 - 52-

Exanpl e 37

ZM_SE‘R’( z4p9.32ABr i azol -1 -yl - but yl ) - phenoxynet hyl ] - oxaz

ol e-4-carboxylic acid (4- methoxy-phenyl)-am de The
title ¢ ound is prepared from70 ng (0.205 mmol)

o Example 3 1,2,3]Triazol- 5

12y l-(1,2)3) T:ﬂmmw-tbatyhypljnermxamet}ql]%)maaslbaxqalrb@cyﬁc add (3,4-

a ) nTrDI ) 3- fluoro-4-nethyl-phenyl am ne
gqlé‘%?" @%‘é’g’ dcample 1. Yield 37 mg (40%. ' H NMVR

(400 MHz, I\/EOD) . 8= 8.39(s, 1H, oxazole), 7.83(s, 1H,

t ThaZik @dmpduf(sSprepared from 70 mg (0.205 mmol) 2-[4-(4-[1,2,3]) Triazol-
1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid and 26 mg (0.205 mmol)
3,4-Difluoro-phenylamine as described in Example 1. Yield 15 mg (16%).

'"H-NMR (400 MHz, MeOD): 8= 8.55(s, 1H, oxazole), 7.96(s, 1H, triazole), 7.88-
7.82 (m, 1H, 2-H-3,4-F-phenyl), 7.72(s, 1H, triazole), 7.47-7.44 (m, 1H, 6-H-3,4-F-
phenyl), 7.30-7.23 (m, 1H, 5-H-3,4-F-phenyl), 7.13 (d, 2H, Ar-H, phenoxy), 6.97
(d, 2H, Ar-H, phenoxy), 5.24 (s, 2H, CH,-O-Ph), 4.46 (t, 2H, 1H-butyl), 2.61 (t,
2H, 4H-butyl), 1.93 (m, 2H, 2H-butyl), 1.60 (m, 2H, 3H-butyl).

MS: M = 454.0 (API+)
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1H, triazole), 7.50-7.46 (m 2H, Ar-H, 4-MeOPh), 7.01
(d, 2H, Ar-H, phenoxy), 6.856 (d, 2H, Ar-H, phenoxy),

WG28408378L (m 2H, Ar-H, 4-MeO-Ph), 5.12 (s, Z2PCT/EP2005/012445

CH2-O-Ph), 4.34 (t, 2H, 1Hbutyl), 2.50 (t, 2H,
4H butyl), 1.81 (m 2H, 2H{88yl), 1.48 (m 2H,
3Hbutyl). M5: M= 448.3 (APl +) Exanple 38

2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
d&@iﬂ:ﬁboxyl ic acid (3,4- 15 difl uoro-phenyl)-anide

41 4(4( 51' ﬁﬁgﬁg 91 bétyerlﬁﬁm,qn&mqntm@zmz(cqﬂ%géhma14-

1tr UDERIPS}P?%PI k)y?fﬁtq‘iyl] oxazol e-4-carboxylic acid
and 26 ng (O. 205 nmol ) 3 4 Difluoro phenyl am ne as

lc\j/ﬁ]fc r“k?g%eﬁd_*)?lgg 18 !gf?ige,ld ﬁf—l{n (S)ngg gP 2‘?5 gﬂfn@(% (13[4%%%5 49%01-

t r-yBBalyB)phedoBBaetRf] -thi8dld- Encalibokyth}cH- Sd3Fmgliends mmol) 4-
1 : )
i S8 et s B
2H, Ar-H, phenoxy), 6.97 (d, 2H, Ar- H phenoxy), 5.24
('SH Wk_(%’(‘)?h@fi}\)leOﬂ) A@- ﬂM(szﬁd tll'i'z!rz@}é') Vi, ?8(5,21}@]&1@1&016:) 7.79-

b T k- ity ey s s 708 (2, 2,64

PLCOFED3MR 1@,172(414@ 2-1-53’:r }E}(plmmloﬁy)?e 85r$d 2H, Ar-H, plhenoxy), 5.15
0 L2y

21 2H 6&%]%?@1 AR el Pk Gt R4 O

- Zritobéeyl T Het8t(int, R&L, ebrtpoyind i s prepared from 70 ng

(0.205 mmol ) 4-[4-(4-[1,2,3]Triazol- 5

1-yl -butyl)-phenoxymet hyl ] -thi azol e- 2- carboxylic acid
ahéi@’%: .%81 @E@O“E) nmrol ) 4- Trifl uor omet hoxy- phenyl ami ne

as described in Exanple 1. Yield 12 ng (11%. 'H NWR
(400 MeQD): S= 7.84(s, 1H, thiazole), 7.78(s, 1H,
t , 1.79- 7.76 (m 2H, 2,6-H 4-CF30 phenyl),

7460(4[1,2B] Thiazohol-btyl)7plhoyhethghthRible 2-Grbbxylic acid (4-

4- 5 3 2H, Ar-H, phenoxy), 6.85 (d,

2%%%&‘13?5%18%&%?%?%38 10 (s, 2H, CH2-O Ph), 4.34

(t, 2H, 1Hbutyl), 2.50 (t, 2H, 4H butyl), 1.82 (m

2the title compound is prepared from 70 mg (0.205 mmol) 4-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-thiazole-2-carboxylic acid and 45 mg (0.205 mmol) 4-

pentafluorosulfanyl-phenylamine as described in Example 1. Yield 2 mg (2%).

MS: M = 560.2 (API+)

Example 41
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic acid (4-
trifluoromethyl-phenyl)-amide

The title compound is prepared from 100 mg (0.279 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic acid and 45 mg (0.279 mmol) 4-
Trifluoromethyl-phenylamine as described in Example 3. After stirring 16 h at
room temperature, 10 ml 1N HCI are added to the reaction mixture. The organic
layer is extracted twice with dichloromethane. The extract is evaporated to give 76
mg (54%) of product.
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2Hbutyl), 1.48 (m 2H, 3Hbutyl). M5 M= 518.1
(APl +) Exanpl e 40

wad 2404043974 1, 2, 3] Tri azol - 1-yl - but yl ) - phenoxy et byT/EP10hs/a12445

zol e-2-carboxylic acid (4- 15
pent af | uor osul f anyl - phenyl )-&m de The title conpound
is prepared from 70 ng (0.205 mmol)

4-14-(4-11,2,3]Triazol -
@Mﬂﬂﬁm&i\éﬂenmﬂ@ﬁk Bl $.48(si hlzlok}saﬁﬂ@aﬂﬁé@lﬁfb AweHe FsC-
pem 21517’@6 QQ}?Qﬁaﬂm}I )7é’(s 1H, triazole), 7.69 (d, 2H, Ar-H, FsC-phenyl),

uorosulfany %¥ ami ne as escm
Anfle d, 2b: Anvb= PBgERXD)> (SA@ (ﬁ) 2Hp §H,-O-
mal46 (4le IH bu tyl), 263 (t, 2H, 4H-butyl), 1.93 (m, 2H, 2H- butpl 1.61

2. 3] Tri‘azol - 1-yi - butyl )~ ph thyl]-t
M%@L%ﬁs&?.i‘ acid (o) YHTpnenoomRLY

trlfluoronethyl-phenyl)-anide The title conpound is

IR I, 1,0 270 )

1-yl -butyl)-phenoxynet hyl ] -t hi azol e-4-carboxylic acid
apghnisle 4 (0. 279 nnDI) 4- 25

st 2T ok b OHD f ROR SRy ich ol oramhomRe Fe o

attordpleshyl)arhide reacti on mxture. The organic |ayer

is extracted twice with dichloromethane. The extract

is evaporated to give 76 ng (54% of product.
20b61i 6 EgoRdTs BRPROSY foan 4@@ mg- 0279 FhiNvR 2¢ 403 - MkﬂTnaLol—

g:-)E Wgngl‘%ﬁf‘)%rﬁeth Iﬁ-thﬁx%l@ﬁ@aﬁ)@xyﬂc 294 fhd %g"t‘b 2% mmol) 4-

t
t@h@zwéynﬂaﬁn@g 5 deszpbe%m r .ng he‘\ffiﬁlf)sg‘m‘?g 16 fipt room
Zﬁmp‘éfa’tﬁl;e, phenaxyNCl @re%ﬂdéc{jto %E,rea%&)gl,ntnﬂﬁﬁaW)orgﬁnéﬁyer is
- U
?thra&gdbml )Nlth (51 élgor(ciﬂ)e E& gﬁ el r)z}ft 18 G_XL' %qra%g t()rﬁgwézé'S mg

3H5W@kyh#oddd5 M= 502.1 (APl +) Exanple 42
2-[4-(4-11,2,3] Triazol -1 -yl -butyl) - phenoxynethyl] thia
zpl e-4-carboxylic acid (4- chloro- phen%kg

H-NMR (400 z, De-DMSQO): 6= 10.47 (s, 1H )s 849 s, 1H, thiazole),

8.11(s, 1H, triazole), 7.89(m, 2H, Ar-H, 4-Cl-phenyl), 7.71(s, 1H, triazole), 7.41 (m,
2H, Ar-H, 4-Cl-phenyl), 7.14 (d, 2H, Ar-H, phenoxy), 7.00 (d, 2H, Ar-H,
phenoxy), 5.48 (s, 2H, CH,-O-Ph), 4.39 (t, 2H, 1H-butyl), 2.55 (t, 2H, 4H-butyl),
1.81 (m, 2H, 2H-butyl), 1.49 (m, 2H, 3H-butyl).

MS: M = 468.1 (API+)

Example 43
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic acid (4-
trifluoromethoxy-phenyl)-amide

The title compound is prepared from 100 mg (0.279 mmol) 2-[4-(4-[1,2,3] Triazol-
1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic acid and 49 mg (0.279 mmol) 4-
Trifluoro-methoxy-phenylamine as described in Example 3. After stirring 16 h at

room temperature, 10 ml IN HCI are added to the reaction mixture. The organic
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10 The title compound is prepared from 100 ng (0. 279
mol ) 2-[14-(4-[1,2,3]Triazol -

wd.200b/0%8at8/1 ) - phenoxymnet hyl ] -t hi azol e- 4- car boxyPCTER®DFI012445

and 36 ng (0.279 mmol) 4- Chloro-phenyl am ne as
described in Exanple 3. Aftegsstirring 16 h at room
tenperature, 10 mM IN HCl are added to the reaction
m xture. The organic layer is extracted twice with
dlia;adﬁlloenmteldamce witte dieklor arotthase. dhapsiradtaésetapogitedetodhve 98
product. 'H NVR (400 MHz, D6-DMSO): 8=
n%‘gﬁéﬁ%(’fgfspfaﬁfi 8.49(s, 1H, thiazole), 8.11(s, 1H,
triazole), 7. 89(m 2H, Ar-H, 4-d -phenyl), 7.71(s, 1H,

”H qu)mo Ml M@@)D)Zztd: s%wlkﬂtﬂaymembld 7, M-I F co-

h L
ghenﬂ.)l, 7 eno}étgrll)azcge)gg 7(2&3, lé-||2_1 frfpplshtz,ﬁf QS géy A(rflg %3CO_
?ia@ blﬂSXH,)ZH ROHL pBEnduy), €99 (EHHDWyH) phdndd9),(3m6 (s, 2H,

f ‘Q(é] lg%}u_yﬁP? P} E)t( ?ﬁl’ ;I)-Ipl?1 %ﬁgxyrre %I—i 251 butyl)

zbbk{m; 28y Fdbyhile aci d (4-

trifluoromethoxy-phenyl)-am de 25 The title conmpound
is prepared from 100 ng (0.279 nmol)

2MSaM A 5181 2ABIJr | azol -

1.-yl-butyl)-phenoxynet hyl]-thiazol e-4-carboxylic acid
apd 4 (0.279 mol) 4-

T: - met hoxy- phenyl am ne as described in Exanpl e

32-[Af(4-€1,2 31 Triazoh §-yl-6utyl )aphenospmne thelipenadlerdeartbdkylit adid(2,6-
e the reaction m xture. The organic WO

E'é%g% %ﬁ%ﬁﬁeﬁf P2005/ 012445 -55 layer is extracted

twice with dichloronethane. The extract is evaporated

t 90(9&‘@@0%32 n‘f?ﬁol() @8%)-(40{1 3 QQMQJI 1- %ll-'b pqqéﬁ)&(yMﬂhyl -oxazole-

Fé@@bomﬁw% and710§61(1§ @_{nrrtql t;)ﬂﬂygyh% de@r@gtlrrﬁl_'at 45°C until
tﬂé\&lhjblnﬁz)lt of . a0 sfops. The réictibh hikGde 5 ephlsurylell, to7dybess. The

re’zﬂglz (e §S djjﬁll_l\?eéﬁgle%%)%dhl ?{og{%tl{atné .‘%EF tﬁrﬁagd%tf% rfoégy%g 0.292
( tnm@H2,64Pichlorgiphenylarge(thy regptlorgmligutq/is)stlrreq f(@j_lé( It room
2%&'#&9% Y6 bl 1NBICM = 20 d& é]nd(tﬁgloi"'éamc layer is extracted three times

with dichloromethane. The collected extracts are evaporated to give 142 mg

(99.9%) of product

'H-NMR (400 MHz, Ds-DMSO): 8= 10.26 (s, 1H, NH), 8.83(s, 1H, oxazole),
8.11(s, 1H, triazole), 7.70(s, 1H, triazole), 7.57 (d, 2H, 3,5-H-2,6-Cl-phenyl), 7.39
(m, 1H, 4-H-2,6-Cl-phenyl) 7.13 (d, 2H, Ar-H, phenoxy), 6.98 (d, 2H, Ar-H,
phenoxy), 5.28 (s, 2H, CH,-O-Ph), 4.39 (t, 2H, 1H-butyl), 2.54 (t, 2H, 4H-butyl),
1.81 (m, 2H, 2H-butyl), 1.48 (m, 2H, 3H-butyl).

MS: M = 485.9 (API+)
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Exanpl e 44 10
2-14-(4-11,2,3] Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz

wobmedsoaw boxylic acid (2,6- dichloro-phenyl) -eti/HE2000012445

ng (0.292 mmol)

2-[4-(4-[1,2,3]Triazol -1-yl-futyl)-phenoxynet hyl ] - oxaz
ol e- 4-carboxylic acid and 106 | (1.460 nmmol) thionyl
chloride are stirred at 45C until devel opnent of gas
sExapsple #he reaction mi xture is evaporated to dryness.

i e . I : . )
TIPS Lo TP o8 R Bufh gl RO 2
2dighlorepheryd)-phidey| ani ne the reaction mxture is
stirred for 16 h at room tenperature. 10 m |IN HC

are added and the orgapj.c layer is _extracte hree . .

¢ The8tle gpmRownd RIS RRE! fiamel 00The (B9 F%‘Ef?ﬁ&‘@‘x‘{‘*r@&@“m“
awl-%@no%}gheﬂyrhaggﬂ -wgazgﬁé44§grboﬁcﬁ& R0 arelf 52009 (B2 mAbl) 2,4-
' VHz : .. S= 10,26 (S,..1 N :
o sEo-bpashins oF SeRHingl in a8, pigflon Wshe groduct i
1#thidved by ptephrative BPLCdYieRE} ndg @%3). 2, 6- O - phenyl ), 7. 39
(m 1H, 4-H2,6-d -phenyl) 7.13 (d, 2H, Ar-H,

phenoxy), 6.98 (d, 2H, Ar-H, phenoxy), 5.28 (s, 2H,
CME: M PHUPO34ABDY)(t | 2H, 1H-butyl), 2.54 (t, 2H,

4H butyl), 1.81 (m 2H, 2Hbutyl), 1.48 (m 2H,

3Hbutyl). 25 MS: M= 485.9 (APl +) WO 2006/ 053778
Péﬁ%ﬁééésl 012445 -56- Exanple 45

22{[3a-Methj114-24- 81, 7,8 jteizall-1 1ylyhutydirphenoxymetoly omsiz big H4-caplargy lic
0 K hGragi di chl or o- phenyl ) -am de The
t%‘?flgzl g%ﬁn‘gogéﬁléth&égg%@gfé%gﬁ{ef rom 100 nmg (0.29 mmol)
2-[4-(4-11,2,3]Triazol - 5 _ _
1%623 (tOY48)%Hﬂ%ﬁ@%y-:mtﬂ))lzzﬂ—(@{(ﬁl?]tﬁaﬁ)'l-qa)‘lh)lﬁl)){}—bﬁerﬁﬁcyﬂethyl]-
an ng .92 MO , &4- 1.CNI Oor Q- nyl am ne a .
d8¥ep eb%aarfvwi%m ot Bosplyed o bt F@ﬁ%ﬁ%ﬁ&%ﬂ&&ﬁ?t“?gated
aottheveahl tys pmejdy thidnyecHibtlide. THe etigturSis hgate@ 9§ 45°UEnd Mirred
=.486. AP EX le 46 ' : di -
2 2By A B8 ks o i el
hylchlosxmzdhee. 47 5@ rgxiP-48c mmol) 4-trifluoromethyl-p enyl)-amine and
0.33ml (2.39 mmol) triethylamine are added. The resulting mixture is stirred for 2
h at room temperature. After the addition of 1N hydrochloric acid the mixture is
extracted twice with dichloromethane. The organic layer is evaporated and the
residue is purified by silica column flash chromatography with ethyl

acetate/heptane (1:1) to give the title compound. Yield: 69 mg (29%).

'H-NMR (400 MHz, Ds-DMSQ): 8= 10.59 (s, 1H, NH), 8.88 (s, 1H, 5-H oxazole),
8.11 (s, 1H, triazole), 8.05 (m, 2H, Ar-H, Ph-CF;), 7.72 (m, 2H, Ar-H, Ph-CF;),
7.70(s, 1H, triazole), 7.03 (m, 1H, Ar-H, phenoxy-methyl), 6.85 (m, 1H, Ar-H,
phenoxy-methyl), 6.80 (m, 1H, Ar-H, phenoxy3-methyl), 5.26 (s, 2H, CH,-O-Ph),
4.40 (t, 2H, 1H-butyl), 2.54 (t, 2H, 4H-butyl), 2.21 (s, 3H, Ph-CH3), 1.86 (m, 2H,
2H-butyl), 1.42 (m, 2H, 3H-butyl).

MS: M =500.4 (API+)
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acid (4-trifluoronethyl-phenyl)-amde 170 ng (0. 48
nmol )

w@2¢080888rhyl - 4- (4-[1, 2, 3]triazol - 1-yl - but yl) - pPenBRI0B 012445

hyl ] - oxazol e-4-carboxylic acid are dissolved in 0.2
m di chl oronet hane and activéted wth 0.4 m (5.51
mmol ) thionyl chloride. The m xture is heated to 45C
and stirred 15 for 1 hour. After evaporation to
dExamepde 47 he residue is dissolved in 2 m

dj ?Wtﬂﬁﬁf-(ha ]?171%&)1 'ngsl(le;cf?-g A d)o}methéfsj oxazole 34écarboxyhc

4- trlfluorome
‘f P’él’ %ﬁre added. The resulti ng mxture
is stirred for 2 h at roomtenperature. After the

t f 1N hyd hl or.i id th t
ot AP GamRALDE i RS UESHTAGP bt Mg 7Ty gatMethyl-4-(4-
| BlyB3] tn&ob\la@duuaﬂ)sﬂhanﬂymhélyﬂ&)maﬂéﬂumbc&ym|ac:1ﬂ| ad 60 mg
f h
a{:d %f%nf(we%@lﬁéé) %ﬁerj}?ﬂfnﬁlﬁg Q8dc Epcy ){aglpg% E@/ Pur1 dlcatlon of the
Ypwsidgct i6 achigyed D9 pyeparatvyy I@Eﬁ@d\n&@m : S=
10.59 (s, 1H, NH), 8.88 (s 1H 5-H oxazol e) 8. 11

(i (a0 RSB 67032 s A, Nl B @) 11 -G prarole)
( mll WJHAfnaldoleﬂW%’Sq)éxy,-Zm‘EWﬂﬁ)PhAr@l)Eiﬁﬂ (s, 1HHriafdle);l7.403m, 2H,
Xy
RERP BE-CBL W, Brips . el ety PASTORY ﬁ,-’%.r%ﬁnoxy-
(metlﬁzH,, 6£H(muﬂyll Ar-HR phdn g, m&hiyl) PR 5CsQH, QHBE- E’m 4;491 t, 2H,
4 3
(Ap| @%2 8 ?Hésw‘;‘“?é‘&w?%pﬁ%%é@ PO BEIMW AL, 21-bury),
4- 1,2,3
tr| azol 1 yI butyl )( phEanoxyrr]et hyl ]

-oxazpl e-4- boxylic acid (4-chloro-phenyl)-am de
T&fe@ﬁ?fﬁgéégﬂxﬂéﬁznd is prepared from 168 ng (0.47 mol)
2-[3-Methyl -4-(4- 5

[ stk 4l @zol - 1- yI butyl) phenoxynethyll-oxazole 4-ca
acid and

4Zdh1l\é¢tb¥1p41é4ﬂ/l éﬁitﬁeZ@slngé%Ylméenqwn@k}aﬂbp@mk 4-carboxylic

Pudil {3-eRbiaphaiyl L hgidepr oduct is achi eved by
preparative HPLC Yield: 80 ng (37%. 'H NWVR (400 MHz,

D6- DMSO) : 6= 10.37 (s, 1H, NH) 8.83 (s, 1H, 5-H
oXhealtk) com@oulitl (sSprephtedtfrormaziloeng (0.B6 n(mol) 2H[3-Methl-4-(4-

PFI_,%?triaz70'132ylgb%’tyljuaheljic{xiy%%myﬂlOvaOIg’—Q-c(a%O)gli_i'c acid and 70.0 mg
(0.55 mmol) 3-chloro-phenylamine as described in example 46. Yield: 137 mg
(54%).

'H-NMR (400 MHz, Dg-DMSO): 8= 10.42 (s, 1H, NH), 8.84 (s, 1H, 5-H oxazole),
8.11 (s, 1H, triazole), 7.99 (m, 1H, Ar-H, 3-Cl-Ph), 7.76 (m, 1H, Ar-H, 3-Cl-Ph),
7.70 (s, 1H, triazole), 7.37 (m, 1H, Ar-H, 3-Cl-Ph), 7.17 (m, 1H, Ar-H, 3-CI-Ph),
7.03 (m, 1H, Ar-H, phenoxy-methyl), 6.85 (m, 1H, Ar-H, phenoxy-methyl), 6.80
(m, 1H, Ar-H, phenoxy-methyl), 5.25 (s, 2H, CH,-O-Ph), 4.40 (t, 2H, 1H-butyl),
2.53 (t, 2H, 4H-butyl), 2.21 (s, 3H, Ph-CH3), 1.86 (m, 2H, 2H-butyl), 1.42 (m, 2H,
3H-butyl).

MS: M = 466.3 (API+)
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10 Ar-H, Ph-d), 7.03 (m 1H Ar-H phenoxy-nethyl),
6.84 (m 1H, Ar-H, phenoxy nethyl), 6.80 (m 1H, Ar-H

w@b@aosdzsret hyl ), 5.25 (s, 2H, CH2- O Ph), 4. 40PCT/EPRbE/012445

1H butyl), 2.53 (t, 2H, 4Hbutyl), 2.21 (s, 3H,

Ph-CH3), 1.86 (m 2H, 2Hbutjd-), 1.42 (m 2H,

3Hbutyl). Ms: M= 466. 3(API+) 15 Exanple 48 2-
[3-Methyl -4-(4- [1, 2, 3]

tExampi¢ 49 - y| - but yl ) - phenoxynet hyl ]

?’[(?Mgtﬁyldll @aflpﬂ?)(]ﬂléz%l la)@Jth)ﬁﬁpHJHO%ﬂemﬂ%@zoﬁm Qﬁboxyllc

he t|t conpound I's prepared from 196
ZQCEQ?, dki ﬂﬁwolggt(}wl phenyl)paml%e

[1,2,3]triazol-1-yl-butyl)- phenoxynethyl] oxazol e-4-ca

| d d 70.0
B SR 8o e ot 37 ok, 248 Methy---
Yiled, 8l tridBY 1 iy buyby phenoxiin MR | {okad dvizar HoGyIRVBO) : an@=60.0 mg

(055 ol b siliorofhefigl-plem Hiing K PUGERE, i fﬂ;ﬂ;gle 6.
(aniiqqtlon\pf the pgodyct rsrﬂ)chlevezi byprerarativeriiPLG. D@zldl 45, mg (996).
(m 1H, Ar-H, 30 Ph) 717(m 1H, Ar-H, 3-d-Ph),

29 (4 O 1H EQH{\JK—!&’ gpg?s, Eq Swthlaéole)

p&en@smmﬁhbzdla), 8592{51 (2:H Aai-H BITIZ:K;)) Ph)3 (4, 38, Ar-H,2M-CFs),

%%yﬂﬁ;tr%olg)s 7‘0%Am,;¥,§5* '?f)ﬁﬂ ﬁo;ﬁzgmzélyf)zplsé'?m 1H, Ar-H,

3phenoxyin)ethWb:6.99 (m 486, Ar-Haphe)oxyanabes, MYSWQH CH,-O-Ph),
[FH{ @%W@M&%% 54 (15§HE|2£1§1'11RL&1)4@22(5 [31?1 bhidwil); 436 4m, 2H,

31 friazol - phenoxynet hy' |
- tHibuy).d.43.( é‘hrzﬂ)'b?éi ]P‘t‘:tYl)am
(4-trifluoronethyl-phenyl)-am de The title conpound is
p 78 ng (0.48 mmol ) 2-[3-Methyl-4-(4- 5
&E%Rng}%ggg?F - but yl ) - phenoxynet hyl ] - oxazol e- 4-ca
rboxyllc acid and 60 0 mg (0.55 nmol)
4 ronethyl phenylan1ne as described in exanple
4%£Jnké;k BQ

fica of the product i s achi eved

p?'éwféib}’lv‘b(":ﬂ[itﬂtl\‘iﬂ‘@ld ylbastylirghermoyanethyl]- thlaone 4-carboxylic
acid (4-chloro-phenyl)-amide

The title compound is prepared from 204 mg (0.55 mmol) 2-[3-Methyl-4-(4-
[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazole-4-carboxylic acid and 70.0 mg
(0.55 mmol) 4-chloro-phenylamine as described in example 46. Purification of the
product is achieved by preparative HPLC. Yield: 55 mg (21%).

'H-NMR (400 MHz, Ds-DMSQ): & = 10.44 (s, 1H, NH), 8.47 (s, 1H, 5-H thiazole),
8.11 (s, 1H, triazole), 7.88 (m, 2H, Ar-H, Ph-Cl), 7.70 (s, 1H, triazole), 7.41 (m, 2H,
Ar-H, Ph-Cl), 7.04 (m, 1H, Ar-H, phenoxy-methyl), 6.88 (m, 1H, Ar-H, phenoxy-
methyl), 6.83 (m, 1H, Ar-H, phenoxy-methyl), 5.46 (s, 2H, CH,-O-Ph), 4.41 (t, 2H,
1H-butyl), 2.54 (t, 2H, 4H-butyl), 2.22 (s, 3H, Ph-CHs), 1.86 (m, 2H, 2H-butyl),
1.43 (m, 2H, 3H-butyl).

MS: M =482.1 (API+)
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"H NMR (400 MHz, D6-DVBO): 6= 10.67 (s, 1H, NH), 8.53
(s, 1H, 5-H thiazole), 8.11 (s, 1H, triazole), 8.09

W@ 206853779 - H, Ph-CF3), 7.73 (m 2H, Ar-H, Ph-EBEBEP2020012445

7.71 (s, 1H, triazole), 7.05 (m 1H, Ar-H,
phenoxy-nmethyl), 6.89 (m 1H5%r-H,  phenoxy- nethyl),
6.83 (m 1H, Ar-H, phenoxy-nethyl), 5.47 (s, 2H,

aSoiey 441 (t, 2H, 1H-buty|) 2.54 (t, 2H,

4 , 2.22 (s, 3H, Ph-CH3), 1.86 (m 2H,

(2I-?— &1)3 thyl-44(443, 2(3"]Ir1a2b|, 1- SFﬂ)gtﬂN)éﬂtﬂ?]enloBzﬁn?ﬂ%lyﬂ tﬁﬁl@olg 4- ﬁarboxyhc
] ] ﬁ - y -

térg(olc 0Ii EHPIQ/I } p%enoxyrret hyl ]

-t hi azol e- 4 carboxylic acid (4-chloro- phenyl ) -am de

Thlehet tifld Qoﬁ@@ﬁﬁ’&mg 'rei)apéde%ﬁ'ﬁ‘%()i rrggn 694 rg%o) 25?-%3'}11)-4-(4—
E’; % %{ lesh %%Q%#\@Pﬂ’wﬂ}ﬁtbm alzlezoée 4=catholsplioyhdid andiZ9.0 mg
ar(d 55@131@01)’@ dﬂ@ro(lﬁl'lae% lzfgﬂi@épas &es@ﬁﬂet@rlgﬁﬂi}?ﬁl%é:#gnpﬁ?%%ﬁgn of the
e e l u
" PR KA AR Brrlfve P L Dma ook (2505 -
H-NI\/R(4OOI\/HZ D6- DI\/ISO) 8 = 10. 44(s 1H, NH) 8. 47

(SH MR %b’ Mﬁlzqalégb?\lsg) ]125 4@S(F ﬁ,tlﬁ zf9°és B, J 11-18%1];12019,)

@11 (& LHL, trisle), .04 mp 4 Hy dyr-HI-Ph-AH), 7, 79riherid:$cy°rrnfﬂt PiyiQ)), 7.70
6.(88H, rthaz’ldi'k) Aesrtkn @Hemw Qﬁonﬁbhy Cho, 181,834 kﬁ{& 7.04 (m,

th H O Ph
ll-ﬁﬂ_lplqe e)tl){yli 658% ihﬂic{?%g)m mezyt)g 683 (m, 1H,
3|Ar fpbhpl@ﬂ@):y nigtls;@) (5046 (ZHZHZEH—QLGAHh)) 4.41 (43H, MH-Bhtyl), 2.54 (¢,

Stk e e e R R

utyliz] trlazol 1-yl-butyl)- phenoxyrrethyl]
-t hi azol e- 4-carboxylic acid (3-chloro-phenyl)-am de

gg&%@%&?%@fﬁd; s prepared from 204 ng (0.55 mol)

[1,2,3]triazol -1-yl-butyl)-phenoxynet hyl]-thiazole-4-c

aRR isg_jacid and 70.0 mg (0.55 mmol )
_é ies(i enyl anmi ne as described in exanple 46.

pérl‘ﬂlfroclgt{fldﬁ (éf(1,213dtriazol-1-yl-butyl)- -phenoxymethyl]-thiazol-2-yl}-

benzamide

Preparation of N-(4-Chloromethyl-thiazol-2-yl)-acetamide

A solution of 50 g (0.42 mol) acetyl thiourea and 108.5 g 1,3-dichloro-propan-2-
one (0.84 mol) in 500 ml acetone is heated to reflux for 5 hours. All volatiles were
removed in vacuo and the residue was taken up in 200 ml acetone. After addition of
600 ml of water the precipitate was collected, washed with 250 ml n-heptane and
dried in vacuo at 40°C. Yield: 56.9 g (71%) white solid.

'H-NMR (400 MHz, Ds-DMSO): 8= 2.13 (s, 3H); 4.71 (s, 2H); 7.22 (s, 1H); 12.21
(s, 1H)
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30

product is achieved by preparative HPLC. Yield: 77 ny
(29% . 'H NWVR (400 MHz, D6-DMBO): S= 10.49 (s, 1H,

wWOos/ 087240 (s, 1H, 5-H thiazole), 8.11 (s, 1HCT/EP2005/012445

triazole), 8.04 (m 1H Ar-H Ph-C), 7.79 (m 1H,
Ar-H Ph-A), 7.70 10 (s, l§h_-triazole), 7.38 (m 1H,
Ar-H Ph-d), 7.17 (m 1H, Ar-H Ph-d), 7.04 (m 1H,
Ar-H, phenoxy-methyl), 6.88 (m 1H, Ar-H,

phepaayionef Nyj4) [4-@- (82,1 Friaddth1-ylAsutl)-phaeoxyxet i) tyid zp] -2-
5.1ﬂgce&s .gH CH2-O-Ph), 4.41 (t, 2H 1Hbutyl), 2.54
(PG utyl ), 2.21 (s, 3H Ph-CH3), 1.86 (m 2H,
2H—buty|) 1. 43 (m 2H 34 butyl). 15 M5: M= 482.2

'ﬁ'):)ll t&lutlgﬁ(ﬁr@gg tg lb\lht K I>"3A'{“14Tzo[l 4- ylfb/llltyli Eﬂen%vl #h 150 ml

triazol - enoxy zol -
o e l%ﬁbg émr@ﬁlg@ﬁsmm carbonate were adg d and the mlxture was

l\ktl(réetzm 1307013 130 Yhint frs a7in- 275/ | zoaﬁg{o@rmde (Z'Qon%methyl thlazol-
S 10N 0O no | oure

iRttt BB AT smelh sSF5mpRas oH Fadg gy e mxture
awed ﬂneed &t di(l%ﬁt@zdrrtlghtr ﬁfﬂeuxoﬁaentralmhr gacudl 30 mbbau ishtesated
L5 SR DA LR ESAYR RS LEDR
pil eruxtpurq af eHoigls apd|meshansd (S:hatthed egght time)s d hgicombined organic

%10 hept %b?et: aid g{léreglaw@ vVagd Oevg %AQ@ tofl cﬁ%‘i’ess SBuffi@tion by
ite
pgggar(agve Sclaé Iplhtg 1R§318 mq}'%an?f gtef §rad1qq)t[))6reilﬁrn2% 2. O§§ (47 %)
161 th¥\t12 06 p Ol aiftl 30T ERa6ed 81244,3,3] -G8z dPrlegdiuatl)-phenol.
of N-{4- [4- (4- [ 1,2,3 ] Triazol- |
y -butyl) - phenoxymet hyl ] -thiazol-2- yl}-acetamn de To
a HoIMRi (éﬂO dfHB IBSDYHSC3 00mdl Y quintet, 2H); 1.81 (quintet 2H); 2.13 (s,

431&51 J5b &, ﬁl)TﬁB@?(P'zH% §bo F&UEMB ). Ah@neiy;izn74ad2mi; 7. AL (s, 1H);
cesi um car bonat e wer

Ut anone &
add@és AR %%(Sn%a?d és\ﬁ\béH)S stirred at 80C for 30
m nutes. Then 3.75 g (20 mol)

(AR Lda e B R BA Y R -2

walamgté rred at 60C overnight. After concentration in
vacuo 50 m of a saturated

To a solution of 2.05 g (5.5 mmol) N-{4-[4-(4-[1,2,3]Triazol-1-yl-butyl)-
phenoxymethyl]-thiazol-2-yl}-acetamide in 60 ml methanol a solution of 396 mg
(16.6 mmol) lithium hydroxide in 60 ml water was added and the mixture was
stirred at 60°C overnight. After evaporation to dryness 20 ml of a saturated aqueous
solution of sodium chloride was added and the pH was adjusted to 3 with 1 N HCl.
The mixture was washed twice with ethyl acetate (discarded) and then the pH was
adjusted to 9 with aqueous NaOH (30%). Subsequent extraction with a mixture of
CH,Cl, and methanol (5:1, three times 50), drying of the combined organic layers
over Na,SO4 and evaporation to dryness yielded 1.55 g (85%) of the title

compound.

'H-NMR (400 MHz, Ds-DMSO): 8= 1.47 (quintet, 2H); 1.80 (quintet 2H); 2.52 (t,
2H); 4.39 (t, 2H); 4.79 (s, 2H); 6.53 (s, 1H); 6.88 (d, 2H); 6.97 (s, 2H); 7.06 (d, 2H);
7.70 (s, 1H); 8.13 (s, 1H)
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15

aqueous sol ution of sodiumchloride was added and the
m xture was extracted with a mxture of CH2Cl2 and

woredobassols (5:1, 60 ml each tinme). The conbi nedrOT/BPaW®012445

10 phases were dried over Na2SO4 and evaporated to
dryness. Purification by prgparative scale HPLC (RP
18, nethanol -water-gradient) returned 2.08 g (47 %
of the title conmpound and 5.97 g unreacted
4APfepafatioR 0B I-Nitdoal¥ di-{ #-(¥[1,2/3] t¢la)olph @lRiptyl)- phien dtyEh t KD

6- B\ . oS- 1.47 (quintet, 2H); 1.81 (quintet
%%w?%?”‘zsegzam . 2.52 (t, 2H): 4.39 (t, 2H): 5.00
(s, 2H); 6.91 (d, 2H); 7.07 (d, 2H); 7.16 (s, 1H); 15
?Mtr() enzd chl 1&&&44%1 BAsmnhdh ]\gas(a%de&w) PLARPALF QN 4-(4-

THha3 |na101y1 ylblalftyl))plqsﬂ@fvmhﬂ} Hjirgol-2tiaraing (3%mg. ) lygmel) in
TDCM S 2t |P@[yn€kfr sapPérté frﬁt 1 dme (150mg, 0.45mmol) was then

4- (4- | -
el e et Rl R e i e was shefeom for 48 hours a
rrﬁtdmamdlp@atacﬂ AM Rfn(aafinG@6thyipolyRG rdnt b (20mygpl ¥ 5inintdh) wms then
h
DYl o mHUE At ARBAUGE AL B RO VB tion
mlxwr%WaSaﬁlschj ped &t raqaevwsmsls@i wit @metbermé o2nlimlhe Orgamcs

CRLRY dfishiNas 1 il dadsdnrdt the rahbwasumrdl vstred EDPess?urW THe drude

N . The re was was twce with
ey |P§e§?<§j§a)1>rswdate‘ﬁeﬂ%£ﬁe rmgtralaa?nfﬁte% fogsige 4-
WI\Iﬁdﬁo&Gl{kEcpuM Ne OBl t(i305%91 -yl Sulvd p gl emdxy sethydlethiaanl - Mytlh a

xt ure nd net hanol (5:1, three tines
gh?nzaande’gl% gt‘:%/cyll ined organic |layers over

Na2SO4 and evaporation to dryness yielded 1.55 g (85%
ohb hetitle compound. 'H NWR (400 MHz, D6-DMSO): S=
(qumtet 2H); 1.80 (quintet 2H); 2.52 (t, 2H);
439 (t, 2H); 4.79 (s, 2H); 6.53 (s, 1H); 6.88 (d,
ZH)IvNIﬁIRg(ZcOQMHZHi)yDMS@Q 6&148 Hhuinta@2H); 1B1((§uintdd)2H); 2.53 (¢,

oPBY A B iy PO R BR 15?%5%09?{) 3’-5463, 1H);9%70 (5, 1H);

A8NIL (s, 0 FIN: §. 31 (42H3-9.37, @, 3H)yrli3alddb,-1H)y| - but yl ) - phenoxym
ethyl]- thiazol-2-yl}-benzani de 4-N trobenzoyl

chl oride (84ny, 0.45mvl) was added to a sol utiaon of
4Thg following examples are prepared in an analogous manner to Example 52-1

[ dtating] ffdrh d)'pl m@ﬁiawn)atsphenoxyrrethyll thi azol - 2-yl
am ne (50nyg, 1

Example

No Systematic name MS (Method)

N-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-
52-2 phenoxymethyl]-thiazol-2-yl}-3- 502,3 (ESI+)
trifluoromethyl-benzamide

2,4-Difluoro-N-{4-[4-(4-[1,2,3]triazol-
52-3 1-yl-butyl)-phenoxymethyl]-thiazol-2- 470.2 (ESI+)
yl}-benzamide

N-{4-[4-(4-{1,2,3] Triazol-1-yl-butyl)-
52-4 phenoxymethyl]-thiazol-2-yl}-4- 518.3 (ESI+)
trifluoromethoxy-benzamide

4-Chloro-N-{4-[4-(4-[1,2,3]triazol-1-
52-5 yl-butyl)-phenoxymethyl]-thiazol-2-yl}- 468.2 (ESI+)
benzamide




5 DCM (2m).

Pol ymer supported nethyl pi

peri di ne

(150ny, 0.45mmol) was then added to the reaction

worRoobsE7ENd the reacti on m xture was shaken fpeT/®#82005/012445

h

ours at

roomtenperature. AMPS

(am nonet hyl pol ystyrene) (206mg, 0.45mmol) was then

added and the reaction m xture was shaken for a
further 16 hours. The reaction mxture was—filtered
andxmeler dsin was weghadtinhide met hanol | (5mMS Méthod)

rgafi®cs 10 were caonbiped and the solv

Under redyced 4pf3§§3§9rr3eﬂuofﬁéqgﬁ[|‘&é4‘ progduct was
puridd.gd by pre éﬂéﬂir%oilp neutral cggdiEspns
tlo give 4- Ni tRhsnrgymethyl lclazol{Z Y

2, 3]trigzol-1-yl - blh’@%a\mlﬁﬁpnnxvrmt hyl ]
It hi azol - 2- W-J4-[béhznaBHEazalt 1-Yhbuyeds i el d) .

IS( ER-#) |15 bherdvRmed@l-thidzol-DgHEVSO) | S= 15348 (ESI+)
(jqui nt et 2I—I)x;iﬂ110r8ﬂne(lqllduifamﬂ b2hhamide 53| (t, 2H); 4. 39
(T2 ngggg r?) 32§]§ Zw)l 17109 (d, 2A);

y ria
7. 35 : ].H) 84 @Zb &
th l 2- 5 I
T 5857 ;:)E ﬁ’ngl B B o g (B9

vaml ec re prepare -A—ahn | oao HrRRAer + a

I\MIIPI \vxe ) ] AT U TUATTITTCT U
Bxanpl e 53- 34 Q‘Fglpf(?'ﬁb Mot f ]éﬁi?r‘)&fp iate materjals
Exanpd-@ Systakupd- Hlaer?@wsetbbdétth@éql- No. N {A2[24E k)
1, 2, 3] Tri dzol - 1- yI - BlitRaAnyansle
phenoxy met|y FluokhiNazo| 2-2+-¥1,3,3 Ariaka 3 ( ESI +)
tiri fsoumr onetyl) -prenadgmedieyl) -thidbobRfyilluer 0- N- { 45004 (ESH)
1, 2, 3] trigzol S#iffioromethyl-benzamide .
1ryt=butyi)=BiEmp df Hé}ﬂkd t3 ule}ﬁs{ 5¢- {70 4 (EST)
y| } - benzani det, M 2438 TB azol - - but }/I )
52- baphenoxygl, i EQJ& ﬂleth?ﬂ%h}azc‘)‘lzm-s 3 (BYOESTH)
trifluorone OXy- beRZﬁma [oro-N{{4-[4-(4-]
172731t 52

t 1azpl-1
i) TR R | e 2
benzamlde
4-Chloro-2-fluoro-N-{4-[4-(4-
[1,2,3]triazol-1-yl-butyl)-
>2-13 phenoxymethyl]-thiazol-2-yl}- 486.0 (ESI+)
benzamide
4-Methyl-N-{4-[4-(4-[1,2,3]triazol-1-
52-14 yl-butyl)-phenoxymethyl]-thiazol-2-yl}- 448.4 (ESI+)
benzamide
2,5-Difluoro-N-{4-[4-(4-[1,2,3]triazol-
52-15 1-yl-butyl)-phenoxymethyl]-thiazol-2- 470.3 (ESI+)
yl}-benzamide
2-Chloro-N-{4-[4-(4-[1,2,3]triazol-1-
52-16 yl-butyl)-phenoxymethyl]-thiazol-2-yl}- 468.3 (ESI+)
benzamide
2,3-Difluoro-N-{4-[4-(4-[1,2,3]triazol-
52-17 1-yl-butyl)-phenoxymethyl]-thiazol-2- 470.3 (ESI+)
yl}-benzamide
2-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-
52-18 butyl)-phenoxymethyl]-thiazol-2-yl}-6- 520.3 (ESI+)
trifluoromethyl-benzamide
3-Chloro-4-fluoro-N-{4-[4-(4-
[1,2,3]triazol-1-yl-butyl)-
>2-19 phenoxymethyl]-thiazol-2-yl}- 486.3 (ESI-+)
benzamide




WD 2006/ 053778 PCT/ EP2005/ 012445 -62 Exanpl e
Systematic nane M5 (Method) No.
wa@ 2683708 3- f | uoro-N-{4-[4-(4- 52-6 PCT/EP2005/012445
[1,2,3]triazol-1-yl-butyl)- 486.1 (ESI+)
phenoxynet hyl ] -thiazol-2-y43-} benzamde N {4-
[4-(4- [1,2,3 ] Triazol- 1 -yl-butyl) 52-7
nhonny\lrmfh\ﬂ 1 thiazol-—2-v|1 4 534 3—(ESI+)
yr1—= oS
{r FRARE ofret hy hyl sul $ypeathathaiuagi de 4- Qyano- MS{(Method)
[L4-( 9-[ 7%@{‘7”%;1!-;%{0]_& ™
but yl ) - phenUx 1123 |Airiazdt L-pl-ButyD- 459. 0 (ESI +
benz2@0de | 3, 4ptinokfroetbylivtiazol{24yl{-4- | 1 2, 3pP2-L&EYH)
52-9 1-yl {but yltyiflpheemstlyhdengdrpidet hi azjol - 2- 502. 2
EST+) vl }4Q§%@W1d@ Fyopoitaid- [4 (4- 1
1, 253bhri azplrig t% 'methyl]-thiazol- 2— 490. Zé Si+)
but yl) - phenoxyrre hy 1 _bgmagﬁ@é - -yI } 520. 2 (E I +)
t-H—f—FUﬂ'ILGﬁE‘L || enzam 2 |1uu| = banu[ 1 oJ
di oxol e-5|5 F E et}fll__ e
{4- ba-2e4- |1 TP Azl o1 1a ) 22 |+) 500.2 (ESI+)
1-yl -butyll) - preno%Vr’%et zol - 1} am de
3-—Chlere !" (4 “' 4 |l4 4 .tri?eztsz)fl 5212
yl - but |) %fb eNyir if 1 468.2 +
hen?ark wﬁ B eflP)éVcSlfu’éil agoa2eal 52- féo-s%&lﬁ%
1, 2, 31tr| azoI 1- leﬁ)dPFW}mdﬁsﬁ 0 (ESIH)
2-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-
52-24 butyl)-phenoxymethyl] -thiazol-2-yl}- 452.1 (ESI+)
benzamide
3-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-
52-25 butyl)-phenoxymethyl]-thiazol-2-yl}- 452.1 (ESI+)
benzamide
4-Fluoro-3-methyl-N-{4-[4-(4-
[1,2,3]triazol-1-yl-butyl)-
52-26 phenoxymethyl]-thiazol-2-yl}- 466.2 (ESI+)
benzamide




10

15

20

phenoxynet hyl ] -thiazol-2-yl} benzam de
4-Methyl -N-{4- [ 4- (4- [ 1,2,3 ] triazol-l 52-14

W beobwsdrhy - phenoxynet hyl ] -t hi azol - 2-yl } - 448. 4p(EBP20)5/012445

benzam de 2,5-Difluoro-N-{4-[4-(4-] 1,2,3]triazol
52-15 1-yl - butyl)-phenoxynet gyl ]-thi azol -2- 470.3
(ESI+) yl}-benzamde 2-Chloro-N-{4-[4-(4-] 1,2, 3]
triazol -1 52-16

yListofiReferendeenoxymet hyl ] -t hi azol - 2-yl }- 468.3 (ESI +)
benzarri de 2,3-Difluoro-N-{4- [4-(4- [ 1,2,3] triazol
52-17 1- butyl) henoxynet hyl ] -t hi azol -2- 470. 3
(E@Ielgyl yngﬂ }bmgrmdp deA., Onpology @ (Qupml. | U20A2)[6-16 2, 3]

tBésﬁﬁoﬂU ' etyall é %?t Proc Res Dev 4 20005 427-435

tgqu @098@%? w%\e%:,z e fQ Igélolr;lmuno 8 20935 Soia > ™)
3E1®11|2¢(De714 quoro N-{4 [4-(4 52-19

s R T aobeion 86 a0l 2 es

2He6n 04875 8., PG/, ERZOOS P12 ResearddFBx DExdophento(2001) 37-44

s Rl i S

phen &8 rfisehyt po ﬁ]halzloﬁoczl?ﬁ @20@1) B49-525¢ ESI +)
t RhsoHOWO RH BMWk@\%kZ axdeondiédrds-(Rudpll ) Redody 1744 (4- [
Stah1313 lt-Ir Iané Q/\’ermuth G., (editors), Handbook of Pharmaceutical Salts, Verlag
Helvetica Chimica Acta (VHCA), Ziirich, (2002)
Wilks, A.F., Progress in Growth Factor Research 2 (1990) 97-111
WO 01/77107
WO 03/031442
WO 03/059907
WO 98/03505
Wright, C., et al., Br. J. Cancer 65 (1992) 118-121
Yarden, Y., and Ullrich, A., Annu. Rev. Biochem. 57 (1988) 443-478



10

15

20

25

30

52-21 1-yl-butyl)-phenoxynet hyl]-thiazol-2- 490.2
(ESI+) vyl}-benzam de 4-Difluoronmethoxy-N-{4- [4-(4

WG 2008853718 2, 3] tri azol -1-yl -butyl)- 500.2 (ESI H)CT/EP2005/012445

phenoxynet hyl ] -thiazol-2-yl} benzam de
3,5-Difluoro-N-{4- [4-(4- [1;®3] triazol 52-23 1

-yl -butyl)-phenoxynethyl] -thiazol - 2 470. 2 (ESI +)

yl } - benzam de 2 FI uor o 4- 4-

1,2,3]triazol-1-yl 52- .24'\%’4‘3‘“[(5llall

butyl) - phenoxyrret hyI ]-thiazol-2-yl}- 452.1 (ESI+)
benzam dgmsdsild! - [ 1,2,3] triazol-1-yl
52-25 but y?o Cn%%grf'\hrét%fo'l[ “lg‘ﬁi azol -2-yl}- 452.1

(ESI +) benzam de 4-Fluoro-3-nethyl-N{4-[4-(4- 52-26
[1,2,3]tgd azol - Rlyl -butyl)- 466.2 (ESI +)

phenoxynet 13 -thiazol -2-yl} benzam de WO 2006/ 053778
PCT/ EP2905 A -64- List of Refernences Basel ga,

J., an Q L. A, Oncolo 2 1) (2002)
6-16 Bastin; A,\Xat [ ., / Res. Dev. I\fL
(2000) 427- 435 Cha and Shaw, A. S mN

| munol . 8 (1996) 39W——4N1 5 EP 1 270 571 Han, S. -'X,_
and Kim Y.-A., Tetrahedron 60 (2004) 2447-2467

Herm tage, S.A., et al., Oganic Process Research &
Devel opment 5 (2001) 37-44 fokaukgn et al ., Ann.
Reports in Med. Chem, 1989, Chpt. 13

wherein

R'  ishydrogen,
halogen,
nitro,
-SFs,
-O-alkyl,
-5(O)p-alkyl,
-S(0).NH,,
-5(0),;NH-acyl,
-5(0),NH-heteroaryl,
-NH-alkyl, or
alkyl, all alkyl groups being optionally substituted once or several times
with halogen;

n is0,1or2

R* s hydrogen; or alternatively
R' and R? are

adjacent and together with the carbon atoms of the

phenyl ring to which they are attached form a 5 or 6

membered heterocyclic ring;
R® s hydrogen, halogen or nitro;

R* s hydrogen or alkyl;
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Lee, C.B., et al., J. Am Chem Soc. 123 (2001)
5249-5259 10 Ranson, M, and Sliwkowski, M X ,

wenmehsygys 63 (suppl . 1) (2002) 17-24 Stahl, P.rPEI/EPBN012445

Wermuth, G, (editors), Handbook of Pharnaceuti cal
Salts, Ver | ag HeI vetica ChinP&a Acta (VHCA), Zurich,
(2002) W ks, Progress in G owh Factor Research

03l 3298%793#%9!‘%@%}.*8@%5@%@ &3 e -ClGcal-

Cancer 65 (1992) 118-121 Yarden, Y., and Ulrich, A,

Annu. WRev.jsBopcham 57 (1988) 443-478 20 WO

2006/ 778 PCT/ EP2005/ 012445 -65 Patent Clains 1. A
compoulid d8cHrdir Ry UclteErtvela |, RR R Ra 3 RA ~NO

NN N W-Wib-$-psqula |, wherein R is hydr ogen,
hal ogen, ini_éﬁg, CJ{O -SF5, -0-alkyl, -S(O"-alkyl,
- 3(0) g‘ﬁl'Hz S »an

all pharmaceutically acceptable salts thereof.

2. The compounds according to claim 1, wherein

R* s hydrogen.
3. The compounds according to any one of claim 1 or 2, wherein

R' s chlorine;
-O-alkyl;
-S-alkyl
alkyl, all alkyl groups being optionally once or several times substituted
with fluorine;

R* s hydrogen; and

R® s hydrogen or fluorine;

4. The compounds according to any one of claim 1 to 3, wherein
A is -NHC(O)- or-N(alkyl)C(O)-.

5. The compounds according to claim 4:

2-[4-(4-[1 ,2,3]Triazol-1-yl—butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-chloro-phenyl)-methyl-amide;

2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(2-nitro-4-trifluoromethyl-phenyl)-amide;
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20

-S(0) 2NH-acyl, 15 -S(0) 2NH heteroaryl, -NHal kyl, or
al kyl, all al kyl groups being optionally substituted

wonme/oss77several tinmes wth hal ogen; n is 0, PCDEPR05/012445

20 R2 is hydrogen; or alternatively R and R2 are
adj acent and together with th® tarbon atons of the
phenyl ring to which they are attached forma 5 or 6

' I N9;,. R3 i , hal ogen
A A L g s e A
PCT/ ER2608)r0phanf)-anbde; A is - NHC(O) -; - C(O) NH-; _
-N(al kyl ) (O - or -C(ONCalkyl)-; Vis -CH; and Wis
-S- or_-0-; or alternativel 5Vis -S; and Wis
- CH; Qah*d(‘la[M)Z’Waiaﬁ@lcbmkb@ta%mhea@wmthw-exeszalemcarboxyhc acid

t her eq-difl@rohlehyRQIROAMIenARGRfM, Ng to claim 1, _
V\,hereiqn 110 r%4 isyrsﬁydrogenl.]ﬂ%. The conpounds accordi ng

to any one of claiml1 or 2, wherein R 1is chlorine;
- 0- al k2y[4;—(4-H&-@]I'Ik'yilzol-1-yl-butyl)—phenoxymethyl]—oxazole—4-carb0xy1ic acid
(4-trifluoro-methoxy-phenyl)-amide;

2-(4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-trifluoro-methylsulfanyl-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(3-chloro-4-fluoro-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-trifluoromethyl-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-chloro-2-fluoro-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-difluoromethoxy-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(3-trifluoromethyl-phenyl)-amide;

2-[4-(4-(1,2,3] Triazol- 1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-chloro-3-trifluoromethyl-phenyl)-amide;

2-[4-(4-] 1,2,3] Triazol-1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
methyl-(4-trifluoromethoxy-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-nitro-2-trifluoromethyl-phenyl)-amide;
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15 al kyl, all alkyl groups being optionally once or
several tines substituted with fluorine; R2 is

whyasosEens and R3 is hydrogen or fluorine; 4. ACEEP2005/012445

conmpounds according to any one of claiml to 3,

wherein 20 Ais -NHC(O- orefN(al kyl)C(O-. 5. The
conpounds according to claim4:

2-[4-(4-11, 2, 31Tr|azol 1-yl -butyl)-phenoxymnet hyl ] - oxaz

ol e- &2-t4f bbkyBi Briazol-tyl-butybhplemoxphethyl] thirealergh caghrixgle acid
2-[ 4- 4tr{ﬂuorometh lphen )-amide;
1,2,3]Triazol -1- § Yyl) phenoxynet hyl ] - oxazol e- 4- car
boxylic acid 25

(2- ni 2941 0j3] TroR0BA-but )P%Iﬁém mély1)8hia¥¥e-4-carboxylic acid
2006/?5%%78 ﬁgT/ P20n2301514 -2% gﬁ?4-(4-[
1, 2, 3PPy YIaNY Sy | ) - phenoxynet hyl | - oxazol e- 4- car
boxylic acid (4-chloro-phenyl)-am de;

2-[4- 4£ iﬁlk%é?Q%ﬂfﬁAz@F? yl- Ibux}l) MQm%ﬁTQKM%E qy(!alboqeﬁ}gaad

ol e-

(4-di ¢4 Uélwn@pﬁypmphgwy)ra:menw )-am de; 5

2-[4-(4-[1,2,3] Triazol -1 -yl -butyl)-phenoxynet hyl ] - oxaz
?|4_e£ fé-ﬁ?—&%—ﬁ)g,_g%f%%)%b?ﬂh—gﬁgyﬂ)yp}éﬁﬂo&gpethyl]—oxazole-4—carboxy1ic acid
2- [ 4- (Y6-HikhRyr3]phenydzamide; yl - but yl ) - phenoxynet hyl ] - oxaz

ol e- 4- carboxylic acid

(4- tr hen

2. 4 %’ C;E g)' %Xr}ll%tﬁgll]lo xherEet* ﬁyclajbox%hc acid
ol e- 4 B I%e%%

(3-ch

Ioro 4-f| uoro- Ehen¥ ) - am de;

[ 4- 244{(4;[2.23] Tridzak biyl-buiyl- phanpkympthuh oxyrade-Hyd thasyligacid
| e- 45&969Qﬂﬂhk61§9!%nd@
4-trifluoromet hyl -phenyl)-amnide; 2-[4-(4-]

,2,3] Triazol -1-yl-butyl)- phenoxynethyl]-oxazole-4-car
oxyl quumi d,2 3@%&!@1 er%atyfl)l plidroxphethyl] Joxarilele; calfoxylic acid
[4 b 2k3 Tr| -butyl) - phenoxynethyl] oxaz

e- 4 Ca y gn 4 d
u

I
| uor onet hoxy- phenyl) am de;
2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid

2-
o
(
1
b
2-
o
f

(2,4-difluoro-phenyl)-amide;

2-[4-(4-[1,2,3]Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid
(2,2-difluoro-benzo|1,3}dioxol-5-yl)-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid
(4-(thiazol-2-ylsulfamoyl)-phenyl)-amide;

2-[4-(4-[1,2,3]Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid
[4-(5-methyl-[1,3,4]thiadiazol-2-ylsulfamoyl)-phenyl}-amide;

2-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazole-4-carboxylic acid
[4-(5-methyl-isoxazol-3-ylsulfamoyl)-phenyl]-amide;
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2-[4-(4-]
1,2,3]Triazol -1-yl -butyl)-phenoxymet hyl ] - oxazol e-4-car

whoeooghsw7aci d (3-trifluoromnethyl - phenyl) - am dBGT/EP2005/012445

2-[4-(4-[1,2,3]Triazol-I-yI-bgtyl)-phenoxynethyl]-oxaz

ol e-4-carboxylic acid 20 ~ 92
(4-chloro-3-trifluoromethyl-phenyl)-am de;

2[4 (414 14-1 B2 31O B0 Bt QM8 BRSSP IV Ao 0X2 g
met hyl Yeasetyisukarmey!ahenidemighenyl ) - ani de;
2-14-(4-11,2,3] Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz

ol e- 4- Lg. acid 4-nitro -2-trifluoronethyl

- pheny"ic‘f‘{‘g‘?'rf Pé%% Z@Ob@'&'bﬁ@?ﬂﬁlePW@hﬂb@K&DM@;ﬁarbﬂﬁﬁic acid
2- [ 4- ((4-Yromo-2-fluoro-phenyl)-amide;

1,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ]-thi azol e-4-ca
rboxylic acid (4-trifluoronethyl-phenyl)-am de; _

2- [ 4- (414-(4-1, B} Miriaaglel -*/llbtydyl)hﬂienb&mﬁﬂmﬁp&ymtehzy-kirgbmm acid

zol e- %V acH -.ghl or o- phenyl ) - am de;
2-1 4- ﬁzgﬁ(’?‘g?}s{%@@%ﬁq’ﬁfga;‘/f’l"?g’ut yl) P pheﬁoiymet hyl ]-thia

zol e- 4-carboxylic acid

(4-tr i2kJaior pnEs ]H@Pé)z’olm%ﬂydt}lagjrflﬂggmeﬁ}%l?bia‘%b{e- -garhoxylic acid

1,2, 3] Jrd azol,-1-yl -butyl) - -0Xxazo
boxylﬁ%'ggﬂag*FggéﬂﬁPg%F%Fﬁsphenyl) -am de;
2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz

ol e- 4-car hoxy i6.acid 10 (.2, 4-di chl ar o- phenyl ) - ani de;
> 4- 2(24-.@[ & @:jej]%‘?%*zlgﬁ s st Rk Fpbowds acid
ol e- 4 ¢anasbslsulianylaghedy) worido [ 1, 3] di oxol - 5-yi - ani de;
2-[4-(4-11,2,3]Triazol -1-yl -butyl)-phenoxynet hyl ] - oxaz

ol e-4-carhoxylj.c acid 15 (3, 5-difluoro-phenyl)-am de;

2-[ 4- 821@[@:é;zﬁ]%Flf‘%{%ﬂrylﬁwﬁ-@bergﬂxynwﬁyﬂewmlemu]rbmﬁz acid
ol e- 4{&flubaxyimeh@dqitdnyl{-3nfdddi f | uor o- phenyl ) - am de; 2-
[4-(4- [ 1,2,3]Triazol-1-yl-butyl)-phenoxynet hyl ]

- oxazol e-4-carboxylic acid (2,2-difluoro-benzo [ 1, 3]

di 0X0|2=[5=(§’r[)1r2&§dfi[‘ d@Z,OI-219}’1-butyl)—phenoxymethyl]-0xazole—4-carboxylic acid

2-[4-(44&4b3mﬁbﬂéi ;ﬁkkkfyl-butyl)-phenoxynethyl]-oxaz
ol e-4-carboxyl I ¢ aci

2-[4-(4—[].,2,3]Triazol—]—yl-butyl)-phenoxymethy]]-oxazole—4-carboxylic acid
" p-tolylamide;

2-[4-(4-[1,2,3]Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
methyl-phenyl-amide;

2-[4-(4-[1,2,3]Triazol- 1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-fluoro-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol- 1-yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(4-fluoro-3-methyl-phenyl)-amide;

2-[4-(4-[1,2,3] Triazol-1 -yl-butyl)-phenoxymethyl] -oxazole-4-carboxylic acid
(2-fluoro-phenyl)-amide;
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(4-(thiazol -2-yl sul famoyl ) - phenyl ) -am de; 2- [4-(4-
[1,2,3]Triazol-1-yl-butyl)-phenoxynet hyl ]

W0 oooapsi7es 4- car boxylic acid [4-(5-methyl- [ 1PGr/B#2005/012445

t hi adi azol - 2-yl sul fa noyl )-phenyl] -am de;
2-[4-(4-11,2,3]Triazol -1-yl -put yl ) - phenoxynet hyl ] - oxaz

ol e-4-carboxylic acid 25

[4-(5-met hyl -i soxazol - 3-yl sul f anoyl ) - phenyl ] - am de; WO
2006/ DH8T441,PGTTH:R2AD 041-b 1B 44phenogemethjld-oxdzdle-4-carboxylic acid
1, 2, 3)aT, I yl) - phenoxynet hyl ] - oxazol e- 4- car
boxyl%%ﬂggﬁghm%%yggﬁgélsulfannyl phenyl) -am de;
2-[4-(4-[1,2,3] Triazol -1-yl - butyl) - phenoxynet hyl ] - oxaz

ol e- 4y (P@f(‘b-?l(,y 130 Eridel-4-yl- butyl) phenox%methyl ]-oxazole-4-carboxylic acid
(4-br uoro-

|[44%ﬁRT3921§FﬂD’£ gﬂthVP *but yl ) - phenoxynet hyl ] - oxaz

e- 4-carboxylic aci

3-fl = 2= | - phenyl ) yam de;

Lo ’f-i%i-?‘ﬁ k???ﬁgg?ﬂif%%ﬂ%%nym gyl fisriboglicacd

| e- 4t4cmretoxyiphenydhohide;

4-fluoro-3-nitro- phenyl) anide

[4-(4-]1, 2, BﬁTrla zol - Y phenoxynet hyl ] - oxaz

|4 e-4 ﬁﬁgﬂ}%ﬁ "Erj:g@;jé y}jé—@u ) p}(ljenoxymethyl] -oxazole-4-carboxylic acid
me ) £h am de,

[[4454 [g 5 ??T#szgl f yl - butyl) - phenoxynet hyl ] - oxaz

e- 4-carboxylic aci

4- f | 444441284 ydzophemplu)d apha@xymethyl]-thiazole-2-carboxylic acid
[4 [ 1-yl -butyl)-phenoxynet hyl ] - oxaz

| e- 4‘€g?é 9@$%D2§& L (4-tert-butyl -phenyl)-am de; 15
[4-(4-1]., 2, 3]Tr|azol ]-vyl- butyl) phenoxynet hyl ] - oxa

ol e- 41428 TRaRL1-bR ;(A@thlh le-2-carboxylic acid

[ 4- Ei ? 5 M? r?az q,ibgn phengk?ﬁgfhy??-%?géaa

2%H S’/‘PF O&P MYret'RAC

[ 4-

ia

ac

[ 4-

I nyI am de;

(4-11.
r IZ%_[4_%6 FLZ[%PL?}I )ole %%?ﬁﬁeh%&m%?ﬁ qh 67853 apl%%inl: acid

e-
(4pgrta <3P$ﬂ®aﬂdﬂwmy-hnb¢¢yl) phenoxynet hyl ] - oxaz
| e-4-carboxylic acid
4-fl uor o- 3- net hyl - phenyl ) - am de
6. uhe compounds%ccordmg){o any one of clalms 1 to 3, wherein

A is -C(O)NH- or- C(O)N(alkyl)-.

2-
o
(

2
o
(

2-
o
(

2
o
(

2-
o
2-
Y4
2-
o
2-
T
C
2-
o
(

7.  The compounds according to claim 6

N-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-3-

trifluoromethyl-benzamide;

N-{4-[4-(4-(1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-4-

triffluoromethoxy-benzamide;

4-Chloro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-
yl}-benzamide;
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2-[4-(4-11., 2, 3]
Triazol -1-yl -butyl)-phenoxynet hyl ] - oxazol e- 4-car boxyl i

W@ 2@608877¢ 2- f | uor o- phenyl ) - am de; WO 2006/ 053 70@I/EP2005/012445

PCT/ EP2005/ 012445 -70 2- [4-(4-H

,2,3] Triazol -1-yl -butyl)-pheppxynet hyl ]

-oxazol e-4-carboxylic acid (3-fluoro-phenyl)-am de;
2-[4-(4-11,2,3]Triazol -1-yl-butyl)-phenoxynet hyl ] - oxaz
ol e- 44-CGhildrox3rlieroaldi{d-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -

3-fl - phenyl ) -am de; 5
(2[4 iglﬁﬁéﬂ&u%g%r-?/-gu butyl ) - phenoxymet hyl ] - oxaz

ol e-4-carboxylic acid (4-metho)cy-phenyl)-amn de;

2- [ 4- ﬁ& Ibllm%r&NTM ?4291 t1,2, ¥]tril ML91 b‘ﬁ%ﬁ)ﬁﬁl’f&ﬂ&?ﬂwﬂyﬂ V% 0l-

ol e-4 -car oxy i ¢ aci (é 4-di fI vor o-phenyl)

4-1 4- %ZY [ enZafB]dFrl azoI 1-yl - butyl) - phenoxynet hyl ] - t hi a
zol e-2-carboxylic acid 10 (4-chl oro-phenyl)-am de;

4- 4- ( 4 - :

T bt P - LRl ERle SO IprT R sl 3
r boxy¥l}-@-afludrongethylrbehkaroidenet hoxy- phenyl ) - am de; and
4-14-(4-11, 2, 3] Triazol 1-yl -butyl)-phenoxymethyl]-thia
zol e-2-carboxylic acid

(4- peﬁthwr@oNdédl‘lf(ér{;lll%iﬁwyl }-yhhtigb-phegoxymethd]-thiazol-2-

conpoyngsnamaasdi ng to any one of claims 1 to 3,

wherein Ais -CCONH or- C(ON(alkyl)-. 7. The

conmpounds according to claim6 N{4- [4- (4 [

1, 2, 3p-Trhlemel-flliotu-Nbjdt (- (4~ [atieslockazob i fyf-blityl)-phenoxymethyl] -

it4h|(2 Olzo¥2y)ll]}Benza1Inrclfl uor onet hyl - benzam de; 20 N-{4-
,2,3] Triazol -1-yl -butyl)-phenoxynet hyl ] -thi azol -2-yl}

- 4- t t > a -
I R e

yl}-b PspaideD 2006/ 053778 PCT/ EP2005/ 012445 - 71

2-Chloro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-
yl}-benzamide;

2-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-
yl}-6-trifluoromethyl-benzamide;

3-Chloro-4-fluoro-N-{4-{4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -
thiazol-2-yl}-benzamide;

N-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-4-

trifluoromethyl-benzamide;

4-tert-Butyl-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-
yl}-benzamide;

4-Difluoromethoxy-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl}-
thiazol-2-yl}-benzamide;
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4-Chloro-3-fluoro-N-{4-[4-(4- [1,2,3] triazol- 1
-yl -butyl)-phenoxynethyl] - thiazol-2-yl} -benzam de;

W®20b6530M oro- N-{4- [4-(4- [1,2,3] triazol- PCT/EP2005/012445

1-yl - butyl)-phenoxynet hyl] -thiazol- 2-yl}-benzam de;

5 2-Fluoro-N-{4- [4-(4- [1, 278}

triazol -1-yl-butyl)-phenoxynethyl] -thiazol-2- yl}
-4-trifluoronethyl-benzam de; 3-Chloro-N-{4-[4-(4-

[ 1, 2, & NitrorN-d2-a#~(4-[y2,30utagol) I-plakeutph yphe b oxpinjethyl] -thiazol-2-yl} -

-thia | }- benzam de;
4- Chl %%ga%lcwuoro N-{ 4- [4 (4- [1,2,3 ] triazol- 1

-yl -butyl)-phenoxynet hyl] - 10
thi azgh- [Qiﬂﬁl)r}o Nepng;n@dﬁ,’z ﬂtﬁ@bhl’ly‘l 'Nufy‘ﬂ){; rﬁ)&gmktlliy@»tﬁlakol—

triazol - 1- yl phenoxynmet hyl'] -thiazo
yl}- beHYRAERMISE Chl or 0- N-[4- [4- (4- [ 1,2,3]
triazol -1-yl-butyl)- phenoxyrret hyl] -thiazol -

yl } benza 4-
tri azgjl {él fE (Iql [01, ,g’[zla lobul}l-léﬁhf%oxygrhet}g[l% hl%ZOl 2|yl]} 4-

- 6- trtrfﬂuwmronlbvhyllfarty hmm@e 3- Chl or 0- 4-f | uor o- N- { 4-
[4-(4- [1,2,3] triazol-1-yl-butyl)-phenoxynethyl] -

t hi azol m de

Lo S arol- g Ly begl sttt Al pepoxymethyll-thiszol.2-
-t h| a;lq)lbegzayﬁl}ieﬂ 20 trifluoronethyl -benzam de;
4-tert-Butyl -N-{4- [4-(4- [1,2,3]

triazol -1-yl-butyl)-phenoxynmet hyl] -thiazol-2-

yI } - b2 aZdifludss-behzl 1,3 |donolei -hakyxiicfadid[{4-[# 44f[1,2,3]triazol-1-

(h ot ST PR B

PCT/ EP2005/ 012445 -72 4-Nitro-N-{4- [4-(4- [1,2,3]

triazgkh: IjrﬂYlbr(bNLM P4‘ WFIQ?\,I_K%%%FEL)% Ll‘r)u(')h‘) ﬁK&Jo‘x?m)é{h}yl' -thiazol-
uor o-

benzam
tri azgﬂyﬂ b?ﬂzaIBlf?yl ) - phenoxynet hyl ] -t h| azoI

2,3-Difluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-
2-yl}-benzamide;

3,5-Difluoro-N-{4-[4-(4-]1,2,3] triazol-1 -yl-butyl)-phenoxymethyl]-thiazol-
2-yl}-benzamide;

2-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-

yl}-benzamide;

3-Fluoro-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-

yl}-benzamide; and

4-Fluoro-3-methyl-N-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-
thiazol-2-yl}-benzamide.

8.  The compounds according to claim 1, wherein

R*  is methyl.
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2-yl}-benzam de; 5 N-14- [4-(4- [1,2,31
Triazol - 1-yl - butyl) - phenoxynet hyl] -thiazol-2-yl}-4-

wo paobhssoromnet hyl sul f anyl - benzam de; PCT/EP2005/012445

4-Cyano-N-{4-[4-(4- [ 1,2, 3]

triazol -1-yl-butyl)-phenoxyngthyl] -thiazol-2-

yl }-benzam de;

2, 2- Drfl uor o- benzo[ 1, 3] di oon e-5-carboxylic acid
(- [ aThecqmpongs pcprding tq daimgB:y| - byt yI ) - phenoxynet hyl |
-thiazol -2-yl}-amde; 2,5-Difluoro-N-{4- [4-(4-]

1,2,3 ri.azol = | -yl-bui noxymet h i azo

2. g1} e (3 aaR e B R R mlec ol +-
t ri az@rbdxylit adidi{4¢tr)flypnemethylvphdnyl )} amidej azol -

2-yl}- benzarri de; 15 3,5-Difl uoro- N-{4- [4-(4- [1,2,3]
triazol - yl - but¥l ) - phenoxynet h -t hi azol

2-yl }2ﬂéﬁ\£athi>’]d‘é—(4i BBliviagelN-ylbu lﬁmo@mem@]] oxazole-4-

i Vi 1] -thiazol - 2-
y{l}agéealrrmbzoé‘lyrr{ %{f@gﬁ PIbr PR iﬁ}dgy& (1 2 3]

triazol -1-yl-butyl)-phenoxynethyl] -thiazol-2- 20

yl ?2 g@ﬂzam:tﬂgll 4-4041,33 Rridpila- ﬁé R lfﬁér?gfﬁb){yﬂ‘ret}[ﬂ] - ftzble-4-
z - X -
th| az%l ‘fac}l aaﬁghlgmn?%eé')yl)sa 1!%ﬁeycon'pgunds accor di ng

to claim 1 wherein R4 is nethyl. WO 2006/ 053778

PCT/ Ep3 Q@étﬂ%lzﬁfi ]hZE?trlgmlT ?&Hgﬁ’%?%@ S RAEAONGofes-

r‘razo
-yl - Bt ylic pbifoteyinosemgthyl-Phsesioieides  car boxyl i ¢

acid (4-trifluoronethyl-phenyl)-am de; 2-

[ 3-Me I+ 45 (4= . _

et et AP T) 2 b rdcr-Pheseyrctmdl-thipsole-s

car boxyhoixgliaaidl(4 d ofokplenyl) hemidk;)andni de;  2-

[3-|\/bthy| 4-(4- [ 1,2, 3]

triazol -1-yl -but &/I? ghenoxyrret hyl ; - oxazol e- 4-
2-[3-Methyl-4-(4-1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazole-4-

carboxylic acid (3-chloro-phenyl)-amide.
10. A process for the manufacture of the compounds of formula I , wherein

a)  the compound of formula V

HO)\’/ Q>_/ @LL

formula V,

wherein R*, V and W have the significance given above for claim,

is reacted with a compound of formula VI
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carboxylic acid (3-chloro-phenyl)-am de; 2-
[3-Methyl-4- (4- [ 1,2, 3]

w0 ooadsd77d - yl - but yl ) - phenoxynet hyl ] -t hi azol e-BeT/EP2005/012445

carboxylic acid (4-trifluoronethyl-phenyl)-am de; 10
2- [3-Methyl-4-(4- | - 74 -
1,2,3]triazol-1-yl-butyl)-phenoxynethyl] -thiazole-4-
carboxylic acid (4-chloro-phenyl)-am de; and 2-
[3-Methyl -4-(4- [1, 2, 3]

triazol -1-yl-butyl)-pheng yl'] -thiazol e-4-
carboxylic acid (3-chl ofo | )-api de. 10. A process
for the manufacture of the of formula I

wherein 15 a) the conpound oﬁafqrnula VR OHO

~l-rr N}--/ OVFWNN formula VH wherein R4 , V and W
have the significance giv%p above for claim 20 is
reacted with a conpound offorBpkila vi WO 2006/ 053778

PCT/ EP2005/ 012445 -74 R R2 Rs Ra H formula VI,
wherein R, R2, R3 and R5 have the significance given
above for wWhereimRa, R% R® 5nd B hiveaht kignifiesee glvieM @bove for formula
compound qf formula la; O4

to give the respective compound of formula Ia;

Rz R1 o ] R4
s oY
R ’\{ 5 V\C\/)V _@\—\\ N=p
R N\%

formula la

wherein R', R%, R?, R? and R’ have the significance given above for
formula I;

b)  said compound of formula Ia is isolated from the reaction mixture, and
c)  if desired, converted into a pharmaceutically acceptable salt.
11. A process for the manufacture of the compounds of formula [ , wherein

a)  the compound of formula IX,

R4
”ZN‘({?J O@\ Nsy
5/ N/\7/

formula IX,

. 4 . .
wherein R" has the significance given above for formula I;
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SRz R NNORRRs VONNON formula la 10 wherein
R, R2, R3, R4 and R5 have the significance given

w@abweesies formula |; b) said conpound of forpait/BEP1085/012445

is isolated fromthe reaction m xture, and 15 c) if
desired, converted into a phaffraceutical |y acceptable
salt. 11. A process for the manufacture of the

compounds .0f faonrmul a | wher ein t he conpound of
fo:rpnul a l X?Ieﬂ&tedﬁ‘ﬁhz“ﬁﬂ“}mnwm@u formul a | X,
wherein R4 has the significance given above for
formula |I; WD 2006/ 053778 PCT/&HP2005/ 012445 -75 is
reacted with a conmpound of la X R R20O R3 H
formula X, wherein R, R have the significance

ﬁ*r
gi ven above for formula ,o gicye the respective
conpound of formula |b; R2Z RA\R @]

3
R OH

formula X,

wherein R!, R%, R? have the significance given above for formula I,

to give the respective compound of formula Ib;

R R'
R3
O
Rs/N\fN R* N/NQN
S\/)_—\O < > / =

formula Ib

wherein R, R%, R? and R* have the significance given above for formula
Iand R’ is hydrogen;

b) if desired, compound of formula Ib obtained in a) is further reacted
with a suitable alkyl halide to give the respective compound of
formula Ib; wherein R is alkyl.

¢)  said compound of formula Ib is isolated from the reaction mixture, and

d) ifdesired, converted into a pharmaceutically acceptable salt.



RS"N,NRA N'"NN SX~ Ofornmula Ib wherein R, R2, R3
and R4 have the significance given above for formula
wo 2@6058R38 | s hydrogen; 10 b) if desired, conpoR@EP{005/012445
formula |'b obtained in a) is further reacted wth a
suitabl e al kyl halide to givé7?he respecti ve conpound
of fornmula Ib; wherein R5 is alkyl. 15 ¢) said
coppouprd a iS.isolated. fromthe reaction
i . P el Bl el Binecint i omare compounds as
phar me€@iiedcial pyy ave eftthbldisal t to \WX806 GG87 BRarmaceutically
PCT/ EPZQ6R4K1d éddpients.76 12. A pharmaceuti cal
conposi tion, containing one or nore conpounds as
clainmed in any one of the clains 1 to 9 together with
phEY. mak qibaiadebitical *6£PBSIEBA Q&¢I @NUSim %@ fo i]phibition of
phar ."atﬁlﬁ-g&r' (r:cgavl,thconp03| tion according to claim or
the inhibreionof 5 tunor growh. 14. The use of a
compound in any one of clains 1 to 9 for the treatnent
of 14. cange . Of conpound i.n _apy. one of
cllzfi nms 1 ‘tﬁsg 39{5 SC;J- ? ﬂlgr?(rﬁﬁnnﬁ?ggfl br Cgafms cloﬁ‘)rg;‘bro i fhgptment of
medi cd#Bff's for the inhibition of tunor grow h.

15. The use of a compound in any one of claims 1 to 9 for the manufacture of

corresponding medicaments for the inhibition of tumor growth.



