Benzoxazi ne and Qui noxaline Derivatives and Uses This invention relates to
substituted benzoxazi ne and qui noxal i ne conpounds of fornmula I : or

phar macewocaddop2mmecept abl e salts thereof, 5 wherein: APCITEP200§0102X%0 i S
-CH2- or C=G Yis Oor NRa wherein Ratis hydrogen or alkyl; kis 1 or 2; O
mis fromO to 3; each Rl is independently hal o, alkyl, haloal kyl,

het er oal kyl , al koxy, cyano, - S(Oqg- Rb, -C(=0O-NR cRd, -SO 2-NR cRd, -N(R
e)-C(=0-Rf, or -C(=0-Rf, where gis ' from0O to 2, Rb, Rc, Rd and Re
each independently is hydrogen or alkyl, and Rf is hydrogen, alkyl, alkoxy
or hydroxy; 15 R2 and R3 each independently is hydrogen or alkyl, or R2 and

R3 together wi thhdokalegiratian, deRMmdrufabieand ey addifirAblatRadhsamy forma
carbocyclic ring of four to six nenbers; R4 is a group of the fornula ; Z

is abond, -(CO-, or -S®@-; Onis fromOto 4, pis O0or 1; RS and R6
each i ndepefieptdsgnti imvintthmogdatento abkyllinddadiRrvaings, R ﬁ@@d}behmﬂﬁp@leiﬂené ly is
hydr ogen, (C= Nl;‘gg . o R ~§7B&F\’ wherei n RS an
Rleach ind?ﬁllé%%%%t%l Feypﬁgnﬁ%aroggﬁo%ﬁ ¥\ (kn(sl , orﬁn. aeﬁnd:‘mﬁgtﬁlf %gﬁréatnllf_gar&{het h the
ni trogen t oasiFallcas thewesg ofthesacqmpoisuls papharoreewicilluactive pgeator si xmenber ed
ring that optionally includes an additional heteroatom selected from ﬁ E
and S, or ope of RS and R6 together with one of R/ and R8 together wth the
at ons 2t 0 whi ORI HEPsige @n&fﬁségﬁg@ A3y se Sherp OﬁP}‘ﬁ@Z%?OHfoJthSﬂ_r§§1§¥ufﬁéﬂbers; as
wel | as phavarboeyirbtitsl jhvabee pihattleeregalatisn tdfeediofroaant a8iS dffedér@Rtion

compost 1 ongy ks i ELgAk %1 FRESPREALLR QbodTi FATBALS 2RO Tt hods o
Shaw, A.S., Curr. Opin. Immunol. 8 (1996) 394-401). Such PTKs can be divided
into receptor tyrosine kinases (e.g. EGFR/HER-1, c-erB2/HER-2, c-met, PDGFr,
10 FGFr) and non-receptor tyrosine kinases (e.g. src, Ick). It is known that many
oncogenes encode proteins which are aberrant tyrosine kinases capable of causing
cell transformation (Yarden, Y., and Ullrich, A., Annu. Rev. Biochem. 57 (1988)
443-478; Larsen et al, Ann. Reports in Med. Chem., 1989, Chpt. 13). Also
over-expression of a normal proto-oncogenic tyrosine kinase may result in

15 proliferative disorders.

It is known that receptor tyrosine kinases of the HER-family like HER-2 and EGER
(HER-1) are frequently aberrantly expressed in common human cancers such as
breast cancer, gastrointestinal cancer (colon, rectal or stomach cancer), leukaemia
and ovarian, bronchial and pancreatic cancer. High levels of these receptors

20 correlate with poor prognosis and response to treatment (Wright, C., et al., Br. J.
Cancer 65 (1992) 118-121).

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

25 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

30 compounds as -tyrosine kinase inhibitors.



The actions of 5-hydroxytryptam ne (5-HT) as a mgjor nodul atory
neurotransmtter in the brain are nedi ated through a nunber of receptor

fam | i es woerzoweh3zs0MT1, 5- HT2, 5- HT3, 5-HT4, 5-HT5, 5-HPET/FRna)3H1(487. Based
on a high level of 5- HTI6 receptor mRNA in the brain, it has been stated
that the 5-HT6 receptor may play a rolge in the pathol ogy and treatnent of
central nerve systemdisorders. In particular, 5- HT2-selective and 5-HT6
sel ective |igands have been identified as potentially useful in the
treatment Qf certain CNS disorders such as_Par ki n' i :

Hunt i ngt on' OV&‘?V%gl%eé,e TERRN& 1 NG |SF 858 B%IPP%%Algc‘p%eplFl ég‘%’egﬁt?é%g)% hoses,

epi | epsy, qhspatity suchnpubtiaueddicditiedscressoddogicipr bettes, sohtghityi pred

Al zheinmer's_di s enhanc it nory), sleep disorders,

f eedi ng di§8¥ﬁ%&%i§ﬁ£ a%krgﬁg Qﬁ?ﬁ?oﬁﬁﬁ?ﬁﬁ %gﬁgpobesity, pani ¢ attacks,

akat hisia, attention deficit hyperactivity disorder (ADHD), attention
deficit di Sﬂ{eqﬁése%@gl oM ePEs AWBdmb 6 @A ug: RBuSEfosHel [as cocai ne,

et hanol , nicot’ine an enzodi azepi nes, schi zophrenia, and al so di sorders
associated wth spinal trauma and/ or head injuryzsuch as hydrocephal us.
Such conpounds are al so expected to be of use iR the treatnent of certain
gastroi ntestinal1( )

di sorders such as func nal bowel disorder. See for
exanple, B.L. R ' ) ; ., 1994, 268, pages
D

1403-14120, D. R S , 43, 3RQ-327, AJ.
Sleight et al., NeuretTa : A J. /Selght et al .,
Serotonin I D Research Al ¢ , 115-8. Wil e sone '5-HI6 and 5- HT2A
nmodul gt ors have been disclosed,” there continues to be a need for conpounds
that are useful for nodul ating the 5% i gceptor, the 5- HI2A receptor, or
both. The invention al so provides nethods Tor preparing the aforenentioned
conpounds. The Q% ct nmethods may conprise, in certain enbodi nents:
reacting a conpopnd of the formula dwherein k, m Ar, Rl, R2 and R3 are as
defined herein,Rw th ihyafoggati ng agent of fornula e wherein n, p, R5 and
R6 are as defined hergilggengnd L is a conventional |eaving group as defined

herei nafter, such as for_exanple halo or tosyl; to provide a conpound of
formila f Sl
-S-alkyl, or
alkyl; all alkyl groups being optionally substituted one or several
times by halogen;
15 R? is hydrogen; halogen; alkyl or -O-alkyl; all alkyl groups being
optionally substituted one or several times by halogen;
G is -O- or -5-;
20 Vv is -O-, -NH-, -S-, -S(O)- or -S(O)2-;
W is a single bond, -CHy-, -O-, -S-, -S(0)- or -S(0)s-;
X is =CH- or =N-;
25

ring B is 1,4-phenylene, 1,3-phenylene, 2,5-pyridindiyl or 3,6-pyridindiyl;

and

pharmaceutically acceptable salts thereof.
30



reacting the conmpound of fornmula f with an am ne HNR7R8 wherein R7 and R8
are as defined herein, to yield a conpound of formula g The net hod may
further cwopnées2seduci ng the conpound g to provide a cecparresoiozBor mul a h
The invention further provides conpositions conprising conpounds of formula
|, and the use of the conpounds of forgul a | according to the invention for
t he preparation of medicanments for treating the aforenentioned di seases. The
i nvention provides substituted gui nol i none conpounds, associ at ed

conpositio use there r (o) t hods of
preparat i ogﬁt‘eh‘éorr%%?un ¥ 0? the %ng Iér&r)l?gg S%%v ?QPQ&Y %&eﬁ@ﬁ%ﬁ%ﬁ K

pi per azi nyIssgrtaﬁtngtpfttb‘dasqmdndtemf@mtepcwm@mtm@solsfﬁwlms@mﬂat @b}estﬁaq ﬁfh%eutl cal

conposi tio esd pqn%%ohhﬁfee@lt JoRpduld€s Q)t%ﬁﬁatalt%@thaqeghmett&au eful in
the treat central nervous s stem di seases _and %}?stro&nt esti nal

tract di sor@é?ﬁablﬁl palisypimapHemeis formed 1?r‘t?rﬁ?1§°rHFr§claB§uF9ée ¥4 f8®r por at ed
herei by rﬁfeﬁtﬁﬁsﬁ Jfthé ABbVe- @@ﬁﬁdrﬁayaonwlﬁas, ﬁ%&l@iﬁﬂblﬁe cshtahﬂﬁlg thidne

fol l owing ter used i.n t gselcatlo Fclumtg ﬁ eC|f|c |on and
cl ai ns, hav¥® r&’éﬁ‘q“rﬁ?q‘i‘%ﬁswgﬁ eb‘éﬁ"& €ppe &0 Otuﬁ% as used in
t he speci f i eattiobor pfmtemﬂttm aﬁubmehsdespé@allmf ilitesses am@;disardefscnsnsen'twned "an,"

S her i ce.  WyddiePlothpn &l tr?mcewgeegsbtegﬁ ERRhtherfdifRN Chilet es

ot herwi se. *A36ni st o a co ces e activity of
anot her confsolomg regtal loe@t@pfta@h C@w?@zleﬂ qaya'andre&ﬂsart @%ﬁbm pHCIgatigear or

brancfyed satyrab ediHAOGRERA e BPEGTpokdAS hitlicaesal €l y of carbon and
hydr ogen atons, "having fromone to twelve carbon atons. "Lower alkyl™

refers to an al kyl group of one to six carbon atons (i.e., "G -C alkyl")
Exanpl es of A@'ulséa h@rreﬁi,lﬂﬁe itéted Uedieyl" Biebnah Satupdted, sﬂiaﬁgﬂi chﬁ)m dsrebﬂaylthedet hyl ,
propyl, isopro secs but.yl t.yl yl., octyl,
dodecyl , wﬁydggcgﬁ%égw indng thoma 1st8eci) |f(2’:rgl$l YO GEPYRE t&rjr% bg@a T

exanpl es. " Alettyl,ette/l, mpenpyl, ssopiapghn-tseylu?-dusd, tdefﬂ.l ent hydrocar bon radi cal
of one to six carbon atons or a branched saturated dival ent hydrocar bon
radical of three to six carbon atons .g.,, meth % et hy Q

2, 2- di met hylfesisyalisflegrowp @pwbétﬁetedmmrhwwlo%wsﬁté alogen, it ¥ sEBSfrurea

15 preferably by fluorine. Examples are difluoromethyl, trifluoromethyl, 2,2,2-
trifluoroethyl, perfluorethyl and the like.

The term “halogen” as used herein means fluorine, chlorine, bromine and iodine,

preferably fluorine, chlorine or bromine and more preferred fluorine and chlorine.

As used herein, when referring to the receptor tyrosine kinases of the HER-family
20 like HER-2 and EGFR (HER-1), the acronym “HER” refers to human epidermal

receptor and the acronym “EGFR” refers to epidermal growth factor receptor.

As used herein, in relation to mass spectrometry (MS) the term “ESI+” refers to

positive electrospray ionization mode and the terms “API+” and “API-“ refer to

positive and negative atmospheric pressure ionization mode.

25 Preferably R! of formula I represents trifluoromethoxy, chloro or fluoro.

Preferably the position of R* of formula I on the central phenyl ring is meta to the
position of V.

An embodiment are the compounds of formula I, wherein



butyl ene, pentylene, as well as those which are specifically illustrated by
the exanpl es. "Al kenyl ene"” neans a |inear unsaturated dival ent hydrocarbon
radi cal oWotzems/30503i X carbon atons or a branched sat ur areu/rbeaal0e0280

hydr ocar bon radi cal of three to six carbon atons, e.g., ethenylene
(-CH=CH), 2,2-dinethylethenyl ene, genylene, 2- met hyl pr openyl ene,

but enyl ene, pentenyl ene, as mell as th Se which are specifically
illustrated by the exanpl es. AIkoxy nmeans a noiety of the forrmula -OR,

wherein Ris a aIkyI qﬁrﬁéﬁ i ned herein. Exanples of al koxy noieties
i ncl ude, but are not M v t hoxy, et hoxy, isopropoxy, as well as
t hose which are specifically |IIustrated by the exanples. "Antagonist"”

r ef ers to %I}Ogl&éou%gdf h?al‘}t agé%egi)&lggﬁn&rOfQ&I%ﬁQt %He?&na(:t Ion Of anot her

conmpound o ptor si nmeans nonoval ent cyclic aromatic

hydr ocar bon noi ety consisting of a nono-, bi- or tricyclic aromatic ring.
The aryl groupygan bqsqgt&p@gb y substltuted as defined herein. Exanples of
aryl goletles i ncl ude ut are’ not Ilnlted to, phenyl naphthyl

napht hal enyl phenanthr 1, fluorenyl, de e azulenyl,

oxydi phenyiStillsngthspgmbo qWP@ﬁéaF%HBﬁW Soggﬂ ﬁ&l@ﬂgWZ}ﬁ di phenyl sul fi dyl,
di phenyl sul fonyl , di phenyli sopropylidenyl, benzodloxanyl benzof uranyl ,
benzodi oxyl yl , benzopyranyl, benzoxazinyl, benzoxazinonyl,
benzopi per adi nw, berigapi.perazinyl, benzopyrrolidinyl, benzonorpholinyl,
met hyl enedi oxyphenyl, ethyl enedi oxyphenyl, as well as those which are
specifically.illustrated. by .the.exa i ially hydrogenat ed
derivative§¥# gﬁ? ﬂﬁ %ﬁémﬁ#gg%ngﬁgkOfﬁﬁh#&%?gﬁggg%lcaI wherein aryl
is as defined herein. "Arylene" includes, for exanple, ortho-, neta- and
para- phenyl ene (1 2- phenyl ene, 1, 3- phenylene and 1, 4- phenylene
respd@tlvely) ﬁMM|ch1ﬁhyd%@e@ptlonally substituted as defined herein.
"Arylal kyl" and ' Arau@mgen which may be used interchangeably, nean a

radi cal -RaRb where R%%éﬁygn al kyl ene group and Rb is an aryl group as
defined herein,; phenyl et hyl ,

3-(3-ch|oropheny|) 2 nﬁﬂhﬂj@entyl as wel | as those which are specifically
illustrated by the ex yl" nmeans a
sat ur at ed carbocycllcqgﬂi fﬂﬁﬁgﬁsus??hg%8$5n£ﬁ§?9%§M%98§§%?%Qékﬁgs

Cycl dal kyl can opt|onamkybb@u®mb$tltuted with one or nore substituents,

wherein

R? is hydrogen, halogen or alkyl;

\'% is -O-;
20
\Y is a single bond, -CH,-, -O-, -S(O)- or -$(0),-; and
X is =CH-; and
25 ring B is 1,4-phenylene or 1,3-phenylene.
Still another embodiment are the compounds of formula I, wherein
R' is hydrogen,
halogen,
30 -O-alkyl,
-S-alkyl, or

alkyl; all alkyl groups being optionally substituted one or several



each substituent is independently hydroxy, alkyl, alkoxy, halo, haloal kyl,
am no, nonoal kyl am no, or dial kyl am no, unless otherw se specifically

i ndi cat edwoBr@mpk®s of cycl oal kyl noieties include, butparTEP@s/oll28dted to,
cycl opropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, and the

l'i ke, including partially unsaturated derivatives thereof such as

cycl ohexenyl, cydopentenyl, as well as°those which are specifically
illustrated by the exanples. "Cycl oal kyl al kyl" means a noiety of the
formula -R -R' wher% R .is alkylene and R' is cycloal kyl as defined
herein. "Heteroal kyl "UREHY ghﬁﬁnéikyl radi cal as defined herein wherein one,
two or three hydrogen atons have been replaced with a substituent

i ndependent |y | ect nsisting of -ORa, -NR Rc, and -S(O
NR (where n |s%§n |n?gggh%g% %9&P§Eﬁhjth t he understandi ng that the
poi nt of attachment of the heteroalkyl radical is through a carbon atom
wherekn Ra is hydrogen.oacyl, alkyl, cycloalkyl, or cycloalkylalkyl; Rb and
Rc are independently of each ot her hydr ogen, acyl, alkyl, cycloal kyl, or
cycl oal kyl al kyl ; and when n is O, Rd is hydrogen, alkyl, cycloal kyl, or
cycl oal kyl al kyIW and isheinglk Hondl-CH,-2-0-Rd -B&)ajdadl , cycl oal kyl ,

cycl oal kyl al kyl , am no, acyl am no, nonoal kyl am no, or dial kyl am no.
Represent ati ve exanpl es include, but are not limted to, 2-hydroxyethyl, 3-
hydr oxypropyl , 2-hydrisxH-s aydir oxynet hyl et hyl , 2, 3-di hydr oxypropyl, 1-
hydrgbynethylethyl 3- hydroxybutyl, 2, 3 di hydr oxybutyl ,

2- hydroxy-1 - nmet hyl propyl - am noet h 3-am nopropyl ,
2-nethy|suIfonyﬂ%&gylm1éhPh@%ﬁ®F8ﬁ}ﬁ HﬁFneanlnosulfonylethyl

am nosul fonyl propyl, methyl am nosul f onyl net hyl , nethylanlnosulfonylethyl,
nethylaninosulfonylpropyl as wel | as those mhich are specifically

illustrated_by t ex%nRIes F?teroar ansleIt nocyclic or bicyclic
nonoval ent ¥§6F@ gdymyng gre;t ﬁ&”HP% " %r %654t one aromatic ring
cont ai ni ng one, or three ring heteroatons selected fromN, O or S,

t he remai ni ng r|ng atons being C, with the understanding that the

at t achnent p0|nR of théwﬂenﬁmearyl radical will be on an aromatic ring. The
hetergaryl ring may bg, &%hlgpally substituted as defined herein. Exanples
of heteroaryl noieties I { .are not ted(% i m dazol

oxazol yl, isoxazolyl , -@tigksnigialk #Ee%i)atmayvs UifiedioRs g sever té%? Sazol yl ,
pyrazinyl, t hi enyl bspg@@mh@nyl t hi ophenyl, furanyl, pyranyl,

R is hydrogen;

20
G is -O-;
V is -O-;
25 w 1s -CH;-;
X is =CH-; and
ring B is 1,4-phenylene.
30

Such compounds are for example:

5-Chloro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-1H-

indole;



pyridyl, pyridinyl, pyridazyl, pyrrolyl, pyrazolyl, pyrimdyl, quinolinyl,

i soqui nolinyl, benzofuryl, benzothi ophenyl, benzot hi opyranyl,

benzi m daxol2gés/o3bepzooxazol yl , benzooxadi azol yl, benzot rcazpkgos/010280
benzot hi adi azol yl, benzopyranyl, indolyl, isoindolyl, triazolyl, triazinyl,
qui noxal i nyl, purinyl, quinazolinyl, quinolizinyl, naphthyridinyl,
pteridinyl, carbazolyl, azepinyl, diazépinyl, acridinyl and the like,
including partially hydrogenated derivatives thereof. "Heteroaryl ene" neans

a dival ent heterogryl. radi wher ei n. hetieroaryl i S inad her ein.

" Het er oar yl %E]éw“?fz 4b[é-@%&?AHF%@“@J@BPWP&?@& O%Emggﬂﬁl'r?gﬁg?}gf rllﬁe

"Het er oar yliadelé; i ncl udes, for exanple, indolylene, pyrimdinylene, as well
as those which are specifically illustrated by the exanples. The terns
“hal 0" and "hal ogen", which may be used interchangeably, refgj to a

substit uent6—Flu9m13,~{4cﬂ4l-(dr[d;lﬁtrmgl,-lﬂl-bPWEoPhenPé}’faaqhﬁﬁToxa%ﬁn -abkyl as
defined hergiplel N Which one or nore hydrogen has been replaced with same or
di fferent hal ogen. Exenpl ary hal oal kyls include -CH 2, -CH 2CF3, -CH
2CCl 3, perfluoroal kyl (e.g., -CF 3), and the like. "Heterocycl oam no" neans
a sat gr at edp {409 (ML BI Tridrbl-1 8abutydRphdniorgmethgiirdxazdli2-NH5er N-al kyl and the
remai ni ng rig&ﬁatoqﬁ foEanglalk | ene group. "Heterocyclyl" neans a

monoval ent SHEGFUPEGORG €T99EWSi sting of one to three rings,

i ncorporating one, two, or three or four heteroatons (chosen from nitrogen,
oxygen or sl . l4_l 1 o) - jtuted as
de%ligned her;g_id;h.%r Zaﬁgf%gﬁggé’ggﬁéﬂr%éy}glwﬂ iﬁgti gﬁlﬁ%]ygl %%?ﬂ %3?512% not
limted to,indolseridinyl, piperazinyl, honopiperazinyl, azepinyl,
pyrrolidinyl, pyrazolidinyl, imdazolinyl, imdazolidinyl, pyridinyl,

pyri dazi nyl rimdinyl, oxazolidinyl, [soxazalidinyl, norpholinyl,
thiazolidin@Pg%WEHPﬂ?§§8PfﬂF €0W$ﬂ€$ﬂ§Pf%?ﬁVﬁﬁ5H'Pﬁ%ﬁinyl, i soqui nol i nyl ,
benzi m dazol yl, thiadiazolylidinyl, benzothiazolidinyl, benzoazolylidinyl,
di hydrofuryl, tﬁtrahyg@&ﬁﬁ;¥$, di hydr opyranyl, tetrahydropyranyl,

t hi anor phol i nyl thiag; p § i’nyl sul f oxi de, thianorpholinyl sul fone,

di hydr oqui nol i nyl, di h3idganseqqui nol i nyl ,

tetrahydroqui nolinyl, L@Iau@hmaiaﬁ@gwiﬁ?bwwany dsbsnRltbd @ dneseaMitheh are
specifically iIIustra%gﬁ y the éxanples, including partially unsaturated
derivatives thereof. PodMal |y substituted", when used in association

with "aryl", "arylene", phenyl",
15 R? is alkyl;
G is -O-;
Vv is -O-;
20
A\ is —CHz—;
X is =CH-; and
25 ring B is 1,4-phenylene.

Such compounds are for example:

5-Fluoro-2-{4-[3-methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-
yl}-1H-indole;



"phenyl ene", "heteroaryl", heteroarylene or "heterocyclyl"”, nmeans an aryl,
aryl ene, phenyl, phenylene, heteroaryl, heteroarylene, or heterocyclyl

whi ch i s wptznamabioy substituted i ndependently with one PQTEPAE05/010280
substituents, preferably one or two substituents selected from al kyl,
cycl oal kyl, cycl oal kyl al kyl , heteroalkgl, hydr oxyal kyl , hal o, nitro, cyano,
hydr oxy, al koxy, am no, acylam no, nono-al kyl am no, di-al kyl am no,
hal oal kyl , hal oal koxy, heteroal kyl, -COR (where R is hydrogen, alkyl,

phenyl or p 1), 7o R’ -%O%i ere n.;i n ineger fromoO to
5 R and I%]%’J‘;*ﬂeﬂ%%%b%%gn%n%&?%érlll 0 -g}é\? Oﬁ ?egﬁg"%alz%lr%%?ogen, al kyl ,
cycl oal kyl , trifipotamadthgtal Kyindolphenyl or phenyl al kyl), or -(CR R') n - CONRaRb
(where nis an integer fromO to 5, R and R' are independently hydrogen or
al kyl, and Ra and RP are, independently of each other, hydrogen, al kyl,
cycl oal kyl ,6€m@ér{l&yﬂ3allnkt}ll}'l-4ﬁﬁéﬂv}|3]6¥az‘b‘hjeﬁk7\>‘éq}’1%then“’E@él‘iFhﬂg’oﬁ?ZGhﬁ“ means
the group m@}hkpﬂﬁonp@ﬂjng conventionally associated with it in synthetic
organic chem stry, i.e., an atomor group di spl aceabl e under substitution
reaction conditions. Exanples of |eaving groups include, but are not
limted to,cleHlegen(4-8-kanei-100- A3 |etesl fydbytydxphermupiethyl] -oxazol-
nethanesulfggﬁlﬁig %thanesulfonyloxy, t hi omet hyl , benzenesul f onyl oxy,

t osyl oxy, and"t "ﬂ@?%xy, di hal ophosphi noyl oxy, optionally substituted
benzyl oxy, isopropyl oxy, acyloxy, as well as those which are specifically

i 11 ust r at edstilyasidikerexanpliraent dtdétdubmpontidnefdomnala lovleaseine t hat i nteracts
with a target. The interactions include, but are not limted to, agonist,
antagoni st, and the like, as defined herein. "Optional"” or "optionally"
means that the gubsequephlosedescribed event or circunmstance may but need
not occur, and that the description includes instances where the event or
circunstance occurs aRtl°8#sPhnces in which it does not. "Disease state"
meansiany di sease, conQidly®naidsylybbeng optiorialigswisstitwed ofid oveseterdrtiaesi ¢
solvent" or "inert sokvgntﬁ neans the solvent is inert under the conditions
of the reaction being”4E8¢Y Bed in conjunction therewith, including for
exanpl e, benzene, toluene, acetonitrile, tetrahydrofuran,

N, N- di et hyl f or gpam de, nmet hyl ene chl ori de or dichl oromet hane,
dichIoroethane,kdieth%ﬁwggﬁgﬁe&g%2§l acetate, acetone, nethyl ethyl ketone,

nmet hanol , et hanol, propanol, isopropanol, tertbutanol,
15 G 1s ~O-;
A% 1s -O-;

W is - O-, -S(0)- or -S(0),-;

20

X is =CH-; and

ring B is 1,4-phenylene.
25 Such compounds are for example:

5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl]-oxazol-2-
yl}-1H-indole;

5-Fluoro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl]-oxazol-2-
yl}-1H-indole;



di oxane, pyridine, and the |like. Unless specified to the contrary, the

sol vents used in the reactions of the present invention are inert solvents.
" Phar macewmi2e@ld3gsoaccept abl e” neans t hat which i s usef ulPCrEPReSpaNZBNg a
pharmaceutical conposition that is generally safe, non-toxic, and neither

bi ol ogi cal Iy norotherw se undesirable and includes that which is acceptable
for veterinary as well as human pharnateutical use. "Pharmaceutically
acceptabl e salts" of a conpound neans salts that are pharmaceutically

accept abl e, def,i erejn, .and.t qes] ~macol ogi cal
activity oﬁ*éﬁ@“ﬁzﬁgﬁg*?aﬁ§%ﬂﬁ 20'532%%% %@ﬁﬁﬁﬁPﬁﬁgpqgﬁ?éféb |t{on salts
formed wit oxamd2gdhiltl-aciolbs such as hydrochl oric acid, hydrobromic acid,
sul furic acid, nitric acid, phosphoric acid, and the like; or forned with
organi ¢ acids such as acetic acid, benzenesul foni¢c acid, benzoi.c,

canphor sul foinerer@ild-[4dPtlniZes] miazel-1-¥t-pRarssyl lr’i’il‘?fhﬂg'ip enqRY gk Yl]'aci d,
gIucoheptoquﬂﬁgig}dngggngc acid, glutamc acid, glycolic acid,

hydr oxynapht oi ¢ aci d, 2- hydroxyet hanesul fonic acid, lactic acid, naleic
acid, malic acid, malonic acid, nmandelic acid, nethanesulfonic acid,
nuconkc acisdFludraapatBahetheb(s-0hRs ] minial;1-prabixymiathdpbenasgimietyllr ¢ aci d,
succinic acidZ Eﬁﬁgq§L?<ﬂ&;d’ p-tol uenesul fonic acid, trimnmethylacetic acid,
and the IiH@?‘ér LA Or'fred when an aci dic proton present in the parent
conpound either is replaced by a netal ion, e.g., an alkali netal ion, an
al kal i ne_easliyd 4. (13 ApRIUNENUD. }efizoRl-EeandiRaimubih- an organic or

i norgani ¢ base. Acceptable orﬁanlc,aages i ncl ude di et hanol am ne,
ethanolaniméﬁanﬁEﬂthgP%%%ﬁ¥ bﬂfﬁ¥18 h%ﬁblanine, tromet ham ne, and the

| i ke. Acceptabl e i norgani c bases include al um num hydroxi de, cal ci um

hydr oxi de, pafassi dr oxi.de,, sodium carhonat Lm_hydr oxi de. The
preferred pﬁ%ﬂ%@éﬁﬂ'@%ﬁ }Qc‘lc@ﬁfla%%’] rl%zgﬁlgy?gﬁlggf:ﬁlgﬂg ﬁ%ﬁ“@w med from
acetil® aci dphdnydymethylrdxezaci-g}-18lindhleri ¢ aci d, net hanesul foni ¢ acid,
mal ei ¢ aci d, phosphoric acid, tartaric acid, citric acid, sodium

pot assi um Ci zine, MRANES] @E&H g Ypderstood that al
ref erences §®1$H§g%§€gﬁpyggﬁﬁ§ ac2§%#§E¥%h¥§ ts %nc uée sol vent addition
forms (solvates) or crystal forms (pol ynorphs) as defined
R is hydrogen,
halogen, or
-O-alkyl; said alkyl being optionally substituted one or several times

15 by fluorine;

R is hydrogen or alkyl;

G is -O-;
20

Vv is -O-;

W is - O- or -S(O)-;
25 X is =CH-; and

ring B is 1,4-phenylene.

Yet another embodiment are the compounds of formula I, wherein



herein, of the sanme acid addition salt. "Protective group"” or "protecting

group” neans the group which selectively blocks one reactive site in a

mul ti f uncwoanelosesmapound such that a chem cal reacti on eam/Hreoosarc2sed out

sel ectively at another unprotected reactive site in the neaning

conventionally associated with it in sgnthetic chem stry. Certain processes

of this invention rely upon the protective groups to bl ock reactive
nitrogen and/ or oxygen atons present in the reactants. For exanple, the

ternms "am no-pr tecthg(ﬁrou " and "nitrogen protecting group” are used

i nt er changeabl y* her ei'h"¥ fer to those organic groups intended to
protect the nitrogen laleggmagai nst undesirable reactions during synthetic
procedures. Exenplary. dwﬂg(gogﬁa?am (OSB! g Qi iflr ikl Bnfes ot
limted to, trifiuoroace acetam o enzyl (Bn), benzyl oxycar bonyl

(car bobenzyl oxy, CBZ)Bﬁbnﬁﬂﬁoxybenzyloxycarbonyl p- ni trobenzyl oxycar bonyl ,

tert-Butoxycarbonyl (BOC), and the |like. The artisan in the art will know
how to choGse a_group, the ease of renmpval and for the ability to

wi t hstand t he f%lloww%gy&@é@Fions. "Sol vat es" nmeans sol vent addition forns

that contain either stoichionetric or non stoichionetric amounts of

sol vent. Sone c npounds have a tendency to trap a fixed molar ratio of

sol vent nnlecul@s in ?ﬁ ‘crystalline solid state, thus form ng a sol vate.

If the solvent is water the solvate forned is a hydrate, when the sol vent

i s algohol, thevsolva&eoforned is an al cohol ate. Hydrates are forned by the
conblnatlon of one or nore nol ecul es of water with one of the substances in

which the water retains its nolecular state as H2O, such conbi nati on bei ng
able to formong or npLeINRkdde. "Subject” neans mammal s and non- mammal s.
Mammal s means any nenber of the mammalia class including, but not Iimted

to, humans; non-human primates such as chi npanzees and ot her apes and
naney species;Xfarn1BnKﬁﬁk8nduch as cattle, horses, sheep, goats, and

SW n domestic aninmals such as rabbits, dogs, and cats; |aboratory animals
i ncl |ng rodents, such as rats, mce, and gui nea pigs; and the liKke.
Exanpl es of nonnnaﬁnam§iinb#Qﬂﬁ?e but are not linited to, birds, and the
like. The term' subject does not denote a particular age or sex.
"Therapeutlcally effe t|ve anoun nmeans an amount of a compound that, when
adni ni st er edughpcoam 2e%e ?b?“?ﬂ’%tlng a disease state, is sufficient to

ef fect such treatnent

5-Fluoro-2-{4-[3-(3-[1,2,3]triazol-1-yl-propyl)-phenoxymethyl] -oxazol-2-yl}-1H-~
20 indole;

6-Chloro-2-{4-[3-(3-[1,2,3]triazol-1-yl-propyl)-phenoxymethyl ] -oxazol-2-yl}-1H-

indole; and

2-{4-[3-(3-[1,2,3] Triazol-1-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-5-

trifluoromethoxy-1H-indole.

25 Another embodiment are the compounds of formula I, wherein
R! is hydrogen,
halogen, or

-O-alkyl; said alkyl being optionally substituted one or several times
by fluorine;
30
R? is hydrogen;



for the disease state. The "therapeutically effective amount™ wll vary
dependi ng on the conpound, disease state being treated, the severity or the
di sease tweaved32iohe age and rel ative health of the subjpetiEpP2e0d@1028Lt e and
formof adm nistration, the judgenent of the attendi ng nedical or
veterinary practitioner, and other fa éors. The terns "those defined above"
and "those defined herein" when referrfng to a vari abl e incorporates by
reference the broad definition of the variable as well as preferred, nore
preferred and nost preferred definitions, if any. "Treating” or "treatnent"
of a disease state includes: (i) preventing the disease state, i.e. causing
the clinical s@mptons-6f; the disease state not to develop in a subject that
may be exposed to or predisposed to the disease state, but does not yet
experience or display synptons of the disease state. (ii) inhibiting the

di sease state, Vi.e., safkesting the devel opnent of the disease state or its
clinigal symptonms, or (iii) relieving the disease state , i.e., causing
tenporary or permanent regressiq&ggﬁ the di sease state or its clinica
symptons. The t8rms & @kri-Ryor- it acting" and "reacting" when referring
to a chem cal reaction neans adding or m xing two or nore reagents under
appropriate conditions_ prgﬁuce the indicated and/or the desired product.
It should be aggreciéi“ HAf the reaction which produces the indicated
and/ or the desired product nay not necessarily result directly fromthe
conbi nati on of r | [ch were initially added, i.e., there may be
one g? nor e ingglnedﬁgggg%aﬂﬁgk'are produced in the m xture which
ultimately leads to the formation of the indicated and/or the desired
product. | rs,grBsHBbundshee RPRAEhat ure used in this Application is based on
AUTONOMtm v. 4.0, a Beilstein Institute conputerized systemfor the
generation of | UPAC systematic nonencl ature. For conveni ence, the | UPAC
number i ng Gf-Chlveo 208l i @nld, 28] triezpl-e kbl - peertvapnetal i thiazelohpduiks

descri bed hequn is showmn by the fornula: Chem cal structures shown herein
were preparBd®sing 1SI'S version 2.2. Any open val ency appearing on a
carbon, oxygen:or nitrogen atomin the structures herein indicates the
presghce f of5_agnydrogem- (ANer 8 tdaohi HletitiiRthyl)sphdhesgnéthili-thiasdls2act ur e but
no spectt Cyl}—lH—indole; and

5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesulfinylmethyl) -phenoxymethyl]-
thiazol-2-yl}-1H-indole.

Still another embodiment are the compounds of formula I, wherein

20 \4 is -S(O),-.

Yet another embodiment are the compounds of formula I, wherein

R! is hydrogen,
halogen, or
25 -O-alkyl; said alkyl being optionally substituted one or several times

by fluorine;

R? is hydrogen;

30 G 15 -O-;



enantiomer is shown, the structure enconpasses both enantioners associ ated
with the chiral center. As nentioned earlier, the invention provides
conmpoundswof2oadms2§oer mul a 1: or pharmaceutical | y accept abpce/reratos®iaier eof
wherein: Xis -CH 2- or CGG Y is Oor NRa wherein Ra is hydrogen or al kyl;
k is 1or 2, mis fromO to 3; each Rl {S i ndependently hal o, al kyl,

hal oal kyl , heteroal kyl, al koxy, cyanojl-'S(O) g- Rb, -C(=0-NR cRd, -SO
2-NR cRd, -N(R e)-C(=0O-Rf, or -C(=0-Rf, where gqgis fromO to 2, Rb, Rc,
Rd and Re each independently is hydrogen or alkyl, and Rf is hydrogen,

al kyl , al koxy or hydroxy; R2 and R3 each i ndependently is hydrogen or alkyl,
or R2 and R3 t oget heriswbt),;he carbon atomto which they are attached may
forma carbocyclic ring of four to six nenbers; R4 is a group of formula Z
is a bond, -(CQ-, or -SO-; nis fromO to 4, pis 0 or 1; RS and R6 each
i ndependent |y i¥% hydrisgéhflor al kyl; and R7 and R8 each independently is
hydrogen, alkyl, -(C=NR g)-NRhR\ or - (CH 2)2-NRhRlwherein R8, Rh and
Rleach independently js hydrogen or alkyl, or R7 and R8 together with the
nitrogen to whith thel Hrd>abtached may forma four, five or sixmenbered
ring that optionally includes an additional heteroatomselected fromO, N
and S, or one of. R ang§6 é@get her with one of R7 and R8 together with the
atoms to which tHey af® ”PP o d may forma ring of four to six nenbers; as
wel | as pharmaceutically acceptable salts thereof. It should be understood

that fhe scgg&&?ﬁcj&@g%&;@ﬁp&a jenconpasses not only the various isoners

whi ch nmay exi st a e various mxture of isonmers which may be

5-Fluoro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-
yl}-1H-indole;

2-14-[4-(4-[1,2,3] Triazol-1-yl-butyl)-benzenesulfonylmethyl] -oxazol-2-yl}-5-
trifluoromethoxy-1H-indole.

15 Another embodiment are the compounds of formula I, wherein

Vv is -O- or -NH-.

Still another embodiment are the compounds of formula I, wherein

v is -NH-.
20
Still another embodiment are the compounds of formula I, wherein
R' is hydrogen,
halogen,
-O-alkyl,
25 -S-alkyl, or

alkyl; all alkyl groups being optionally substituted one or several

times by fluorine;

R? is hydrogen, halogen or alkyl; said alkyl being optionally substituted

30 one or several times by fluorine;



formed. Furthernore, the scope of the present invention al so enconpasses

sol vates and salts of conpounds of formula I . In many enbodi nents of
formul a Iwokoee0315091 n conpounds of formula I, X is prefecalmpgoos@ro2so. |n
certain enbodinents of formula I, Y nay be O while in other enbodinents Y

maybe N. Preferably Yis O In many e dinments of formula |, Zis - (C=0O-
or a bond. The conpounds of the invenitoh may, in certain enbodi nents, be
of formula Ila or lib: wherein m Rl, R2, R3 and R4 are as defined herein.
In certain enbodinents of fornulas I, Ila and lib, R2 and R3 are both
hydrogen, while in sonme enbodi nents R2 and R3 are both al kyl, and in other
enbodi nents oneGof R2 sr®-R3 i s hydrogen and the other is alkyl. In nmany
enbodi ments of formulas I, Ila and lib, Ar is aryl such as optionally
substituted phenyl or optionally substituted naphthyl, and nore

specifical ly opVional Isy bstituted phenyl. In enbodi nents where Ar is
heteroaryl, Ar may be thienyl, pyridyl, pyrimdinyl, quinolinyl or

i soqui nol i nyl, ch optionally substjtuted. In certain enbodi nents of
fornulas I, IIas\gnd I S@,Sl%?‘?]%‘l“@(s@o%ﬁ?ﬂ "}“rﬁiesuch enbodi nents, n and p may both
be 0. In specific enbodi nents, R7 may be hydrogen while R8 is -(C=NR
d)-NReRf. In still other nbogﬁments R7 may be hydrogen while R8 is -(CH

2) 2-NRgRh. 1 n sone er’rﬁo_(ﬁ‘lﬁréﬂ]ﬁ of formulas I, Ila and lib where Z is
-C(=0-, nis 0Oand pis 1. In such enbodinents R5 and R6 nay both be

hydr otfen. | Weodnughier entbodimenrttase tRe camgo®8dsrd yorsmdh Liwlgeppendent |y i s hydrogen

or alkyl. In still other enbodi nents one of R5 and R6 and one of R7 and R
together with the atons to which they are attached forma ring of four to
six members. Ingpstill joffagseegmbodi ments of fornulas I, Ila and lib where Z

is -C(=0-, nis 1 agg pis 1. In such enbodinments RS and R6 nmay both be
hydrogen. In other e glges®ts R7 and R8 may each i ndependently is hydrogen
or alkyl. In still ot heralefisail 4k bsing optiedallRSulsnit i oandr enerabfimB7 and R8
together with the atogs to.which they are attached forma ring of four to
si x nmenbers. |In speci ?’(t,lutg%%’di ments one of Rand R and of R 7 and R

15
R? is hydrogen;
G 15 -O-;
20 Vv is -NH-;
W is -CH,-;
X is =CH-; and
25
ring B is 1,4-phenylene.
Such compounds are for example:
[2-(6-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol-1-yl-butyl)-
30 phenyl]-amine;

[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[1,2,3] triazol-1-yl-butyl)-

phenyl]-amine;



together with the atons to which they are attached forman i m dazolinyl
ring. In certain enbodinents of formulas |, Ila and lib, Zis a bond. In
such enmboaormewes2s0m may be 0, while p is 1. In specificprermrdioseni2go one of
R5 and R6and of R7 and R together with the atons to which they are attached
forma ring of four to six nmenbers. In _other enbodinents of fornulas I, Ila
and lib where Zis a bond, nis 1 and]ﬁ‘is 1. In such enbodinents R5 and R6
may both be hydrogen. In other enbodi nents R7 and R8 nay each independently

be hydrogen or al . il e and one
of R7 and 3é4édgéﬁﬁiPa%ﬁﬂﬁﬁ ng kﬁ?@ﬂhﬁﬁunﬁn%hggé Ef%ﬁ?EQJBGOrn1a ring
of four to @daxolneythetlsl]-dminepeci fi c enbodi nents one of R5 and R6 and of R7
and R8 together with the atoms to which they are attached forn1an
imdazolinyl ring. In still other enbodinments of formulas | ? and |lib
where Z is [a-(seBhloralHsindolatl) poxagol #h-ylmethsille H-Grblodip Heaacl-1r8- t&‘ﬁd R6 may
bot h be hy 92@anhﬂeghger enbodi nents R7 and R8 nay each i ndependently be
hydr ogen or I'n yet other enbodinents of formulas I, Ila and |ib
where Z is a bond nis 3 and pis 1. In such enbodinents R5 and R6 may
bot h e hydqzoge@moymmemam -piyh)esxasibplinnaingl 5 [RV4-6h2 3 Reardyl -dentiyl)-
independently ﬁ drogen or alkyl.In certain enbodinents of fornulas I,
lla and | i bPRY ﬁ&é am noal kyl ; al kyl am noal kyl ; di al kyl am noal kyl ;
inidazolinylalkyl |n1dazolylalkyl pi peridinyl; pyrrolidinyl; azetidinyl;
pyri di nyl ; L . ; di nyl al kyl
anlnoalkylcar gﬁ;%hg¥1€lﬁﬁﬁfﬁgh &3k%gggggshhﬁgﬁéﬁﬁﬁ%gh1noalkylcarbonyl

i m dazol i nyl al kyl carbonyl ; i m dazol yl al kyl car bonyl ;
anlnoalkylanlnogarbongqldggawldlnylcarbonyl piperidinylcarbonyl;
pyrrolidinyl carbonyl; zetldlnylcarbonyl pyr|d|nylcarbonyl
plperldlnylalkylcarbo ?gmk@%rolldlnylalkylcarbonyl or

azet i nyl al kyl car bonyd- alldyb saidmikal lb‘emgmcbmﬂmlﬂ)st)futédwmrasﬂdral tichgs and i b,
R4 may be: anlnoalkyl ¥Ian1noalkyl di al kyl am noal kyl ;

i m dazol i nyl al kyl ; |n1%zao f1alky| pi peri di nyl; pyrrolidinyl; pyri di nyl ;
azetidinyl al kyl ; anlnoalkylcarbonyl al kyl am noal kyl car bonyl ;

di al kyl am noal kgt car bfgrllﬁé et B} Qﬁﬁ%aﬁ&‘éﬂkﬁlbléﬂg%hbﬁﬂw substituted one or
anlnoalkylanlnocarbonyl (§uan| ﬁy car bonyl ;” pi peridi nyl carbonyl ;

pyrrol i di nyl car bonyl : S&§erahiimes By Wr(‘:“éﬁ bonyl .
15
G is -O-;
Vv is -NH-;
20 w is -CHjy-;
X is =CH-; and
ring B is 1,4-phenylene.
25

Such compounds are for example:

[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl] - [3-methyl-4-(4- [1,2,3]triazol-1-
yl-butyl)-phenyl]-amine;

[2-(6-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4- 1,2,3]triazol-1-
30 yl-butyl)-phenyl]-amine;



In certain enbodi nents of fornmulas I, Ila and lib, R4 may be: 2-

di met hyl am noet hyl ; 3-di net hyl am nopr opyl ; 4-di net hyl am nobutyl ;

2- am noetWgl2poed323eet hyl am nopropyl ; i m dazol i n-2-yl net hpCI/Rre@sniasn- 4-yl ;
2-imdazol -1 -yl-ethyl; azetidin-3-ylnmethyl; pyrrolidin-3-yl; pyridin-4-yl;
i m dazol i n-2-yl et hyl car bonyl ; guani di ﬂ%yl car bonyl ;

2- am noet hyl am nocar bonyl ; 2-di net hyl ani noet hyl car bonyl ; 2-

met hyl am noet hyl car bonyl ; net hyl am nonet hyl car bonyl ;

di met hyl am no | caybo > 2-am nog: ] RO Ny o1

azeti din- 3-%@@1%5%%@“%#%356‘?%—2 @%&ﬁ%ém%%%%ﬁ%ﬁ H’l’zré]é{lilz]o} éar bonyl ;

or pi peri diyl-batyl)-pbembloaypine; | n certain enbodi nents of formulas I, Ila and
lib, R4 may be:In certain enbodinments of fornulas I, Ila and lib, Ris: In

specific enmbodi ments of fornulas I, Ila and. |i R4 is: In rtain

enbodi nent s[2-thehlestrdbloindsl-&fylt W@Z?Wﬁﬁ%?tgﬁ] 'r[rﬁ‘g%'él %’FSﬁ W@Fﬂiﬂ'gﬁqq@'

| Hb: wher ei ng_tﬁﬂﬁﬁoﬁ{eg{ﬁ.ghgrg,mémg@gh RO i ndependently is halo, alkyl,

hal oal kyl , heteroal kyl', "al Koxy, cyano, - S(Os- R, -C(=0O-NR kRm -SO 2-NR
kRm -N(R n)-C(=O)-R p, or -C(=O-R P, where s is fromO to 2, R Rk, Rmand
Rn each i ndppenHenid-yHiiadblyzhyh) gemzar4-glinepiyl] - 6t-Rp2,8 Brimadrled émitylabBky|

al koxy or hydyoxy: d_n, B, . R6, R7 and R8 are as defined herein. In
certain enb%1 |u%nl¥1%tﬁglgpl%egyﬁualn§§e’l Ha and IHo, r is O or 1 and R9 is hal o,

al kyl, al koxy or haloalkyl. In certain enbodi nents of of fornmulas IHa and

| Hb, n and p_pp - 0 kAY- _@M’ HuoRl4 1,08 pesiogen whil e
R8 is -(C:N% ggaylll\llgfeHRlTHqﬁﬁQlo% I(2r&éeé‘r}%(il;:}od| ment};snag? lr%oay bgﬁﬁydr(])gen Whl?l| e RBis

-(CH 2) 2- N@Wf)‘ﬂh?ngld)ﬁﬁn%%odi ments of ornulas Ilia and Hb, nis 0 and p
is 1. In such enbodinents R and R may bot h be hydrogen. In other

enbodi nent s R . rnhdependent | ro r 1 In still
ot her enbod{#@%?gl%ﬂgi%fn%%ggémdO’%Ogg'gp%ﬁ[}eéyliﬁ?’_%‘ 5063?(%—8[%26%&%%1( LWith the
at onsl0t 0 whilebutyhrehenyleamineached forma ring of four to six nenbers. In
still other enbodinents of fornmulas Hla and Hb, nis 1 and pis 1. In such

[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl}-[2-fluoro-4-(4-[1,2,3]triazol-1-yl-
butyl)-phenyl]-amine; and

[2-(5-Chloro-1H-indol-2-y1)-oxazol-4-ylmethyl] - [2-fluoro-4-(4-[1,2,3] triazol-1-
yl-butyl)-phenyl]-amine.

15 Still another embodiment are the compounds of formula I, wherein
R is hydrogen,
halogen, or

-O-alkyl; said alkyl being optionally substituted one or several times

by fluorine;
20
R? is hydrogen;
G is -O-;
25 Vv is -NH-;

A is a single bond;



enbodi mrents R5 and R6 may both be hydrogen. In other enbodi nents R7 and RS
may each i ndependently be hydrogen or alkyl. In still other enbodi nents one
of R5 andwB@oand2smpe of R7 and R8 together with the atomrsTiER2008i0ci28¢ hey are
attached forma ring of four to six nenbers. In specific enbodi mrents one of
R5 and R6 and of R7 and R8 toget her W|th the atons to which they are
attached forman i mdazolinyl ring. | ncertai n enbodi ments, the conpounds
of the invention may be of fornmula IVa or |IVb:wherein n, p, r, R5, R6, R7,
R8 and R9 are defi.negfge{@i n. In certain enbodinents of fornmulas |Va and
o]

Vb, r is O or and 'R al kyl, al koxy or haloalkyl. In certain
enbodi nents of of fornulas IVa and Vb, n may be 0, while p is 1. In such
enbodi nents on d of R7 and R8 together with the atons to
whi ch t hey are%}ﬁ acheg%dpoﬂg%’a ring of four to six nenbers. In other

enbodi rrents of fornmulas IVa and IVb nis 1 and pis 1. In such enbodinents
R5 ang r%quéhlggltﬂ oRBIINE RIS Mplen ot her enbodi ments R7 and R8 may each
|ndependent y be hydrogen or E . In still other enbodi ments one of R and
R and one of R7 and R8 together wlth the atons to which they are attached
forma ri nggpt6 -BBlbrot161-$i dol-Teipexsol-1ylmetel] f[B 3 difacddirieolt 5-ybne of R5 and
R6 and of Sj 1P?ether (¥\nththe atons to which they are attached form
an |mdazoIHrﬁ9Y PRy BE 1Y ot her enbodi ments of fornulas IVva and | Vb, n
is 2and pis 1. In such enbodi mrents R5 and R6 may both be hydrogen. In

ot her enbo '_ U 3,_BY, efg,e]g;e lr op)-al kyl. In
yet ot her g[lrrg@gglﬁ%ln%t %ﬁg ‘@82 gﬁlogg%l}%aﬂg%d ,(thl)fzsig)]er 1%% @’1) I n such
enbodi ment spiRBYArf@niRe may both be hydrogen, while in ot her errbodl ments R7
and R8 may each independently be hydrogen or alkyl. In certain enbodi nents,
the ggmpoungs é}i‘otﬁé’}%n&%\ﬂ%ﬂ&ﬂ&& R BB pBlindsutnlYR vierdh: Wherein: u and v
each 1 ndependently is or 2; and r and RO are as defined herein.In certain
enbodi ments of formnul as Va and Vb, r is O or 1 and RO is halo, alkyl,

R' is hydrogen,
halogen, or
-O-alkyl; said alkyl being optionally substituted one or several times

by fluorine;

15

R? s hydrogen;

G 18 -O-;
20 V. is-NH-;

W is ~CH2-;

X is =N-; and
25

ring B is 2,5-pyridindiyl or 3,6-pyridindiyl.
Such compounds are for example:

[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[6-(4-[1,2,3] triazol-1-yl-butyl)-
30 pyridin-3-yl]-amine; and



al koxy or haloalkyl. In certain enbodinents of fornulas Va and Vb, u and v
are 1. In other enbodinents, one of uand vis 1 while the other is 2. In
still ot wo2emseiopents u and v are both 2. In certai n echarResni®sot he
conpounds of the invention nmay be of formula Via or VIb: wherein n, r, R7,
R8 and R9 are as defined herein. In certain enbodinents of formulas Via and
VIb, r is 0 or 1 and R9 is halo, aIkyT} al koxy or haloalkyl. In certain
enmbodi nents of fornmulas Via and VIb, nis 1. In such enbodinents R5 and R

may both be hydpo l.n .o nt:s ;\Rrapd .eagh iy endent |y
be” hydr ogenl o&:QPBV1IHPHd8@23' @3# ﬁ%@d%Fﬁpglﬁzgﬁéa ? T &E@F nis 2.
I n such enbpgidientd]-Bhimnd R6 may both be hydrogen. In other enbodlnents R7
and R8 may each independently be hydrogen or aIkyI In certain enbodi nents

f f I d Vb tSh, d R6 both b
0 or mi aSSt\lﬂ A& e bodéh%nttsarg Fgf E)Hﬁgdma eaﬁfﬁ@ dﬁ% i@n may Do e

hydr ogen. I n other e endent |y be hydrogen
or alkyl. In certain enbodi nents, the conpounds of the invention maybe of
formula Vila or MiIb: Vila; VIlb ; ejn and R9 e as defined
herein.ln certakn enb@dﬁk@ﬁ@s()ﬂhﬁfEGWﬁgéhégy 0?Pkb@4ﬁﬁ§ﬂ¥W6 maybe of

formulaa VIlai, VIauW flstiiteddhdXoithiee WhREBY Aubking, r and R9 are as defined
herein. In certain enbodi nents of fornmulas Vila , VIIb, VIlai VIH, Viibi ,

VIlbii, r is O or 1 and RO is halo, alkyl, alkoxy or haloalkyl. In certain
enbodi msnt s of Rornul Bshykl’rdgn,ha%geh or alid/l ‘éue Ayl Eroup beMgldytlopallyl Ibii , u and

v are 1. In Other.enbgﬂmHER£§OnéW¥ﬁﬁy " e%%?ﬂﬁohﬁ@1“h'le the other is 2. In

still other enbodi nen and

10 A% is -O-, -NH- or -S(0),-; and
W is a single bond, -CH,-, -O-, -S(O)- or -S(O),-.

Still another embodiment are the compounds of formula I, wherein

15 R! is halogen or -O-alkyl; the alkyl group being substituted one to three

times by fluorine;

R* is hydrogen, halogen or alkyl; the alkyl group being optionally

substituted one to three times by fluorine;

20
\Y is -O-, -NH- or -S(0),-; and
w is a single bond, -CH,-, -O-, -S(O)- or -S(O);-.
25 Still another embodiment of the invention is a process for the manufacture of the

compounds of formula I, wherein



Where any of Rl, R2, R3, R4, R5, R6, R7, R8 and RO herein are al kyl or
contain an al kyl noiety, such alkyl is preferably |ower alkyl, i.e.

Q Ceal kylwoanab/asesoe preferably Cl- C4al kyl . Represent at iPC&/EPOVSOWLEE | N
accordance with the invention are shown in Table 1 together with nelting
poi nt or mass spectrum MtH, and the experinmental exanples (described bel ow)
associ ated with each conpound. Nbltind7ooints shown are the the
corresponding hydrochloride salts unl ess indicated otherw se. TABLE 1l ndol e
derivatives, ir manufacture .a use as pharnmaceutical agents The present
i nvention r ]at S CPBPHRA foridf ¥l der i vati ves, to a process for their
manuf act ure, pharmaceutical conpositions containing themand their

manuf acture as well as the use of thes#® conpounds as pharnaceutically

active agents. Protein tyrosine k|n s (PTKs) catal yse the phosphoryl ation
of tyrosyl residues in various involved in the regul ation of cel
gromh and differentiation (Vvﬁks ressnd ) Gowh Factor Research
2 (1990) 97-111; Chan, A.C., and Shdw A S \tygp | munol . 8 (1996)
394-401). Such PTKs can be d|V|ded into receptor osrne ki nases (e.qg.
EGFR/ HER- 1, c-erB2/HER-2, c-met, PDG-r, FGFr) and non-receptor tyrosine

ki nases (e.g. src, lck). It is known that nany oncogenes encode proteins
whi ch are aberrant tyrosine kinases cagahllevdf causing cell transformation
(Yarden, Y., and Ulrich, A, Annu. Rev. Biochem 57 (1988) 443-478; Larsen
et al., Ann. Reports in Med. Chem, 1989, Chpt. 13). Al so over-expression
of a normal prot n £t lyi tive

o 2, B0 PO R oRIRTCur A A28 B PRERITR: eV OrLAlIBRt 1 Ve

| i ke HER-2 and EGFR (HER-1) are frequently aberrantly expressed in common
human cancers spch, &S)REeR8mpaNELSsE fod@dknoi ntestinal cancer (colon, rectal
or stomach cancer), |eukaema and ovarian, bronchial and pancreatic cancer.
Hi gh |l evel s of these receptors correlate Wi th poor prognosis and response
to treatnent (Wight, C, et RN J. Cancer 65 (1992) 118-121).

Accordingly, it has been recogni g -Ht i nhibitors of receptor tyrosine
ki nases are

formula V,

wherein R' and G have the significance given above for formula I, to give the

10 respective compound of formula I, wherein V is -O-, and which are named la.
RZ
Rm :
\ N 0 B
W N=
H G \)
formula la
15 wherein R}, R* W, X, G and ring B have the significance given above for

formula Iand V is -O-;

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

20 (c) if desired, converted into a pharmaceutically acceptable salt.



useful as selective inhibitors of the gromh of mammalian cancer cells.
Therefore several small nol ecul e conpounds as well as nonocl onal anti bodi es
are in clwoizealo3esopal s for the treatnent of various typesTaEP2@&0CEB0

(Basel ga, J., and Hamond, L.A., Oncology 63 (Suppl. 1) (2002) 6-16;
Ranson, M, and SlIiwkowski, M X, Oncology 63 (suppl. 1) (2002) 17-24).
Some substituted oxazol es are known inlthe art. WD 98/ 03505, EP 1 270 571,
WO 01/77107, WO 03/031442 and WD 03/ 059907 di scl ose rel ated heterocyclic
conpounds as -tyrosine kinase inhibitors. However there remains a need for
new conpounds with i nproved therapeutic properties, such as enhanced
activity, dsuileaske d¢mobxidiineyt ofbhe timrensioh i pidogssdnt thenpamyfecture of the

phar macoki net i fi .only a few The present invention rel ates
to conpound%or%ﬁoﬁ{ﬁigOgg)ﬁgﬁgﬁq’%%ma |, formula I, wherein Rl is hydrogen,
hal ogen, -O-alkyl, -S-alkyl, or alkyl; all alkyl groups being optionally
substi t ut ed 9negRiofPYERAbS ki8R XaYI hal ogen; R2 is hydrogen; hal ogen; al kyl
or -Oalkyl; "all alkyl groups being optionally substituted one or several
times by halogen; Gis -O or -S; Vis -O, -NH, -S, -S(O- or -S(O2-;
Wis a single bond, -CH2-, -O, -S-, - . or -S(O 2-; Xis =CH or =N
ring Bis 1,4-phenylene, 1,3-phenylgp 5-pyridindiyl or 3,6-pyridindiyl;
and pharnmaceutically acceptab | tNe Tt B f. The conpounds of the present

i nvention show activity as inhi bol—egs Dk thé(VF!Eg Manl i ng pat hway and
therefore possess anti-proliferativeyactivity. j'g\% of the

formula X111,

wherein R? ,W, X and ring B have the significance as given in formula I

above,
10 is reacted first with a compound of formula V
R1

H
N

= N

=
G\/>/\ Ci
formula V,

wherein R! and G have the significance given above for formula I,



present invention are the conpounds of fornula | and their pharmaceutically
acceptabl e salts, enantioneric forns, diastereoisoners and racemates, the
pr epar at iwo 2066/3k@9above- nenti oned conpounds, mnedi camrenPETEPRAEION28¢ t hem
and their manufacture as well as the use of the above-nentioned conpounds
in the control or prevention of illnesses, especially of illnesses and

di sorders as nentioned above |i ke cofmmon human cancers (e.g. breast cancer,
gastrointestinal cancer (colon, rectal or stonmach cancer), |eukaenm a and
ovarian, bronchi al reatlc o t he manuf act ure of

cor r espondi ng ﬁ%g}SSW%ﬁ$ RS I e?gFL“ﬂ g®tern1"alkyl" nmeans a
saturated, straight-chain or branchedchai n hydrocarbon containing from1l to
4, preferably 1 or 2, carbon atons, guch as nethyl, ethyl, n-propyl,

i sopropyl, n-butyl, 2-butyl, t-butyK. 1& said alkyl group is substituted
one or several tinmes by ogen, it QS{ Ituted preferably by fluorine.
Exanpl es are difiuoro rifjuoro 2,2,2- trifiuoro ethyl,
perfiuorethyl and the Ii anL/h was\gge@:mereln nmeans
fluorine, chlorine, bronlne %nd 504 ne preferably N grlne chl orine or
brom ne and nore preferred fluorine and chlorine. As used herein, when
referring to the receptor tyrosinefdhidsgs/,of the HER-famly Ilke HER- 2 and
EGFR (HER-1), the acronym "HER' refers to human epidermal receptor and the
acronym "EGFR' refers to epidermal growh factor receptor. As used herein,
in relation to yRSIISRERE WIMRLG ¥nd NBY BtHaee tiRrsigniflcdhde’ givef dose fod posi tive

el ectrospray ionization node and the terns "API+" and "API-" refer to
positive and ne@& U#blatnnspherlc pressure |on|zat|on node. Preferably Rl

of formula I re trlfluoro chI rably the
posi tion of ( %F?@&rﬁﬁ?tﬁcﬁm%ﬁmt“ ﬁ?%/dé? rmu auﬁ\P i '%Tga%& t?
p05|t|on of V. Apveﬁﬁa&qﬁeﬁVeannpmhﬂl@bhpmuhdb wh@ﬁurHUbaFm1 mmbwbmhv is

NH-  or -Cé ot her enbodi nent - are the conpounds of formula I,
mherépn Vis - ]%%%H¥g ) 2- . Still another enbodi nent are the conpounds
of fornmula I, wherein

R2
//
formula Ib,
15 wherein R', R* W, X, G and ring B have the significance given above for

formula I and V is -NH-;

(c) said compound of formula Ib is isolated from the reaction mixture, and
20 (d) if desired, converted into a pharmaceutically acceptable salt.

The derivatives of the general formulal or a pharmaceutically acceptable salt
thereof, may be prepared by any process known to be applicable for the preparation
of chemically-related compounds by the one skilled in the art. Such processes, when
25 used to prepare the indole derivatives of formulal, 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 to 3, in which,
unless otherwise stated R', R%, G, V, W and X have the significance given herein

before. Necessary starting materials may be obtained by standard procedures of



Vis -O. Still another enbodi nent are the conpounds of formula I, wherein
R1 i s hydrogen, hal ogen, -Oalkyl, -S-alkyl, or alkyl; all alkyl groups
bei ng optwonaddog2mabstituted one or several tinmes by fl rOTIEPR)0OSBR0286

hydr ogen, hal ogen or aIkyI; Vis -O; Wis a single bond, -CH2-, -O,
-S(O- or -S(O 2-; and X is =CH; and rlng Bis 1,4- phenylene or

1, 3- phenyl ene. StlII anot her embodi nemt? are the conpounds of formula I,
wherein RL is hydrogen hal ogen, -O-al kyl, -S-alkyl, or alkyl; all aIkyI

ﬁ;g?g;egel n Ig %?Asg&k;ﬁ? %%ﬂ)taggtﬁg}q NG l?%ta%t?%%e m%kerla éllgycr%:e_@%i{hi ) 0Rr2 s
-S(O -; andhX laeco;r@}dnylngncéxamplgs BAmsnmtmelphemebme mrtmgsnm@rqu ene. Yet
anot her e”b&C{' E&\Fi& I?V E{n&lﬂgpr‘sog}%%‘ﬂg& o5 tB&Je”ﬂ!hétrAted WhaEei e Rbis (Bydrogen,

hal ogen, Ing optionally substituted one or
sever al tlmﬁﬂmmW$mE@fmh@%mnccennﬁ

5 Scheme 1:

The manufacture of the compounds of formula I varies according to the nature of
“V” in formula I. The compounds of the present invention wherein “V” is -O- can

be prepared according to scheme 1, and are named Ia.

step 1 step 2 R
@j o TN o —2E T,
H H

m e} v 0
R?
wot2 Vi
w
3 ~"
step R1 I " \)
step 4 N - Cl step 5
v H G\/)\/
R2
RGNS
N\ N O
W Nx=
N /J——/ X _\—‘N/ N
H G \%
la
10 Scheme 1

In scheme 1, G, W, X, R and R? have the significance as given above for formula I.
A method for the synthesis of the compounds of formula Ia starts from the indoles
of formula II. Step 1 of the reaction sequence (scheme 1) is the carboxylation of
indoles of formula II in the 2-position, using methods well known to someone
15 skilled in the art. For this purpose indoles are e.g. first N-carboxylated by treatment
with n-butyllithium and carbon dioxide and then subsequently carboxylated at the
2-position by treatment with tert-butyllithium and carbon dioxide. Aqueous
workup yields the corresponding carboxylic acids of formula II. Such reactions are
typically carried out in solvents like tetrahydrofuran (THF) or n-hexanes at
20 temperatures between -78 °C and 30°C.



R2 is hydrogen; Gis -O; Vis -O; Wis -CH2-; Xis =CH; and ring Bis
1, 4- phenyl ene. Such conpounds are for exanpl e:

I5HChIO|o|r o-wo{2ded0s2704- [ | , 2, 3] tri azol -1 -yl -bulyl) - phenoxynmeChEprpeosioaned - 2- yl } -
i ndol e;

5-Pluoro-2-{4-[4-(4-[1,2,3]triazol-1-yl-bulyl)-ph thyl] - | -2-yl}-
| H ndol e; 6-Fluoro-2-{4-[4-(4-[1, 2, 3]‘%/21'1i"azol>/-l)-5I egﬁgln? yi1-oxazo a
;hﬁzo?ﬁn?zhy: ] -20>§azol -2-yl }-1Hi ndol e;

: riazol-1-yl-butyl)-ph t byl ] - =yl = 5-
trifluor oné["ﬁfﬂ?f-’ Yl‘igremﬁéc}k%?béﬁtf 69@08838-6%%%9@3? %ﬁf]r i ?‘?@é%d B i
3] tri azol - lcoylespouidifg)anpidenshiyrmetla §V] usinganethods yl} kixawmtioiomeonn sieihest
enbodi ment ifthe éljg,eeégc.%”%%‘%‘@a% qge %ﬁf) iR eloupA&LEI & undls BY hrp@@I hal ogen,
or -O-al kyl "salt Kyl™~bel né opt1 ond} I)% s&bstltut,e one or ev,f | tinmes
by fl uori neyithRooxayl alchlpride Gor sother ; acvpigng eagapfy sin- epprents Xhﬁ% —gﬁi; and
ring B is ly4spRemd e-NW@lﬁn&ﬁglﬁ&ﬁih‘ﬂﬁdér P exdnpligires thereof at
5- Fl -2-{4-[3- -47( 4- ' -yl -
o - 20 VD) ?.lfﬁ,ihp%}g; ﬁi&n‘; L4 10231 b agohl -Mhibut  Jq RRSNOXYIRL Y1 ] - oxaz

2-{ 4- [ 3- Metyaylls the GAridds o2 fhtuld @¥ol - | -yl - but yl ) - phenoxyrmet hyl ] - oxazol - 2-yl } -
5- trifluoronethoxy- |Hindole; 6-Fluoro-2-{4-[3-nethyl-4-(4-[1,2
3]triazol -1-yl-butyl)-phenoxynet hyl ] - oxazol -2- yl}-IHindole; and

In order to obtain the compounds of formulala ‘wherein “G” is sulfur, the

carboxamides of formulaIV need to be converted into the corresponding
10 thioamides, e.g. by reaction with phosphorous pentasulfide in a solvent like THF or
dioxane, preferably at reflux temperature (step 3). On the other hand, in order to
obtain the compounds of formula la wherein “G” is oxygen, this reaction step is
omitted and the compounds of formulaIV are immediately reacted with 1,3-

dichloro-propan-2-one (step 4) to give the corresponding chlorides of formula V.

15 With step 4, scheme 1 the chlorides of formula V are synthesized using commonly
known methods. The amides of formula IV and 1,3-dichloroacetone are subjected
to a condensation/dehydration sequence yielding the compounds of formula V.
Typical solvents for reactions of this kind are toluene, benzene, DMF, acetone and
chloroform. If desired the reaction can be carried out under solvent free conditions.

20 The reaction temperatures may vary from 50°C to 150°C.

The derivatives of formula Ia can be obtained by reactions well known to someone
skilled in the art, e.g. by alkylation of compounds of formula VI with compounds of
formula V according to step 5 scheme 1. The alkylation can be carried out in the
presence of potassium iodide or sodium iodide in solvents like DMF, methanol,
25 ethanol, isopropanol and 2-butanone. Typical bases for this reaction are sodium
methylate, sodium hydride, lithium diisopropyl amide or cesium carbonate. The

reaction temperatures may vary from 50°C to 150°C.

The phenolic intermediates of formula VI, wherein W is -O-, -S-, -S(0)- or -S(O),,
may be prepared by reaction of a compound of formula VII with a compound of
30 formula VIII



6- Chl or0-2-{4-[3-methyl -4-(4-[I,2,3]triazol-1-yl-butyl)-phenoxynethyl]-oxaz
ol- 2-yl}-IHindole. Still another enbodi ment are the conpounds of formla
|, wher eiwORMG/82389dr ogen, hal ogen, or -O-alkyl; said alPkyIEPR@iS0H280
optional Iy substituted one or several tines by fluorine; R2 is hydrogen or
alkyl; Gis -O; Vis -0 Wis - 0-, -%(C»- or -S(0O2S Xis =CH; and ring
B is 1, 4-phenyl ene. Such conpounds areé“for exanpl e:
5-Chloro-2-{4-[4-(2-[1,2,3]triazol -1-yl-ethoxymet hyl) - phenoxynet hyl ] - oxazo
-2- yl}-1Hindol e;

5- Fl uoro-2-{4-[ 4- fﬁ\[l riazol-1-yl- ethox hyl noxynet hyl ] -o I
-2- yl}-1Hindole;5 ro- 4-14-(2-11, )”TE - pRF Y yi1-oxazo
3]triazol-1-yl-ethanesu g{ ylnﬁihyl) phenoxynethyl] _

oxazol -2-yl }-1 Hindol e; Fl uoro-2-{4-[4-(2- [1, 2, 3] tri ol - I-yl-

anesul fi nyl nethyl) -phenoxynethyl] - oxazol-2-yl}-1Hindole; 5-Fl uoro-2-
{4- [3-nmethyl-4- (2- [1,2,3]triazol- 1-yl-ethoxynethyl) -phenoxynethyl] -
oxazol - 2-yl } - IF+|ndokeIn A VII formula V

5- Fl uor o- 2- {4-[ 3- net A %‘ é [1,2,3]triazol-1-yl- ethanesulflnylnethyl)
phenoxynet hyl ] -oxazol 2- yI} | H i ndol e; and

5- Fl uor 0- 2-yfHergid- met hyl -4-(2-[1, 2, 3]triazol -1 -yl - et hanesul f onyl net hyl ) -

phenoxynet hyl] -oxazol-2-yl}-IH indole. Still another enbodi nent are the
conmpounds of formula I, wherein Rl is hydro
A denotes a suitable protecting group as de%ned below,
5 Y denotes a thiol group and
Z denotes a suitable leaving group as defined below,

optional oxidation of the obtained thioether to yield a sulfoxide or a sulfone, and

subsequent removal of the protecting group A.

or alternatively

10 A denotes a suitable protecting group as defined below, and
oneofYorZ denotes a hydroxy group,
while the other denotes a suitable leaving group E as defined below,

and subsequent removal of the protecting group A.

The corresponding aniline derivatives, wherein the hydroxy group on the phenyl is
15 replaced by an amino group, can be prepared analogously from the corresponding
nitrophenyl compounds with subsequent reduction, e.g. by catalytic hydrogenation

with hydrogen/Palladium, to the aniline derivative.

Reactions of compounds of formula VII with compounds of formula VIII are well
known in the art. Typically, such alkylation reaction may be carried out in solvents

20 like dimethylformamide (DMEF), methanol, ethanol and isopropanol. Typical bases



hal ogen, or -O-alkyl; said alkyl being optionally substituted one or
several tines by fluorine; R2 is hydrogen or alkyl; Gis -O; Vis -O; W
is - O owvo28(ep2509X is =CH; and ring B is 1,4-phenyl emeT/Eretosanasher
enbodi ment are the conpounds of formula I, whereinR is hydrogen, hal ogen
or -O-alkyl; said alkyl being optlonalgy substituted one or several tines
by fluorine; R2 is hydrogen Gis - Vis -O; Wis a single bond; Xis

=CH; and ring B is 1, 3-phenyl ene. Such conpounds are f
5- Fl uoro-2-{ w or_exampl e

triazol -1 - 4@%5%0%%%%%% FiPInatsea sa1i0B Jefuvite sogiprg, hydride or

6- Chl or o- 211{}ﬂu1[113d(iﬁ)pkd>py2 adjitle.i Blzeokeaktign temperatures may vary from 20°C to
r2r ?gyl[ é ?2??&&2 '@}u?y He-fe?f( %lzﬁiqflgtléﬂ rolcbalﬂgéjhﬁlke aRd of alkahne carbonates as

“ph thviT- - .5
trifl uor ombedessy solients hﬁ@k@onﬁﬁngﬁ ﬁé&m ﬁ%&gg%%?e bog ‘Elﬂglxg‘%ﬂ%ﬁ ﬁ%fb}xof
formula I, t%g L SiuPe, R éo%lun'MQ{yﬁﬁﬁé‘ in W@Pgﬁrbooﬁf tenfperhtiyd. ;Sustabld ledving Dbei ng

optlonally substituted one 05
groups Y are those typica

ly Swsed in alkyfa 10n reactions and well known to the
skilled artisan. Examples of such leaving groups are, among others, the anions of
halogens, especially iodide, bromide or chloride, p-toluenesulfonate (tosylate),
methanesulfonate (mesylate), trifluoromethansulfonate (triflate) or the azido

10 group.

The hydroxy protecting group A as mentioned herein is a conventional protecting
group as known by the skilled artisan. Examples are tert-butoxycarbonyl (boc),
propen-3-yl (allyl), triphenylmethyl (trityl) and silyl groups, e.g. tert.-butyl-
dimethyl-silyl, triisopropyl-silyl.

15 Removal of a protecting group on a hetero atom depends on the nature of such
group. Typical examples are the removal of a trityl group under acidic conditions,
for example with aqueous formic acid in tetrahydrofuran (THF) under reflux or the
removal of a tert-butoxycarbonyl group with trifluoroacetic acid in
dichloromethane at room temperature or the removal of a substituted silyl group

20 with tetrabutylammonium fluoride in aqueous THEF at room temperature. An allyl
group can smoothly be removed by treating the substrate with catalytic amounts of
a palladium complex, e.g. Pd(PPhs),in dichloromethane in the presence of an allyl-

acceptor such as 1,3-dimethylbarbituric acid.
Scheme 2:

25 The compounds of the present invention wherein “V” is -NH-, and W is a single

bond or -CH,- can be prepared according to scheme 2, and are named Ib.



by fluorine; R2 is hydrogen;Gis -S; Vis -O; Wis -CH2-, -O or -SO-
Xis =CH; and ring B is 1, 4-phenylene. Such conpounds are for exanple:

5- Chl or o-wo{4ded/es2504- | | PCT/EP2005/010280
>2,3]triazol -1-yl-butyl)-phenoxynethyl]-thiazol -2-yl}-IHi ndol e;

5- Chl or o- 2- {4-14-(2-]I

2,3]triazol -1-yl -ethoxynet hyl) - phenoxfﬁ’et hyl ]-thiazol -2- yl}-IHindole; and
5-Chloro-2-{4- [4-(2- [1,2,3] triazol- 1-yl-ethanesulfinylmethyl)

- phenoxynet hyl] - thiazol-2-yl} -IHindole. Stil M anetfier enbodi nent are

t he conpounds formula I, rein A IS 'SS -. Ygt &not her enbodi nent
are the co ol o) orrmh 1a Wher-et \Kf:l yadrogen—hal ogen, or

-O-al kyl ; saitk7al kyl being optionally sub¥ g)t’ﬂt ed one or several tines by
fluorine; R2 i% .hydrogen; Gfs -O;Vis -S(O"2-; Wis -CH-; X is =CH;
and ring B |s 1 4 g‘henyl ene. g |corrpounds are for%x;;rgp\l;\: 5- Fl uoro- 2-{4-

[4-(4- [I, | -1 -yl -but)dp- Zenes® | met Kyl @ hoxazol - 2-
yI}-IH-lndoIeo WS @ Z

2-{4-14-(4-[1, 27 3}<|Tr| azoIVIJ yl - bu‘fyl) benzenesu'l'fo‘hyl mew hyl ] - oxa\fél -2-yl}-5
- trifl uororrethoxy | H-i ndol e.

2
1
step 5 R H
— YN N W Ne
N J_/ Y S
H 6 \
Ib

N\N

Scheme 2

In scheme 2, G, X, R' and R* have the significance as given above for formula I, W

is a single bond or -CHy-, M represents BR;, ZnHal or SnRs wherein Hal is halogen

5 like bromine or iodine and R is alkyl or aryl, or the residues R in BR;, form together

with the boron atom, to which they are attached a polycyclic ring system (e.g. BR;

can represent 9-Bora-bicyclo[3.3.1]non-9-yl or benzo[1,3,2]dioxaborol-2-yl). A

method for the synthesis of compounds of formula Ib starts from nitro-derivatives

of formulaIX. Step 1 of the reaction sequence represents the conversion into

10 amino-derivatives of formula X, using methods well known to someone skilled in

the art. For this purpose compounds of formula IX are e.g. hydrogenated in the

presence of a palladium catalyst in solvents like methanol or acetic acid at

temperatures varying from 30°C to 100°C. Other commonly used methods employ
Sn/HCl, Zn/AcOH or lithium aluminum hydride.

15 In step 2 of the reaction sequence a suitable protecting group is introduced into
compounds of formula X to produce N-protected derivatives of formula XI, using
methods well known to someone skilled in the art. Typically compounds of
formula X are treated with di-tert-butyl dicarbonate in the presence of base. Typical
bases for this reaction are lithium hexamethyldisilazide, lithium diisopropylamide

20 or sodium hydride. Typically solvents like THF or DMF are used at temperatures
varying from -78°C to 40 °C in this reaction.

In step 3, scheme 2 of the reaction sequence compounds of formula XI are reacted

with organometallic intermediates of formulaXII in a cross coupling reaction,



Anot her enbodi ment are the conpounds of fornula I, wherein Vis -O or
-NH. Still another enbodiment are the conpounds of formula I, wherein Vis
-NH-.  Stiwb 2amaBkp enbodi ment are the conmpounds of for roir&preooswhesei n Rl
i's hydrogen, halogen, -Oalkyl, -S-alkyl, or alkyl; all alkyl groups being
optionally substituted one or several times by fluorine; R2 is hydrogen,

hal ogen or alkyl; said al kyl being op@ﬁonally substituted one or several

ti mes by quorlne Gis -O; Vis -NH; Wis a single bond or -CH2. and X is

=ChH or =Ny ;gerhetﬁﬂ@stWEH 1&5@9% @&BEorﬁrﬁllleHQnQEé@ﬂu’mﬁicﬂlfy  uadd erobs  wher ei n
Rl is hydroge

hal ogen, or -Oal kyl; said al kyl be| tio
subst i t ut edoBplngottrateayeras craplars fﬁ’gi th? SHHPEE: © q{%‘arog I nalé(?{g o V

is -NH; W
are for ex apr%%) tfé@f%rpos%( dotnpdfdids oRRétniul dETIByére glnél*at@ﬁ&ﬂﬂiy@l@ﬁ)orﬁhmh of onpounds

[ 2- (6- F uorthe | qariesppsding. yerminglaglsfioy WithnSrBEN] (§-BorebiqrsloB -3 nepang: -1 -y - bu

tyl)- 5 catechol borane (benzo[1,3,2]dioxaborol) or the like in solvents like THF or DMF
at temperatures varying from -30°C to 100°C. This solution is typically added to a
solution of compounds of formula XI in the presence of a palladium catalyst and a
base. Typically used catalysts are Pd(PPhs)s, (PhsP),PdCl, or Pd(dppf)Cla. Typically
used bases are sodium carbonate, cesium carbonate or sodium hydroxide in

10 mixtures of e.g. THF or DMF and water. Temperatures vary from -30 to 100 °C.

In case X is =C- an alternative route can be followed starting from the commercially
available 4-(4-nitrophenyl)-1-butanol, wherein the hydroxyl group is activated as a
leaving group e.g. with methylsulfonyl chloride to yield the corresponding
methylsulfonate. Then this intermediate is reacted with 1H-[1,2,3]triazole in an
15 alkylation reaction (analogously to step5 in scheme 1). The resulting 1-[4-(4-Nitro-
phenyl)-butyl]-1H-[1,2,3]triazole is reduced to the corresponding aniline (see
step 1 this scheme) and the amine is protected e.g. by a BOCprotecting group (see
step 2 this scheme) to give the [4-(4-[1,2,3]Triazol-1-yl-butyl)-phenyl]-carbamic

acid tert-butyl ester. Then the reaction sequence is carried on with step 4.

20 In case X is =N- the compounds of formula XI can be alternatively reacted with 1-
But-3-ynyl-1H-[1,2,3]triazole in a Sonogashira cross-coupling reaction in the
presence of catalytic amounts of copper iodide and a palladium complex, e.g.
Pd(PPhs)s, PA(PPh3),Cl, or the like. The reaction is carried out in the presence of a
base like triethyl amine, diisopropyl amine, isopropyl amine, piperidine,

25 morpholine or pyrrolidine and in solvents like THF, DMF or mixtures thereof at
temperatures varying from 20°C to 100°C yielding the corresponding alkynes which
are subsequently reduced to the compounds of formula XIII Preferably, as
reduction reaction a catalytic hydrogenation is performed using catalytic species
like palladium on activated charcoal, nickel or platinum. The reaction is typically

30 carried out at temperatures between 0°C and 50°C, at hydrogen pressures between 1
to 4 atm in solvents like methanol, ethanol, tetrahydrofuran, acetone, ethyl acetate

or mixtures thereof.



phenyl] -am ne;

[ 2- (5-Fluoro-1Hindol-2-yl)-oxazol -4-yl methyl]-[4-(4-[1,2,3]triazol-1-yl-bu
tyl)- phewgl2poc/aesone; PCT/EP2005/010280
[4-(4-]1, 2, 3] Triazol-1-yl-butyl)-phenyl]-[2-(5-trifluoromethox7-1Hindol -
yl)- oxazol -4-yl nmethyl] -am ne;

[ 2- (6-Chl oro-1 Hi ndol - 2-yl ) - oxazol - 4-y3Gret hyl ] -[4- (4-[1, 2, 3]triazol -1-yl-bu
tyl)- phenyl] -am ne; and
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al kyl being optionally substituted one or several t| fI uoij1 Gis
oL

-0 Vis -Nepicallythesallybppon is carried ony solvgnis like B ?1:1, Such

corrpognds al P! 1 bases for this reaction are sodium h drlde, sodlum
[ 2- (5-Fluoro ﬁ&ﬁ?nﬁ%ﬁ @ﬁcaoxazo -4-yl met hyl ] -[ 3- et hyl Y4 4-11,2,3]triazo

| -1yl - but ym)ethybm@yh}hlula iigepropyl amide. The reaction temperatires may var fro

[ 2- (6-Fl uor (%1 ipt- 2-yl) - oxazol -4-yl methyl ] - [3-met hyl -4-(4-[1, 2, 3]triazo

| -1yl - buty -phenyl] -am ne;

I[2|—(|5-CEI or?))l H-|hndol 2-yl)-oxazol -4-yl methyl]-[3-nethyl-4-(4-[1,2,3]triazo
-lyl- buty en
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Typically used acids include trifluoroacetic acid, acetic acid or hydrochloric acid in
solvents like dichloromethane, chloroform or the like at temperatures between -

30°C and 100°C.

Scheme 3:

15 The compounds of the present invention, wherein “V” is -§0O,- and W is a single

bond or -CH,-, can be prepared according to scheme 3, and are named Ic.
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Scheme 3

In scheme 3, G, X, R! and R? have the significance as given above for formulaI, W
20 is a single bond or -CH~, M represents BR;, ZnHal or SnR; wherein Hal is halogen
like bromine or iodine and R is alkyl or aryl, or the residues R in BR; form together
with the boron atom, to which they are attached a polycyclic ring system (e.g. BR,
can represent 9-Bora-bicyclo[3.3.1]non-9-yl or benzo[1,3,2]dioxaborol-2-yl). A

method for the synthesis of compounds of formula Ic starts from sulfinic acid salts



trifluoronethyl-phenyl] -am ne;

[ 2- (5- Fl uoro-1 Hindol -2-yl)-oxazol -4-yl nethyl ]-[3-fluoro-4-(4-[1,2,3]triazo
| -1 -yl butyb)oequisesegl | - am ne; PCT/EP2005/010280

[2- (5-Chl oro-1 Hindol - 2-yl)-oxazol - 4-yl net hyl ] - [ 3-f | uoro-4- (4-[|I
>2,3]triazol-lyl- butyl) -phenyl] -am ne;

[ 2- (5- Fl uor o- | Hi ndol - 2-yl ) - oxazol - 4-y3ret hyl |- [ 2-f1 uoro-4- (4-[1,2, 3] triazo
| -1 -yl butyl) -phenyl] -am ne; and

[ 2- (5-Chl or I 3]t
(5 L i i G i L

fornula |, (Wfferreiﬂﬁ uping myathasigerell knomeynsonpsone ckidlpgkyn thesar bei ng
opt i onal ! y &%?ﬁ_d’_ntd%f’fer&ﬂﬁ\? se§§éh%ﬁﬁ|1)fah3‘%§ gfﬁcﬁsbﬁ%ﬁﬁulaﬁ@ drs hbyted ogen; G

iIs - IS = B
1, 3- phenyl amesol‘&msn hk@mlljndlgggh@lsml&m@( é §O) or the like a temperatures

[ 2- (6+Chi org ar*lk%opy % ?Qﬁsoeisfiégietéco\fﬁﬁﬂﬂnwblffo&&u(ﬁxﬂ 2

3]tr|azoI-I- enyl m ne;
[ 2-(5-Fluoro-|I Hindol-2-yl)-oxazol -4-ylmethyl]-[3-(3-[I1,2,3]triazol-I-yl-pr
opyl) - pheny Jm’té}ﬁleaﬁtes%tffdrhqu‘ﬁre aﬁﬂ’@ﬁ@bj’@ﬂ{'e &R frhenganpounds  of

formula I, erein RL is hydrogen, halogen, or -Oalkyl; said al kyl being
optlonally substituted one or several tines by fluorine;

In step 2, scheme 3 of the reaction sequence compounds of formula XVI are reacted
with organometallic intermediates of formula XII in a cross coupling reaction,
using methods well known to someone skilled in the art. Typically a Suzuki cross
10 coupling strategy is employed for the synthesis of compounds of formula Ic. For
this purpose, compounds of formula XII are generated by hydroboration of the
corresponding terminal olefins with 9-BBN (9-Borabicyclo[3.3.1]nonane), catechol
borane (benzo[1,3,2]dioxaborol) or the like in solvents like THF or DMF at
temperatures varying from -30°C to 100°C. This solution is typically added to a
15 solution of compounds of formula XVI in the presence of a palladium catalyst and
a base. Typically used catalysts are Pd(PPhs)s, (PhsP),PdCl, or Pd(dppf)Cl..
Typically used bases are sodium carbonate, cesium carbonate or sodium hydroxide

in mixtures of e.g. THF or DMF and water. Temperatures vary from -30 to 100 °C.

The compounds according to the present invention may exist in the form of their
20 pharmaceutically acceptable salts. The term “pharmaceutically acceptable salt”
refers to conventional acid-addition salts that retain the biological effectiveness and
properties of the compounds of formula I and are formed from suitable non-toxic
organic or inorganic acids. Sample acid-addition salts include those derived from
inorganic acids such as hydrochloric acid, hydrobromic acid, hydroiodic acid,
25 sulfuric acid, sulfamic acid, phosphoric acid and nitric acid, and those derived from
organic acids such as p-toluenesulfonic acid, naphthalenesulfonic acid,
naphthalenedisulfonic acid, methanesulfonic acid, ethanesulfonic 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
30 and chemical stability, hygroscopicity, flowability and solubility of compounds. See,
e.g., Stahl, P. H., and Wermuth, G., (editors), Handbook of Pharmaceutical Salts,



R2 is hydrogen; Gis -O; V' is -NH; Wis -CH2- ; Xis =N; and ring Bis
2,5-pyridindiyl or 3,6-pyridindiyl. Such conpounds are for exanple:

[ 2- (5- Fl wwoaeddsesedol - 2-yl ) - oxazol - 4-yl met hyl ] - [ 6- (4- [ PET/EP2005/010280
53]triazol -1-yl-butyl)- pyridin-3-yl] -am ne;

and[ 2- (5- Fl uoro-I Hindol - 2-yl ) - oxazol -4-yl methyl ]-[5-(4-[1,2,3]triazol-1-yl
-butyl)- pyridin-2-yl] -amne. Still 2ot her enmbodi nent are the conpounds
of formula I, wherein Rl is halogen, -Oalkyl or alkyl; all alkyl groups

bei ng optiagna bStI ted one t eg. .t.i e fluyorine;, R2. i

hydr ogen, h\é‘frlﬁ‘éeﬂsl&?mil ’Imlcf MEEN }2{;@3? ﬁlc%efzrggy)oﬁf i%c)?ﬁté]il ( 1;‘]’éuellc[)s Ttuted
one to threerdahivdsobReb. It & (ZO00Y427%54350-, -NH or -S(02-; and Wis a
single bond, -CH-, -O, -S(O- or -S(O 2- . Still another embodinent are
t he corrpounds of formula I, wherein RL is hal ogen or Oal kyI t he al kyl
group bei ngP=lebeti aratthe Idwenitacﬁllttmlb’eaqcﬁlﬁé@ethI‘ﬁ@Fhr?ée remeds WithdPogen,

hal ogen or alielsuibie %{ckﬁ/' rﬂf)Hﬂ'lQleHé‘shHQm@ptal:iqnahhp’htﬁél@.r%dhéhﬁbﬁﬁ Qarl,to three

times by fluorine; Vi NH- S(O)2- ; and Wis a single bond
-CH2- 3 -O mf@@@smfé?lc-@(i@)“dilydmch@ir]lcIaa not her enbodi ment of the invention
s a process for the manufacture of the conpounds of formula I , wherein(a)

e comoung, o Lor i SCHL L0 P M IRECELDW ko BRS04 0 ive (e
formula V be present in a racemic or in an opt1ca11y active form. The racemates can be
separated according to known methods into the enantiomers. For instance,
diastereomeric salts which can be separated by crystallization are formed from the
10 racemic mixtures by reaction with an optically active acid such as e.g. D- or L-
camphorsulfonic acid. Alternatively separation of the enantiomers can also be
achieved by using chromatography on chiral HPLC-phases which are commercially

available.

The compounds of formulal and their pharmaceutically acceptable salts possess
15 valuable pharmacological properties. It has been found that said compounds inhibit
the HER-signalling pathway and show anti-proliferative activity. Consequently the
compounds of the present invention are useful in the therapy and/or prevention of
illnesses with known over-expression of receptor tyrosine kinases of the HER-
family like HER-2 and EGFR (HER-1), especially in the therapy and / or prevention
20 of illnesses mentioned above. The activity of the present compounds as HER-

signalling pathway inhibitors is demonstrated by the following biological assay:
CellTiter-Glo™ assay in HEK293 cells

The CellTiter-Glo™ Luminescent Cell Viability Assay (Promega) is a homogeneous
method of determining the number of viable cells in culture based on quantitation

25 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 (Inv1trogen, 31966-021), 5% Fetal Calf Serum
(FCS, Sigma Cat-No. F4135 (FBS)), 100Units/ml penicillin / 100pg/ml
30 streptomycin (= Pen/Strep from Invitrogen Cat. No. 15140). , For the assay the cells



formula V, wherein Rl and G have the significance given above for fornula
I, to give the respective conpound of fornula I, wherein Vis -0, and

whi ch ar evoanedstay wherein Rl, R2 ,W X G and ring Bhace/mpressig@seficance
gi ven above for formula | and Vis -O; (b) said conpound of fornmula la is
isolated fromthe reaction m xture, and (c) if desired, converted into a
pharmaceutical Iy acceptable salt.Still 2%3not her enbodi ment of the invention

is a process for the manufacture of t he corrpounds of formula I, wherein (a)
the conpound of
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t hereof , maw \betopae(pamamghyumwﬂppmhoﬂonmﬁm YWollpe. appl [ cabl e for the
preparation of chem cally-related conpounds by the one skilled in the art.
Such processes, when

10 Details:

1. day:

- Medium: Dulbecco's Modified Eagle Medium (DMEM) with Glutamax ™
(Invitrogen, 31966-021), 5 % Fetal Calf Serum (FCS, Sigma Cat-No. F4135
(FBS)), Pen/Strep (Invitrogen Cat. No. 15140).
15 - 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. dav: Induction (Substance testing):

20 In general the dilution steeps are 1:3

a)  Add 8 pl of 10 mM stock solution of compound to 72 ul DMSO
b)  dilute 9% 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)
¢)  dilute each concentration 1: 4.8 (10 pl compound dilution to 38 pl medium)
25 d)  dilute each concentration 1: 10 (10 pl compound dilution to 90 pl medium)
e)  add 10 pl of every concentration to 60 pl 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 pM to 0.00015
M
30 - Incubate 168 h (7 days) at 37°C, 5% CO,



used to prepare the indole derivatives of formula I, or a

phar maceuti cal | yacceptable salt thereof, are provided as a further feature
of the i nwenbics2mnd are illustrated by the foll ow ng r eprEPesalizee

exanpl es of schene 1 to 3, in which, unless otherwise stated Rl, R2, G V,
Wand X have the significance given herein before. Necessary starting
materials may be obtained by standard3Brocedures of organic chemistry. The
preparation of such starting nmaterials is described within the acconpanyi ng
exanples. Alternpatively necessary starting materials are obtainable by

anal ogous ures to those illustrated which are within the ordinary
skill of an organic chem st. Schene 1: The nmanufacture of the conpounds of
formula | vari ceardi. oM he of "V' in fornmula |I. The conpounds
of the pr es'en‘fﬁaﬁ@@ﬁ@flgﬂﬂ&\?\h(%?eiIlgnea’g%ﬁwés}ﬁ-O can be prepared according to
schene 1, andshakelhareded & roSphiemperatyrga schene 1, G W X, Rl and R2 have
the significa i withoeiHa@thef or the synthesis
of the conpouﬁlggb%?ﬁ%}}ré?ma?gg'gg@%%tgﬁgéﬂ%%ﬁﬁrgwﬁigol ges of formula Il. Step
1 of bPhe reaction sequence (schenme 1) is the carboxylation of indoles of
formula Il B stifgnedtposi tion, using nethods well known to someone skilled
in the art. For this purpose indoles are e.g. first N-carboxyl ated by
treatment with tt-butyllithium and carbon di oxide and then subsequently

car boxyl at ed #lctbfEscAnpiag iniltwelbypettrephiatemeteni Whllacs hurhinesgendetrhpdan and

car bon di oxid Aqueo - icel h ofngi: Ay 1itg.. aci ds of
formula Il.” S@@ﬁer&é%ec# ?8%\2‘515}?2)( I%l_;i/igi @glf{ty?ocfg@ ?% Zg@ogggn?%sg%{lvent sLtI&T ke

t et r ahydr of ur &wilfoFERjureay, UKékanes at tenperatures between -78 0C and
300Chn step 2, scheme 1 the obtained conmpounds of fornula Il are

converted into their correspondi ng. ag.des l.a .1.\. usin thods wel |
known to soWedrdl copprquads psignHka trlﬂl,%ﬂj]ét}%‘? Oﬁiﬁi@% %ﬂﬁl?\}ﬂhwh‘@asc%ll%‘g%’;l ic
group in sajHick ¥aemplifiedby thecsmbauhdd shoivhtin @xbleytl chl oride or ot her
activating reagents in solvents |ike THF, dichl oronethane,

N, N- di et hyl f ormam de (DMF) and m xtures thereof at tenperatures varying
from-30 OC to 40 OC. The additi oRestltadablels amoni a yi el ds the am des of
formula IV.

Examples ~ IC50 HEK293 [nM]
3 6.6
24 37
1,2,4,7,8, 10,11, 16, 17, 23, 29, 32, 33, 40 0.1-50
13, 18, 21, 22, 35, 38 50-500
12,14 500-1000
15 In vivo assay on tumor inhibition:

To generate primary tumors, Non-Small-Cell Lung Cancer (NSCLC) (e.g. Calu-3
(ATTC HTB-55) or A549 (ATTC CCL-185)) cells (4-5.0x10° in a volume of 100p1)
are injected subcutaneously into the left flank of female SCID beige (Severe
Combined Immunodeficient / beige mice available from Charles River, Sulzfeld,
20 Germany) or BALB/c nude (BALB/c Nude Spontaneous Mutant Mice
(homozygotes) available from Taconic Europe, Ry, Denmark) mice. The cells are
thawed and expanded in vitro before use in the experiment. Mice are assigned to
the treatment groups 14-21 days after cell injection. For grouping (n = 10-15 mice
per group), the animals are randomized to get a similar mean primary tumor

25 volume of ca. 100-150 mm? per group. The test compounds are administered orally



In order to obtain the conpounds of fornula la wherein "G' is sulfur, the
carboxam des of fornmula IV need to be converted into the correspondi ng

t hi oam desp 2e063249y reaction W th phosphorous pentasul f iPde/EPR00/08@BY ent

| i ke THF or dioxane, preferably at reflux tenperature (step 3). On the
other hand, in order to obtain the conpounds of fornula la wherein "G' is
oxygen, this reaction step is onitted?nd the conpounds of fornmula IV are
i medi ately reacted with 1, 3- dichloro- propan 2-one (step 4) to give the

correspondi ng chlorides of fornul hene .1 t hIor d
of fornul a oucape %Yrﬂsﬁe%lﬁmmﬂslp g-’y @ﬁ\\% 3?‘20%{1?5@% 88§dmﬁle r%i[?n desI ofe >
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sol vegt 11 6, GONLALORS 13 MEmb '(‘Pé?lgﬂ?ﬁ'i{)c?{v%tﬁf Sans SRE¥nkQNH&OOC t 0
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e carri out I1nt I S|u di
i odide in s%ﬂlmé]ﬁﬂssret:‘?rﬁlégﬂ\hga“ F@Fﬁ&’ﬁ%ﬁlg quailg,n Itﬁe (i:rgcf) ro%%trlllo C{ltli‘ﬂg? £I;ut Zﬁolng.m
Typi cal basg@s effintedinsd weighéd.on are sodi um net hyl ate, sodi um hydri de,

l'ithium diisopropyl am de or cesium carbonate. The reaction tenperatures
may vary from 500C to 1500C. The phenolic internediates of fornul

wher €ion” W i Ehe @mpoudds acrdpg toithis Spventon pag their phesparagicdly Jcesht 'ﬁ%n of a

\C/? I”P 0 u\?\,ﬂ e?];sla%cp %H%@usgh las Wietdlfkaﬁleﬁ%npg UR Qh@foricrpé afmMelitiEQ chtmbasilbs. f or mul a

denotes a suitable pr as defi bel Y
denot es a t AhoPhyIsGe tEANCompRST#nsCag @nggfcgag’illﬁ’g ér%‘% g% Rl :Nned
gelstleVf Otr)]pt i faag&s, @@gitéiﬂtfabléﬂ; afagéebﬁhaﬁbfaﬁd sefd gélhtineataparies; eolyii@isderaulsions oxi de or

© grnsuslsagngoen%u%ﬂe acrlr%%g‘c%ltlon can,h on%v%} eacfstol @ege@é’cf)eldpre@taﬂy, e.g. In

15 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. Lactose, corn starch or derivatives thereof, talc, stearic acids or
it’s salts and the like can be used, for example, as such carriers for tablets, coated
20 tablets, dragées and hard gelatine capsules. Suitable carriers for soft gelatine
capsules are, for example, vegetable oils, waxes, fats, semi-solid and liquid polyols
and the like. Depending on the nature of the active substance no carriers are,
however, usually required in the case of soft gelatine capsules. Suitable carriers for
the production of solutions and syrups are, for example, water, polyols, glycerol,
25 vegetable oil and the like. Suitable carriers for suppositories are, for example,

natural or hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

The pharmaceutical compositions can, moreover, contain preservatives,
solubilizers, stabilizers, wetting agents, emulsifiers, sweeteners, colorants,
flavorants, salts for varying the osmotic pressure, buffers, masking agents or

30 antioxidants. They can also contain still other therapeutically valuable substances.

Pharmaceutical compositions comprise e.g. the following:



or alternatively A denotes a suitable protecting group as defined bel ow,
and one of Yor Z denotes a hydroxy group, while the other denotes a suitable
| eavi ng gwoupod@samodefi ned bel ow, and subsequent renovalPCOEPREVS/OPI284 ect i ng
group A. The correspondi ng aniline derivatives, wherein the hydroxy group
on the phenyl is replaced by an am no group, can be prepared anal ogously
fromthe correspondi ng nitrophenyl compounds w th subsequent reduction,

e.g. by catalytic hydrogenation with hydrogen/Palladium to the aniline
derivative. Reactions of conpounds.of formula VII wth conpounds of fornula
VIIl are mépﬂ%EES IPﬁhPﬂ%?ggfg“¥§ﬁF5’ 1y, such alleviation reaction may be
carried out in solvents |ike dinethylformam de (DMF), nethanol, ethanol and
i sopropanol. _Typjcal ..basesfor this feagti are al kal i ne carbonatles, sodi um
netﬁylgte, Eﬂﬂ?ﬁ@%ﬁ?ﬁ“ﬁﬁe or !ithiuw?%g?é%propyl afi-de—The—teacti on

t enper at ures mayCearppuhd ofifa26mi (p 1500C. Rher pl¥¥ err eddW kyl atli on
procedur es| fmake E%ﬁm@ﬁhﬁwﬁﬂhk&?ﬁﬁarb?ﬂ9tes 3§ bapsgs i n sp{yents i ke

ket ones, fp¥F—exahrple—€cestum-E€arbonate—+n—butanongat—reffux—tenperature, or
sodi um hydf3.de | AtaBRELZHO room t enperture. | Suitabbe | eavi#h groups Y are

t hose typicglly Nﬁggmbgmﬂhgxhghhgg fggctionggand| y¢l | knoyp to the skilled

artisan. Exanptes—of—suchteavinggroups are, anpng others, the ani ons of
hal ogens, g&peci MagpesiwmiSearater oni delor chl éride|lp-t ol uphesul f onjat e
(tosylate)| methapgsul fonate (nmesyl atgy, triét uor oset hansgdif onat e
(triflate) the—azido group. —The tiydroxy protecting group A as nenti oned
herein is a conventional protecting group as known by the skilled artisan.
Exanpl es ar grah@fdcrdiigvpeardenyl (boc), propen-3-yl (allyl),

triphenyl nethyl (trityl) and silyl groups, e.g. tert.-butyldinethyl- silyl,
triisopropyl-silyl. Renoval of a protecting group on a hetero atom depends
on the natute oMisiteds @y HBpnd Bypdeadnuwdatawphesrifeewatve renoval of a trityl
group under ,aci di i, 5y of or exanple with aqueous formc acid in
tetraﬁ#drofaTanﬂ(ﬁﬁﬁgﬁﬁh%%?E§%§$ux.or the renmgval of a tert-butoxycarbonyl
group with BrifPustlogreniles teewphisyitable milling equipment.

4.  Add item 5 and mix for three minutes; compress on a suitable press.

<

b) Capsule Formulation:

Item | Ingredients mg/capsule

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

2. Hydrous Lactose 159 123 148 ---

3. Corn Starch 25 35 40 70

4. Talc 10 15 10 25

5. Magnesium Stearate 1 2 2 5
Total 200 200 300 600

10

Manufacturing Procedure:

1.  Mixitems 1, 2 and 3 in a suitable mixer for 30 minutes.
2.  Additems 4 and 5 and mix for 3 minutes.
3.  Fillinto a suitable capsule.

15



di chl oronet hane at room tenperature or the renoval of a substituted silyl
group with tetrabutyl ammoni um fluoride in agqueous THF at room tenperature.
An al |yl woaog/s2asw9snoot hly be renoved by treating the subatre@smiose h
catal ytic anounts of a palladiumconplex, e.g. Pd(PPhs) 4 in

di chl oronet hane in the presence of an aIIyIacceptor such as

1, 3-dinethyl barbituric acid. Schene 2:33The conpounds of the present

i nvention wherein "V' is -NH, and Wis a single bond or -CH2- can be

pr epar ed a%g?\ﬁdl ng to schene 2, and are naned I b. Schene 2 In schene 2, G
X, Rl and SPSURESYPgni fi cance as given above for fornula |, Wis a
single bond or -CH2-, M represents BR2, ZnHal or SnR3 wherein Hal is

hal ogen 1 (i;]getW}eegrﬂ I'Slg%{atsé]geaﬁlg?n and rﬁznllzﬁie ﬁd}LQB Il (theBeallBN hESLAVES RN

BR2 formt oronaom to ey are attached a
pol ycyclic ri ﬂg:tgb@tem (e.g. BR2 can represent

9- Bor a- bi cygl h n% o%nﬂ' df&ﬁerpee@&mﬂatﬁuaiﬁidw@mrol 2-yl). A method for
ou

t he synt he5|s o s of fo romi;li) derlvatlves of

r start
for muba I X.3-S\dg zfnwlaﬁlﬁéomét(WS%HE]éﬁG%ﬂE]é“P ‘%Pé%‘ént VeB¥ersion into
am no- deri vat Wﬁ%n@f/vrip)ﬁmhhrﬁnﬂhmlf&lﬂghlghtﬂsl@ehmmlI known to someone skilled

inthe art._ Fqr this u of fornmula | X are e.g. hydrogenated
in the presen éeP(?feaaCOB’é‘F‘ioﬁaﬁ ﬁ%ﬁ @t in solvents |ike nethanol or acetic
acid at tenpeMilluioes hoarsy 2oV if Iadmtsmomllt (For1 9pEubskahess wottdthhgurgséd

met hods enpl 0350/'% /HA, Zn/ AcOH or lithium alum num hydride. In st ep 2 of

the reaction Seqlience a suitable prot ecti ngégrg)gp is int rgsuced
conpddnds of. fsiraci @spensionphr e dnwthofeec Hlten (1Qlemgrory g Fa X,

using met hods pwRiel, ko \éﬂ'tc; Qre%ﬂf@ﬁ'@ﬁll B tdntEfhghtior 4tet0aptior Tynph.cal |y corrpounds
of formula X are treated with, di { t-butyl dicarbonate in the presence of
base. Typi c&l %‘é‘éeéé‘trﬁﬁrtoﬁﬁa%urfr@afé’ PSA- are 1ithi um hexanet hyl di si | azi de,
lithiumdii gogereg@atlxamhdg withseailurolnysihae. 1 Typiseas) yndlofivdntduiekie THF or

DMVF are used at e er%taure varyl ng from-78Cto 40 OCin this reaction.

In step 3, sch& telsrceactl on sequence conpounds of fornula Xl are

reactiéd wi t b0.diljapongnadivbiume witegeletéi anddeoropgepsenul a X1 in a cross

coupling reaction,using nmethods well known to soneone skilled in the art.

Typical [y a Suzuki cross
yP Y The above described preparation yields micro-suspensions of the compounds of

formula I with particle sizes between 1 and 10 pm. The suspensions are suitable for

oral applications and can be used in the in vivo assay described above.

20 Medicaments containing a compound of the present invention or a
pharmaceutically acceptable salt thereof and a therapeutically inert carrier are also
an object of the present invention, as is a process for their production, which
comprises bringing one or more compounds of the present invention and/or
pharmaceutically acceptable salts and, if desired, one or more other therapeutically

25 valuable substances into a galenical administration form together with one or more

therapeutically inert carriers.

In accordance with the invention the compounds of the present invention as well as
their pharmaceutically acceptable salts are useful in the control or prevention of
illnesses. Based on their HER-signalling pathway inhibition and their
30 antiproliferative activity, said compounds are useful for the treatment of diseases
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.



coupling strategy was enployed for the synthesis of conpounds of formula
XIll. For this purpose, conpounds of formula XlI|I were generated by

hydr obor awoanosaf3230be correspondi ng term nal ol efins w t IRCIABBN5/010280

(9-Bor abi cycl o[ 3. 3. 1] nonane), catechol borane (benzo[l, 3, 2]di oxaborol) or
the like in solvents |ike THF or DMF at tenperatures varying from-300C to
1000C. This solution is typically addédto a solution of conpounds of
formula XI in the presence of a palladiumcatalyst and a base. Typically

used catal ysts are Pd(PPh 3)4 (Ph3P)2PdCl 2 or Pd f)d..2. Tvpically used
bases are <eWikfheado Hﬁ%l%té’%tllfé§i"‘iﬂﬂ°é‘a1F th%f?%acf)‘t‘tlégg‘%ﬂ%ﬁsh@o&f 89(1%/‘[8{51%

i xt ures ofone.dd. métdFcanpivids afdomaile . todehqrewizh phesnacantically areepsdle o 100
OC. In case X is . =C an alternative route can be followed starting fromthe
commer ci al IF“BER abl e 4- (4-ni trophenyl )-1-butanol, wherein the hydroxy!
group is activated as a leaving group e.g. with nethylsulfonyl chloride to

yreld the @iﬁlgﬁw&%ﬁ&dﬁﬁw%ﬁﬁ{;ﬁ@%& is SARpHainacdubic Al dReositioni for r eact ed

wth IH[I,273 Tazole'in an a at1on reaction (analogously to step5 in
schend 1). tpinhikison of Amorgrawihy- Ni t r ophenyl )- butyl -1 H[1, 2, 3] triazole is
reduced to the corresponding aniline (see step 1 this schene) and the am ne

is protected._e.g.. by OCpr.otecti.n rou see step 2 thi to give
the [4- (4- [Jtllanther eé?%%ﬂ%-lm?% ofiife W‘%Pﬁﬂ%h%h%-“é%r"%%rﬁglénpé"clfl%%{ Lo u% yl

est er. Therfot hie tr@aathtaf casgtience is carried on with step 4. In case X is
=N- the conmpounds of formula XI can be alternatively reacted with 1-
But-3-ynyl-1H[1,2,3]triazole in a Sonogashira cross-coupli ?% relﬂ%:n&i on in

t he presencsilbinatheradnybadimantoefihe imvengiop pethe usgiofe RRPOHNA At FYFRHM conpl ex,
e.g. Pd(PPhg) %E’ﬂ&f%}&%? BrelftRdtdgk BrediERen8 a6t il@Ninhsbitas ofedmout in the
presence of a ase like triet hyl" am ne, diisopropyl am ne, isopropyl am ne,
pi perl0di ne, staWitbhol i ne or pyrrolidine and in solvents |ike THF, DVF or

m xtures thereof at tenperatures varying from 200C to 1000C yi el ding the

correspondi kynes whi ch are .subsequent|: d : ds of
formula Xl If]g‘i:’?’b‘f’é%ﬁxﬁfnp% a’?%ﬁeé%rf 161 g?e 8%%%8%%8#%3?%*@%6}{%&%5% 0 eﬁat ionis
performed usiesgtdateatiph, the spectes dfividdclpal seaigrnimdhe aprended elginehdrigoal |

ni ckel or pl aji At YRL§ak YnCafdcb@deP ikt fofthtveilmaRat ures
bet ween 00C" lg&h%&g%g QSTBEIS?g%t%O%gn&%r%S@hg%gA bet g/eecn 1e
departing from the spirit of the invention.

15 Experimental Procedures:

A: starting materials

Preparation of [4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-carbamic acid tert-butyl

ester
20 i) 1-[4-(4-Nitro-phenyl)-butyl]-1H-[1,2,3]triazole

A solution of p-nitrophenylbutanol (5g, 25.61 mmol) in ethyl acetate (200 ml) is
treated with methanesulfonyl chloride (3.52g, 30.73 mmol) at 0°C. The resulting
suspension is stirred for 30 min at this temperature and for 1 h at room
temperature. The mixture is washed with ice water and brine, dried over Na,SO4
25 and evaporated to dryness. The resulting oily residue crystallizes on cooling yielding

7.62 g of a yellow solid.



to 4 atmin solvents |ike nethanol, ethanol, tetrahydrofuran, acetone,

ethyl acetate or mxtures thereof.In step 4, schene 2 the protected aniline
deri vat i Wwe® 2066/d3e0aul a Xl V can be obtai ned by reacti ons pagiEpP26050m28¢ O
soneone skilled in the art, e.g. by alkylation of the protected anilines of
formula XII'l with conpounds of fornmula V (see schene 1). Typically the

al kylation is carried out in sol vents $1ke DVF, THF, nethanol, ethanol and
i sopropanol . Typical bases for this reaction are sodi um hydride, sodium

met hyl ate, .or lithiumdi e., the react r.at ur may var
fr omy 300C tD af%fﬁf&SIOPrPtjst?‘%%l%ﬁthc(ﬁgheg 33-05 ﬁ) lﬁlsi 51?et$5§' TOiA0 ! ﬁg(r) e d d
gener at ed byl)dEf[0268] triaanleof2.4ogpiim esnad, Kbl(@rﬁﬂ’@, B 6. mDeydy mdaNaIQH] is

hi eved b id
Ceasvem B RS oSA GpBARRIEK) HeeHh Pk Bl 8. 2
trifluor oacéftcrcevapfin@tloa@étth@: selegnd the nhiyigreosHpkan ep dridusne @60 vlnesd| j ke

di chl ar omet fameq vﬁtﬂ QafdromL QBlu’éH@léyhk% ala bﬁmaefoaawn% et ‘ﬂﬁefbsrdu30C and
1000C. Scherre

"S2- and \WSaddT ghR BN swroiene 5 Lol BAE DicRerthER ) scheme

3, and are petfRde lsalfomchand (8.3 §). sceen®irdng C’ﬁ'or Xh Rlreui t%pbram&etﬂhe

significanc iven ove.for.for

represents g@%ng%qlplgﬂ? §n%t%%r‘ﬁsﬁu4-&fth e{hyl 2 Ef)tgteeﬁg(fri%kt}siI e@%%lqz i odi ne
and R is al ésiéd meldmg/l [4-¢4-nithe- phesil dnetyl] RH'T{ll B@tnfamlmedg@@wéfonmetaﬁ t he

bor om At om %8]@‘0@40 v{j}ﬁ@r}’c r %& @i}ﬂs& fartﬁalp{ﬁmh&n 89 33%stsMokye- 9. BR2
can represen or I cycC non-9-yl “or

benzo[ |, 3, 2] di oxabor ol - 2- yI) A nmet hod for the synthesis of conpounds of
formula I c gteant s 2hpomapulfinic acid saltsof formula XV. Step 1 of the
reacti on sequence involves the al kylation of sulfinates of fornula XV using
nmet hods well known to soneone skilled in the art. Typically conpounds of
formula V (éI&Q\IISIRH@O@M]BIz amk:k;nmmndsm,ﬂ 9&)(anZIHa) XV6 &, 8Hnebt®ed, 21),s0l vent s

| i ke DVF, dgg@@#@;l e%l P%Sg)éuq Stfﬁ Iﬁ? at tenperatures varying from

30 0OCto 13 oun a XVl . The internedi ates of
formula XVI are al so an Obj ective of the |nvent|on.

ii) 4-(4-[1,2,3] Triazol-1-yl-butyl)-phenylamine

15 1-[4-(4-Nitro-phenyl)-butyl]-1H-[1,2,3]triazole  (2.89 g, 11.74 mmol) is
hydrogenated in a mixture of methanol/THF (1:1, 50 ml) in the presence of
palladium on charcoal (10 %, 0.5 g) for 5 h. After filtration solvents are removed in
vacuo yielding 4-(4-[1,2,3]triazol-1-yl-butyl)-phenylamine as a yellow gum. Yield
2.03 g (80 %)

20 MS: M = 217.3 (API+)
'H-NMR (400 MHz, CDCl5): 1.62 (m, 2H), 1.91 (m, 2H), 2.63 (t, ] = 7.5 Hz, 2H),

4.38 (t, ] = 7.0 Hz, 2 H), 7.15 (d, ] = 8.3 Hz, 2H), 7.41 (d, ] = 8.3 Hz, 2H), 7.52 (s,
1H), 7.69 (s, 1H)

iii) [4-(4-[1,2,3]Triazol-1-yl-butyl)-phenyl]-carbamic acid tert-butyl ester

25 To a solution of 10.0 g (46.2 mmol) 4-(4-[1,2,3]triazol-1-yl-butyl)-phenylamine in
100 ml THF were added at 0°C 92.5 ml of a 1 M solution of bis-trimethylsilyl
lithiumamide in THF and thereafter at room temperature a solution of 9.08 g (41.6

mmol) di-tert-butyl dicarbonate in THE. After stirring for 30 min, the mixture was



In step 2, schene 3 of the reaction sequence conmpounds of fornula XVI are
reacted with organonetallic internediates of fornula XIl in a cross

coupl i ng weaetas/m3e509usi ng net hods well known to soneone ekirigpeasiom28he art .
Typically a Suzuki cross coupling strategy is enployed for the synthesis of
conpounds of formula Ic. For this purpose, conpounds of fornmula Xl are
gener ated by hydroboration of the corﬁ%@ponding termnal olefins with 9-BBN
(9-Bor abi cycl o[ 3. 3. 1] nonane), catechol borane (benzo[ 1, 3,2] dioxaborol) or
the like in solvents |ike THF . tenperat ures.yarying fr -300C to
1000C. Thi sIu€BFRseivg ?@WW‘E&%%%H@%‘OP&@ e§§f“ﬁf:| Hﬁtﬁoﬁtﬂ’é&rgme@%tﬁh &° of

forml a XViexicttie dafedsenperandd andtlelradduenpuaical ors siliem Eletidpasigh ethybi cal | y
used catal ysts, ar e, Pd(PPh 3)4, ..{Ph3P . 1GRR 2. Typically used
bases are saéﬁﬁaffrﬁlei‘%erdgl(oznd;% é%’ggﬁgﬁn&éﬁ%ﬁg% lég{(;d }gog\Pu%ﬁ)s%sdr oxi de in

m xtures of e.g. THF or DV and water. Tenperatures vary from-30 to 100
0C. The co Udss ges LRg to the present invention may exist in the form
of their pﬁgghaceaﬁ?chﬁywacceptabIe salts. The term "pharnaceutically
acceptable salt” refers to conventional acid-addition salts that retain the

bi ol ?gi Ca:j ?{_mki(lil(ﬁﬂﬁﬁ, Dt DEB(h) m),gpf51t(k;a_}r)onpb(mdSHmfzdmn,gH)al | and
are rorne rom sult -1 1,C | r C a e
ot - add 10 dof P ol ulR DN HeT dad x0T O gt £ORC B Such as

hydrochl ori ¢ acid, hydrobrom c acid, hydroiodic acid, sulfuric acid,

sul fam c acpd, phosphori ¢, 56 aR8 1 VL d i of hose derived from
organi c aci - aclrd, na al enesul foni ¢ aci d,
napht hal enedi sul foni ¢ aci d, nethanesul fonic acid, ethanesul fonic acid and
the |ike. TQq:&@ﬁ&%ﬁékhMPQh&%ﬁﬁﬁ&ﬁ@n@f a pharmaceutical conpound (i.e. a
drug) into salt I's a technique well known to pharnmaceutical chemsts to
obtai n i nproved physical and chem cal stability, hygroscopicity,

fl owability7and @gloukinidl} ynetitaneaitfoayindtorideaereegiven atdhiq a BoluHon odind

Vermut h, G ed| bagk_of. Phar i t 55 Verla hvetica
o i ace 10 ey el RN pral BHIEREHO GRY 3L AL 7RIl VL ©
Res. Dev. 4tr{<2000ningdi-3536l dichlef@netbenensl stheedptartnavesnighb dileyngE¥Ept abl e
salts, whic g?éﬁu%:ﬁriﬁﬁ e Watdy, B&f%l!c%ﬁn@ﬁr' I @ enRtade anaAPREhREaREpHAEONI C

aci d, napht edisultonic . acl met hanesul f oni c.acid and QX%r%chloric
aci d. dried over Na,SO,. After removal of solvents the residue was purified by

chromatography on silica gel (ethyl acetate/n-heptane 1:5) to yield 3.12 g (28%)

15 pale yellow oil.

'H-NMR(400MHz, [Dg]-DMSQ): 8= 4.57(m, 2H, OCH,), 4.72(s, 2H, CH,Cl),
5.26(d, 1H, =CH,), 5.39(d, 1H, =CH,), 6.04(m, 1H, CH=CHb>), 6.95(d, 2H, 2’-/6’-
H), 7.35(d, 2H, 3’-/5’-H).

ii) 1-[2-(4-Allyloxy-benzyloxy)-ethyl}-1H-[1,2,3]-triazole

20 197 mg (8.21 mmol) 95% sodium hydride were given at -50°C to a solution of 1.00
g (5.47 mmol) 1-allyloxy-4-chloromethyl-benzene and 619 mg (5.47 mmol) 2-(1H-
[1,2,3]-triazol-1-yl)-ethanol in 9.0 ml DMF. The mixture was allowed to warm
slowly to r.t., stirred overnight and 10 m! water was added. The formed oil was
collected with 10 ml dichloromethane, the aqueous phase extracted with 10 ml

25 dichloromethane and the combined organic phases dried over Na;SOs.

Solvents were removed in vacuum and the residue purified by chromatography on

silica gel (ethyl acetate / heptane 1:1) to yield 1.10 g (78%) yellow oil.



The conpounds of formula | can contain one or several chiral centers and
can then be present in a racemc or in an optically active form The

r acenat eswoanodns23epar at ed accordi ng to known net hods i RCO/HPR@5ODESE i ONEr S.
For instance, diastereoneric salts which can be separated by
crystallization are formed fromthe racemc m xtures by reaction with an
optically active acid such as e.qg. D 34r Lcanphor sul foni ¢ aci d.

Al ternatively separation of the enantioners can al so be achi eved by using
chronatograph g g LC: s which are conmmercially avail able. The
conpounds @ﬁ— % @&gﬁ %égéﬁgﬁarnaceutically acceptabl e salts possess
val uabl e pharnacologlcal properties. It has been found that said conpounds

inhibit t h%ﬁg@%ﬁ@gwaa@7%oma@gz @fqoltﬂgzgfegu yga(sag:ltll vity.

Consequent | resent’ Tnvention g’re usefuyl _in the
t her apy and)CHsPlps 654t506m, 41, G)the@s&éscﬂn HERZRISO\ARE 6 ?35%1?’%{!4 of

receptor ty I_?SJ.(ES KigR anf glqz}q-gl?g@g@d yH,ikesHER- 7215@ad2EGE’R15( HER- 1),
espeC|aIIy int fherkg or stentlon of illnesses nentioned above.
The agti vi thl6s Whéigeledis %}d §idf@€)as HERsi gnal | i ng pat hway i nhi bitors

is denonstrated by the follomnng bi ol ogi cal assay: CellTiter-d o(tn) assay
i n HEK293 ce nescent Cell Viability Assay
(Promega) éi%lﬂgﬁiﬁ% ﬁ%?ﬁ%ﬁ§6¥haé%éﬁrn ﬁlng t he nunber of viable cells
in culture based on quantitation of the ATP present, which signals the
presence of ne | i I I hﬁgﬁg? Rwang g ni
ki dney cel | ||%§% fﬁ%@@“ﬁﬁgp&%xﬁﬂﬁ nJélrus 5 Eggﬁg%?g Hﬁ? 2K%$L 1573)
wer e cuIt|v@m@demnubul@é@hﬁogWW@QPN@éG e e H
ga ;Jt gomax(F Z 1@ 3-@(11%%%1 1599%@4@@639@198 rﬁ%l)o Eﬁ@almﬁa@n)f PsePBImM Eﬁtszo Smyrra(

nJ n (=
Pen/ $fr ep f dighorqrpst i“éfg*ggJ eﬁ %486%5@4(9)& rPhei:%]fX e %Sseécgrﬁdg ‘Ee ceﬂ(swere
seeded in 38# ekt Nﬁmeﬁsolﬁﬁ&ﬁ) a0éld mlperterwmid thei conttiived agecome dibases The
next day the test co S, en u o} r ngi ng
from 3 mM t 86, BEE1H? (1 0 con@e%@j ?ﬁgﬂégﬂeﬁi&% gh]% &‘g%)m: &Htagt?sw&gays t he
Cel | Ti t er - Gatbingd asdagrisdhovetoheSaac Soliemy weret dighilledself \podi Bigsrestduene
manuf act ur eﬁuxéﬁ?ﬁ l%};r kﬁr%fnagég%ﬁhg?oﬂ-&lmd"'g& ¢&RY1 detlate) ¥b 3hRid DAY miASGaYe) Jfr om

Pronega) . ate was
15 the title compound.

'H{-NMR(400MHz, [D¢]-DMSO): &= 3.77(t, 2H, CH,-CH,-triazole), 4.33(s, 2H,
OCH,Ph), 4.56(t, 2H, CH,-triazole), 6.69(d, 2H, 2’-/6’-H), 7.03(d, 2H, 3’-/5’-H),
7.11(s, 1H, triazole), 8.07(s, 1H, triazole), 9.37(s, 1H, PhOH).

Preparation of 4-(2-[1,2,3]Triazol-1 -yl-ethanesulfinylmethyl)-phenol

20 i) (4-Allyloxy-phenyl)-methanethiol

A mixture of 2.00 g (10.9 mmol) 1-allyloxy-4-chloromethyl-benzene and 917 mg
(12.1 mmol) thiourea in 3.0 ml ethanol was heated to reflux for 7 h. Solvents were
distilled off and the crystalline residue was washed with cold ethanol and isolated by
filtration. After addition of 2.5 ml ethanol, 1.0 ml water and 0.7 ml 25% aqueous
25 ammonia, the mixture was heated to reflux for 1 h. Ethanol was distilled off, then
acidified with 0.5 ml half conc. HCl and extracted with ethyl acetate. The solution
was dried over MgSO4 and solvents were removed in vacuo to yield 1.59 g (81%)

colourless oil, which was used immediately.



equilibrated to roomtenperature for approximtely 30 mnutes and than the
CelITiter-do(tm reagent was added. The contents were carefully m xed for
15 m nut ewote0d/aseieee cell lysis. After 45 minutes the | eoitmErs@snto2sé gnal
was neasured in Victor 2, (scanning multiwell spectrophotoneter, Wallac).
Details: - Medium Dul becco's |Vbd|fled Eagl e Medium (DMEM w th

A utamax(tm) (lnvitrogen, 31966-021) S 38-95 Fetal Calf Serum (FCS, Sigma
Cat-No. F4135 (FBS)), Pen/Strep (lnvitrogen Cat. No. 15140). - HEK293

(Bl Do oLl Cipih Saatials

IAggugt Im onof@muﬁt aHs ©CKsvingy),: 5.261dgEHe =al L) e38(d) Wt ea@fézr)e@@@(narléil 3 a)
UL 0 72 M DMSO b ) dilute 9x
1:3 (al myg%CW> E%Q%ﬁzﬁ?& [5}95%” ?%4@hlﬁg’()%l\/goﬁzl | ution row (r)esul ts in 10
wells with concentrations from 1000 mMMto 0.06 mM c¢) dilute each
concentrati ‘Toguenéll lﬁ%glcrga SRetasill 1Ull@RyleRed8 M nedium d) dilute

each concefi Ion 1: corrpound dilution to 90 mM nediun) e) add
10 ml of every concentration to 60 nl mediumin the cell plate -resulting

iC (r)]n]:: ;ﬂ?lr a;:?sgggm{l{)ﬁltdfom gog (@B/SQm%cQ) B- &ﬂueﬂeﬁi/fgflﬂﬁ avid Ichlanider 283ilgt (16cp i n fi nal
rom to
days) at 37@“013% E%g]gﬁ Ylgmmo)/?da‘ lg%l Isrf t ermd @C#JQ HE gg{ﬁgﬁ?/ V\;| |, -
shake 15 mlrSOtrﬁlSdlaltlofcﬂﬁmhztrenvpasrcablﬂ:d30| t@@bétsehftumtd‘féﬁ%( )3t room
tenperat ur Q 1 %I] Ii eth NEASH" BFER dlchlérg}n%{ha%e %%‘d@& d%ﬁﬁk%' |
(it P

SpeCt rOphO um nescence - Det er
(XLfit sof tandrtbe mlﬁumstlrn@is@vesughﬁ atoh°G.t1d0 ml Ice and 170 n} Qlchforomet\p{lat h XL-fit

10 were added and stirring continued for 10 min. followed by addition of 3.9 ml conc.

HCL. The organic phase was separated, washed with sat. NaHCOj;-solution and
brine, dried over Na;SO, and solvents distilled off. Yield 15.3 g (86%) orange

crystals.

'H-NMR(400MHz, [Dg]-DMSQ): &= 2.41(s, 3H, CH3), 4.41(t, 2H, CHp-OTos),
15 4.67(t, 2H, CH,-triazole), 7.44(d, 2H, Ar-H), 7.65(d, 2H, Ar- H), 7.69(s, 1H,
triazole), 8.03(s, 1H, triazole).

iii) 1-[2- (4-Allyloxy—benzylsulfanyl)-ethyl]—1H-[1,2,3]triazole

1.58 g (6.14 mmol) (4-allyloxy-phenyl)-methanethiol and 1.64 g (6.14 mmol)
toluene-4-sulfonic acid 2-[1,2,3]triazol-1-yl-ethyl ester were dissolved in 15 ml

20 DME and cooled to -30°C. 294 mg (12.3 mmol) 95% Sodium hydride were added,
the mixture allowed to warm to r.t. and stirred for 12 h. 10 ml Water were added
and the residue dissolved in dichloromethane. The organic phase was dried over
Na,SO,, solvents removed and the remaining material purified by chromatography
on silica gel (ethyl acetate/n-heptane 1:1) to yield 1.33 g (79%) yellow oil.

25 MS: M = 298.0 (M+Na", API+).

'H-NMR(400MHz, [Ds]-DMSQ): 8= 2.86(t, 2H, CH,-CH,-triazole), 3.65(s, 2H,
OCH,Ph), 4.55(m, 4H, OCH,-vinyl, CHp-triazole), 5.25(d, 1H, =CH,), 5.38(d, 1H,
=CH,), 6.05(m, 1H, CH=CH,), 6.90(d, 2H, 2’-16’-H), 7.22(d, 2H, 3’-/5’-H), 7.73(s,
1H, triazole), 8.12(s, 1H, triazole).




Quilford, Surrey, UK)). Wth all conmpounds a significant inhibition of
HEK293 cell viability was detected, which is exenplified by the conpounds
shown i n wehb@/iB250Resul ts: Table 1 In vivo assay on tumpCTiEpRéeosiotizen: To
generate primary tunors, Non-Snmall-Cell Lung Cancer (NSCLC) (e.g. Calu-3
(ATTC HTB-55) or A549 (ATTC CCL-185)) §el ls (4-5.x1 06 in a volune of

| OO ) are injected subcutaneousl y iitd the left flank of female SC D bei ge
(Severe Conbi ned | nmunodefi ci ent bei ge m ce avail able from Charles River,

Sul zf el d, r r. BALB/ c ,nu c Mut ant M ce
(honpzygot g@)%ﬁ'@ﬂo&'ﬁ’%ﬂlﬁqﬁ (%1'&0 rl)ope ayl—?P%e%ﬁa%%iém ce. The cells
are thawed and expanded in vitro before use in the experinent. Mce are

assi gned t o, t 9@8% e RO & AUPSnck 7%% %}ﬂ%r etrsénzeﬁl dcid nﬁ@r@tmp@thyFor

grouping (n m’'ce “per_group animals are random z get a
si ni | ar  measetpte wasraddediaoB0towiihe mg’ato 3 prjuti g o0 B %0 F‘H{h‘ggjl‘l[ﬁe t est
conpounds gue|@ meﬁiﬁmﬁnﬁr @ihly},r OrHE81, Q@ﬂtrﬁ%le as be(s lﬂﬁlpdi&hlc@meﬂhaﬂe 5%

gel atine 0.22% Na ga%n adm ni stratll on , v ngf?}?%%d on
act uaP body?! ?tﬁ forT erprTwe i waseleysd 8n‘@argé$°§ft8’|ash§ ing, ~and
carried outNaMCOs-sohyioAD- Water t bed f eniploraded: dfhet hresiduaidyvas Tperlgu‘bcby aneous
primary tu sur r R sation,
1 T di ey BRSE g A RS Ry ol b 18, PP T 253 dTEATL RS

vol ume of tdvenprindessywhiterpowdess cal cul at ed using the fornmula: V[m8] =

(length [m] x width [m] x width [m])/2. In addition, the body weight of
all animals is recorded at Ieast tw ce ekly of the
study the t ThDIMREA08 Rak-BYSN o7 h V\%d hTﬁg (gﬁbgy&ﬂ?ﬂg ag’c%gfhdlqglg to this
i n\éerltor ont a@gzld}g fna@blar rg,egz;e]tqal 04| gr?gcagpeptzlaltzte 1581505 CeaPh b e. SGEél_iedHas

medi canmen s ar c | n

phar maceut i € ?ﬁﬂg 4%@%%@@32’0 12 @gfrqﬁieis%(%’rggj gﬂo% édé&) fH Bﬁﬁ)é f or m of
tabl et s, co@OB(dntHHJ SEB-CH) 2605l 2Rar2tt/ @rid), ot d,géHaﬁl /rﬁefﬁaﬁglﬁ(seslH

sol uti ons, {n%olt%;%ri% §)rHSH§;B§1@f' ons. The adm nistration can, however, also

be ef fect ed 142 he form of suppositories, or parent eraIIy,
e.g. in the formof injection solutions.

v) 4-(2-[1,2,3] Triazol-1-yl-ethanesulfinylmethyl)-phenol

15 A solution of 1.00 g (3.43 mmol) 1-[2-(4-allyloxy-phenylmethanesulfinyl)-ethyl]-
1H-[1,2,3]triazole in 60 ml dichloromethane was added to a solution of 1.61 g (10.3
mmol) 1,3-dimethylbarbituric acid and 102 mg (0.09 mmol) Pd(PPhs)s in 30 ml
dichloromethane and stirred for 5 h at 50°C. The mixture was extracted with 3 x 50
m] sat. NaHCOs-solution and 20 ml water. The organic phase was discarded and

20 the aqueous phase acidified with 2M HCl to pH = 4, concentrated to a volume of 50
ml and adjusted to pH =1. After five extractions with ethyl acetate, the organic
extracts were combined and dried over MgSQy. After evaporation the residue was
purified by chromatography on silica gel (dichloromethane/methanol 100:2) to
yield 0.84 g (97%) of the title compound.

25 '"H-NMR(400MHz, [D4]-DMSO): 8= 3.11(dt, 1H, CH,-CHj,-triazole), 3.29(dt, 1H,
CH,-CH,-triazole), 3.90(d, 1H, SO,CH,Ph), 4.06(d, 1H, SO,CH,Ph), 4.77(m, 2H,
CH,-triazole), 6.74(d, 2H, 2’-/6’-H), 7.10(d, 2H, 3’-/5’-H), 7.74(s, 1H, triazole),
8.16(s, 1H, triazole), 9.49(s, 1H, OH).




The above-nentioned pharmaceutical conpositions can be obtained by
processing the conmpounds according to this invention with pharmaceutically
inert, i rnwOQasE/323P organic carriers. Lactose, corn starch/Eproodeiizsati ves
thereof, talc, stearic acids or it's salts and the |ike can be used, for
exanpl e, as such carriers for tablets, coated tablets, dragees and hard

gel ati ne capsules. Suitable carri ers-f8r soft gel ati ne capsul es are, for
exanpl e, vegetable oils, waxes, fats, sem -solid and liquid polyols and the

| i ke. Dependi ng on thh naturt?lof t he act ilve substance no carriers are,
however, UMMMWW e 3 LgE0sof t gel ati ne capsul es. Suitable
ca[rlers ror t he production of solutions and syrups are, for exanple,
wat er, polyols, cer.ol, et e ol a i ke Uht ryriers for
supposi to_rl)'{lgsf]a%’g]!ﬁ%?lee(}gég?%, “at Uy élsogl%ghgj?ggjr%e% 8 g’s,b'l\%a%glg%dats,

sem - | i qui Goessitingoilide (Y gl GO HmbobIveere igeolveria prﬂh&‘héémt@r&%&%bposi tions
can, 10T COYgR.,GON A MR TSS PHYAL iYERmpS keI bRRIGbust bl (3085 .01 L Ng

agents, emul'sifrers, sweeteners, colora ,. fiavorants, .t . i
e 08mot | anpl és2unhyiEabriens] GRSk iy AP OIS 40t FeHAHRE ™ RHEy can
al so cont aiyp, Hehteh 20tk teRpEARAYIHICRK Kfteatdiavabof thessobrnethe residue

Phar maceut i cal conpositjans co i se, e, he. f ol.| omi ngs

For mul at i orWasVigliencii 4t ﬁi a&ﬁ?@%ﬁ&ﬁéé’f%ﬁ%gﬁbr‘%égo re:90 %?‘)’@?%h?)t%gns 1, 2
g andtﬁ anctogru?mhme atd tﬁbn@utﬂafddeﬂfhmtlﬂie.przdu@rwaﬂ prifipdabyufessiletios00C. 3.
ass e granuyl e r ui iohd 4 i ° ! i
For throe AP ST bbr bE I 1 ZeL e R0 9"%%%%3% Pt on:
Manuflact ur i KyRPHO6 &dldr.elDs1-DWER):i dretb2(g; 28, Qﬁd‘@{fﬁ)%Ha’étﬁgﬁtaﬁﬁ ’gﬁ%‘er for 30
Ul tabl e oA T e o aa ez o

nmade tube .H>2f§i,aine)cﬁ%d(6c-?fég a%gltht13'm¥$i_%h’%’ﬂgri%?gee@?ﬁ2188'2%o(ggt (r:T;stom
conmpound, djERBASas ¥ME1BrleRdwdum and vort ex.

'H-NMR (400 MHz, [Dg]-DMSO): 8= 2.59(q, 2H, CH,-CH=CH,), 4.45(t, 2H,
15 CH,-triazole), 5.00-5.06(m, 2H, CH,-CH=CH,), 5.76(m, 1H, CH,-CH=CH,),
7.70(s, 1H, triazole), 8.10(s, 1H, triazole).

Preparation of 1-but-3-ynyl-1H-[1,2,3]triazole

But-3-yn-1-ol (49.57 g, 707.2 mmol) and triethylamine (107.7 mL, 777 mmol,
dried over KOH) were dissolved in dry dichloromethane (500 mL) under a
20 nitrogen atmosphere and cooled to 0°C. Methanesulfonyl chloride (54.8 mL, 708
mmol), dissolved in 500 mL of dry dichloromethane was added within 90 minutes
while keeping the temperature below 5 °C. The mixture was stirred for 3.5 hours at
room temperature, then poured onto 2.5 L of ice water. The organic phase was
separated and washed with 2 x 500 mL of water and 1 x 250 mL of brine and dried
25 over sodium sulfate. The volatiles were removed to yield 94.18 g of the methane

sulfonate (631.2 mmol, 89.2 %) as a yellow liquid.

A suspension of NaOH (37.86 g, 946.5 mmol), sodium iodide (94.65 g, 631.5
mmol) and 1H-[1,2,3]Triazole (61.03 g, 8383.6 mmol) in 2-methyl-2-butanol (750
mL) was refluxed for 1 h under an inert atmosphere. After cooling to room
30 temperature the methane sulfonate (94.18 g, 631.2 mmol) was added within 5



3. Add 2 ml gelatin solution (weight beads: gelatin solution = 2:1) and
vortex. 4. Cap and wap in alumniumfoil for light protection. 5. Prepare
a count erwbab@nsesobor the mll. 6. MII for 4 hours, 20PsTiRP2®5Be28€¢h mi | |
(for sone substances up to 24 hours at 30/s). 7. Extract suspension from
beads with two layers of filter (100 mm) on a filter holder, coupled to a
reci pient vial by centrifugation at 406649 for 2 nin. 8. Muve extract to
measuring cylinder. 9. Repeat washing with small volunes(here 1 nl steps)
until final volu is reached or, extract .is glear, 10. Fill up.te final

vol ume wit Hngé’ft%ﬁhe EEUURS ABRPSATICR Wy na*ﬁ&%?@ tq Sy ‘%éé ?Péspé&él{f‘ugé% yi el ds
ni Cr o- SUS peRshorRmpefatirdand eompettdedoh of rotary kapbratot 4t 458€t i cl e si zes bet ween
1 and 10 nm The suspensions are suitable for oral applications and can be
used in the in vivo assay described above. Medicanents containing a
conpound of Watee (i0embhend digbloromethene 6l bhweisaddet anchtheyorgansephaspes sal t

t her eof @ndseﬁ Lhar apatsier aldi¥m! sifhle 2ha% R llatBEEreRloved #BP0] Bk resitiut he
pr esent 1 nve %

ion, as Is a process for their production, whi.ch conprises
bri ngbng onwasodisillsdeat detpthands f@‘fer‘ﬂfhé*’ablc%@"éf’ﬁd E}tn?g)ém Fo &hSﬁWIBgaCtlgy
phar maceut i giglled Ac0snbeddt gs & ablomirle@dturbid W@sir £fler flnation ovar @elat her

t herapeutical ly val ubst.ances intg a | eni cal . AT ion form
t oget her wi @‘I‘f“%’ﬁf@ﬁb]ﬁmig’éﬁpﬁé‘?léﬁ'éﬁfs’l?tégleﬁﬁs § g@??rleééﬁﬂ?lgg?'g Ighidg@éor dance
with the invention the conpounds of the present invention as well as their
phar maceutical Ly .acc gful in the control or prevention
of illnesse ﬁe gyéc%n ag‘%ﬁiﬁg??é %ﬁéﬁ%??l/{lg pat hway i nhibition and their
antiproliferative activity, said conpounds are useful for the treatnent of

di seases Sutr‘]flﬁ_mngRg@?ncg% i NosensRic=anyal7s (@ndH, erHi 0eCpn odsct by of
di

correspondi . ..The daosage depepds on.,various factors such as
mannel® of a@%ﬁf@t‘ﬁ%}t 7-651?3’ %Iﬁeté}aé‘gl,e gggqér}gﬁ&lﬂl{%&i vi dual state of
heal t h. Anot her enbodi ment of the invention is a pharmaceutical conposition,

cont ai ni ng ggq%g?@ggémwyﬂggzﬁf 1 -{cflgoru%l) -%V{‘id}nqg-?’h hcea;bamxitc QCid tert-

phar maceut i
butyl ester

i) (5-Todo-pyridin-2-yl)-carbamic acid tert-butyl ester

A solution of 26.72 mL of a 1 M solution of bis-trimethylsilyl lithiumamide in THF

15 was added to a solution of 5-iodo-pyridin-2-ylamine (3 g, 13.36 mmol) in
anhydrous THF (30 ml) at 0°C. After warming to r.t. a solution of di-tert-butyl
dicarbonate (2.77 g, 12.69 mmol) in THF was added and stirring continued for 16
h. The mixture was quenched with ammonium chloride solution and extracted
with ethyl acetate. The extract was washed with brine, dried over Na,SO, and

20 concentrated. The crude product was washed with diethyl ether yielding (5-iodo-
pyridin-2-yl)-carbamic acid tert-butyl ester as light orange solid. Yield 3.45 g, (81
%)

MS: M = 264.7 (ESI+, M - ‘Bu)

'H-NMR(400MHz, CDCls): 8= 1.55 (s, 9H), 7.84 (d, 1H), 7.90 (d, 1H), 8.47 (s,
25 1H), 8.49 (s, 1H)



excipients. Still another enbodi nent of the invention is said

phar maceuti cal conposition for the inhibition of tunor growh. Still

anot her ewbadiameiooof the invention is the use of a conpoume2@s/oi@seul a |
for the treatnment of cancer. Still another enbodinment of the invention is
t he use of a conpound of forrmula | for the manufacture of correspondi ng
medi caments for the inhibition of tun® growth. The fol | owi ng exanpl es and
references are provided to aid the understanding of the present invention,

the true scope  of which is._s forth in the_ appended.clajing.. Lt 1s
under st ood 1%)I{é”[(""l{%raﬁhf’&%"i’é‘ﬁ’i}b&%‘Wl)m@?ﬁ'ﬁﬁ‘éarg?%eaﬁﬁfrtgg[ 'bsuégr Ltorth
w t hout departing fromthe spirit of the invention. Experinental
Procedures:, _A . star.tin terials P i O f -(4

SN tr s adarorS Rt on s racid, SRR Rl (S £ 1877 mumol) wa

| - [ 4- (4- Ni tdisolvhé iy hihjlnoys THF K8( mlpypsderrinazgteatmasphere jaba tispted with

p-nitr OpheQ&Sbﬁpggdggq)cﬁégggrg‘?gg@%%ggg'a>ndi aa,pgémhid@qs.tzagt, ¢.1(RRRDM To s t r eat ed

wi t h met hanesu I ,.30.73 nmol ) at™ 00 The resul ting
suspehsi on mixtee ¢ roltiogr Oéd'lh‘itrﬁ“my?“[lﬁ'gl’%éhﬁ%"iq fd %tng‘] '?‘brm’foﬁ & room
t enper at ur IPHRIE i) Waghed dwdgwisd a0 @afoRowehtly Hiis ndde over Na
SC and evagaélrh}i;?leoéﬁl d'r( es) . _The.r pL Si ng_ Qi l V:es?}(,zlul(]lp;e(;)??}mml I 'bges on
cool i ng yi e’ Wg’ 5/3%8211’613/(5} Ajte&éﬁ“l“é\ﬁﬁé{){s %‘d‘t g%oné t%ﬁ%eﬁ"étr%ei %lﬁﬁo% t%%e(lmasyl ate
Eezs. ig g, ggmﬂ) mpﬁdddd&r}%mmylwaz-ﬁwhahwlttgmﬁ, hﬁ)le(:;;md iﬁfé Qy@]zgglﬁnazlol) e

: g, : : g : are
added and tsr‘ilfa{gr%[f%l; éensl?\lga?_rog?i}??g%orl%%tft at ro%%mp(?déirggera?a%une._d %\?t er ik
evapdfat i onclobmatugrapbiyven silich gelnidichlere methaar/apethgnal r?&%ﬁ/&%ﬁég([?s(é- m) and

washed with 170161160k 48R61) L S¥Rlin-D S/ EVARShRL /4 tot-Blityhese @arithht he
resi due di s[sl\é?%}glga_zlon g}{hyl O%Et)a@z/i%o?r]gpyl et her (2/1,ty15 m) followed by
the additi orellew sebd kaAe2d01%bni ¢ acid (0.3 g). After stirring for Ih at

roomtenperature the
MS: M = 314.0 (ESI+)

'H-NMR(400MHz, CDCL): 8= 1.53 (s, 9H), 3.04 (t, 2H), 4.62 (t, 2H), 7.61 (d, 1H),
15 7.71 (m, 2H), 7.91 (d, 1H), 8.05 (s, 1H), 8.27 (s, 1H)

iii) [5-(4-[1,2,3] Triazol-1-yl-butyl)-pyridin-2-yl]-carbamic acid tert-butyl ester

To a solution of [5-(4-[1,2,3}triazol-1-yl-but-1-ynyl)-pyridin-2-yl]-carbamic acid
tert-butyl (0.87 g, 2.77 mmol) in THF/methanol (1:1, 30 mL) palladium on
charcoal (10%, 0.25 g) was added and the mixture hydrogenated at room

20 temperature for 4h. After filtration and evaporation of the solvents [5-(4-
[1,2,3] Triazol-1-yl-butyl)-pyridin-2-yl]-carbamic acid tert-butyl ester was isolated
as light yellow solid (0.84 g, 95 %).

MS: M = 279 (ESI+, M - 'Bu)
'H-NMR(400MHz, CDCls): 8= 1.52 (s, 9H), 1.62 (m, 2H), 1.95 (m, 2H), 2.59 (t,

25 2H), 4.40 (t, 2H), 7.44 (d, 1H), 7.49 (s, 1H), 7.67 (s, 1H), 7.67 (s, 1H), 7.85 (d, 1H),
8.03 (s, 1H)




resulting precipitate is filtered, washed with ethyl acetate/isobutyl ether
(1:1) and dried yielding | -[4-(4-nitro-phenyl)-butyl]-IH][Il,2, 3]triazole
nmet hanesubanatis2ss a yel | ow solid which can b e used wpChaweoosord2Ber
purification. Yield 3.5 g (55.5 % M5 M= 246.2 (API +) 1H NVR (400 MHz,
cbAd o 1.67 (m 2H), 1.96 (m 2H), 2.76 (t, 2H), 4.43 (t, 2H), 7.30 (d,
2H), 7.55 (s, IH, 7.70 (s, IH, 8.124d, 2H ii) 4-(4- [1,2,3] Triazol-
1-yl -butyl) -phenylanine |-[4-(4-Ntro-phenyl)-butyl]-1H[l,2, 3]triazole
(2.89 g, 11 74 mmol) f et hanol / THE (1:1, 50
m) in the Breparatien ob2-Hudroydildnd.on | WAL SE g1 SAUNMUAAS 1, After
iltration tgﬁlmﬁwteSteare rem)ved i n vacuo y| el di ng

(4-11,2,3]triazol -1-yl-butyl)-phenyl am ne as a yeIIow gum Yi eId 2.03 g
80 9% MS: M= 217.3 (API+) 1H—NI\/R(400M—IZ CDCU) 2 (m 1.91 (m
H), 2 63 (To akolutibnSofHA ;@2 H)-enyd-1818[ 16,3 Jtdazeler (08 FHg, 69m¢pol)7m1T§{Ed15J 8.3

l[_%.’ 2, 3] Tr| ) égbfa%lcl}’dghé% F%OH%I@ fi\'?%l (81g, 13003 mf £ QlﬁnolP Rasiaddded [ 4- (4-

f
4-
(
2

b d -
sol ut bon of drbpwiegt 046 apd ﬁﬁmlnﬂ @n 12111‘[40 a(rzr %}mtfhlggﬁﬁu}ee%s P)?fiﬁlecf)%?g%yrgmane
Ibinsl'? (r)i met-rq sllml?lr gf uélzmﬁ(}go%e%?gca&ﬁmf’chlaﬂﬂ tf&ﬁLbﬁtleékt@f o g

e i an t

sol ut i on of %u@m&‘a } 5 ongl Y gRRP FUGR SR TR B tor
st : r { ing f O%M&Q% DME (ﬂohﬂl) aha btikred foas due 6 FE dWaket K1 Gnod) wag mrlddd amdi the
sol ution and.extrac t t
evapor at ed myixfure & rl;aé ed d‘ﬁ%h eﬁuyp%(cetagg §§ ¢ 1%0 I‘-IEQ ’gfet E(ﬁg%mw@@%ﬁ&r ﬁceﬂ}ve S cotate
yi el dod 12. Qe v(aenec%mh ivates an@hpowd@eégvm spénw gulfagq anslpomeqniraigds Thes: M

gl%|)7 32( é‘gl + ruag‘;?g@lc(t Qm dgaq\thaSéiel G?etlﬁ}macgt'i*)e) té y@ld ¢§-Fld0lf6'v4: (11-91 (m
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1-yl - et hoxygmidiyleld pbepods 46) 1- Al 1yl oxy-4-chl oronet hyl - benzene 7.67 g (67.0
mol ) met hanesul fonyl chloride were given at 00C to a sol ution of

MS: M =335 (API +)

15 '"H-NMR(400MHz, CDCl3): 8= 1.52 (s, 9H), 1.61 (m, 2H), 1.92 (m, 2H), 2.59 (4,
2H), 4.38 (t, 2H), 6.61 (br, 1H), 6.81-6.88 (m, 2H), 7.49 (s, 1H), 7.70 (s, 1H), 7.94
(br, 1H)

Preparation of 2-(4-Chloromethyl-oxazol-2-yl)-5-trifluoromethoxy-1H-indole

(i) 5-Trifluoromethoxy-1H-indole-2-carboxylic acid amide

20 Oxalyl chloride (2.63 ml, 30.6 mmol) was added dropwise at 0°C within 45 min. to
a suspension of 5-trifluoromethoxy-1H-indole-2-carboxylic acid (5 g, 20.4 mmol)
in THF (20 ml) and N,N-dimethyl formamide (0.5 ml). Stirring was continued at
0-5°C for 30 min. and thereafter for 3 h at room temperature. The resulting
solution was cooled to 0-5°C again and then added within 15 min..to 75 ml of a

25 25% aqueous solution of ammonia. After stirring for 30 min. the precipitated
amide was collected, washed with water and dried at 40°C in vacuo yielding 5-
trifluoromethoxy-1H-indole-2-carboxylic acid amide as off white solid. Yield 5 g
(100%)

MS: M = 245.0 (ESI+)



10.0 g (60.9 mmol ) (4-allyloxy-phenyl)-nmethanol and 9.34 m (67.0 mol)
triethylamne in 35 m dichloronmethane and stirred at r.t. overnight. The
m Xt ure WO 2p@uBeI9i N i ce water, extracted w th di chl or ecetEracs/oando t he
organi ¢ phase dried over Na2SO . After renoval of solvents the residue was
purified by chromatography on silica gel (ethyl acetate/n-heptane 1:5) to
yield 3.12 g (28% pale yellowoil. I 4 NIVRY OOVHz [Dgl -DVSO): d= 4.57(m
2H, OCH 2), 4.72(s, 2H, CH2d), 5. 26(d IH, =CH 2), 5 39(d, I'H =CH 2),
6.04(m |H, aH, 3'-/5-H. ii) 1-
[2-(4-All y|(63<%/(%§h§w’65‘293‘/?8¥wf? vi) ?ﬂ’[l “OIQ%]“‘O"EYH nd e 197 ng (8.21 mol)

95% sodi um hydri de were given at -500C to a sol utlon of 1.00 g (5.47 mmol)

o5 o e e RO BB IGE P R delahpe A TEA T i) Ted to
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(78% vel |
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4.54- 4. 59( rhexélrté,s/eﬂﬁl'l 2-acktage |, BHP- t niiddel e) 2-@-chigramethy]- omql—z)yl)—g- 38(d,
IH, =CH 2), 06 , 11&h (84 o 7.15(d, 2H,
3'-/5-H, t*?‘.ﬁf (sm nét]il?ﬁ ]tlﬂigcg%; e% ?ffghgg%&hd %,ld%?%%@ i)

4-(2-11, 2, 3] Tri azol -1 -yl - et hoxynet hyl ) - phenol A solution of 500 ng (1.93
ol ), I-[2 l(éliﬁliyimyﬂqqqzyl oxy)-ethyl]-1H[I,2,3]- triazole in 10 m

di chl ororret ne was added 'to a solution of 904 ng (5.79 mmuol)
1,3-dinethyl barbituric acid and 58 ng (0.05 mmol) Pd(PPh 3)4 in 20 m

di chl or onet aneVROMOSIHZ, [ Bl -DHISCh: S—hl 5t (sADIOK.7. Bhie, Hil)tAukse(dndBl)ek8¥ act ed

with 3 x 20 ol d m water and the conbi ned
aqueous pha @Hﬁ% (:;laﬁﬁo?z%t% &ﬁ\kﬁfﬂl it H%) m di chl oronet hane. The organic
extracts were

Preparation of 2-[4-(4-bromo-benzenesulfonylmethyl)-oxazol-2-yl]-5-

15 trifluoromethoxy-1H-indole

A solution of 2-(4-chloromethyl-oxazol-2-yl)-5-trifluoromethoxy-1H-indole (0.3
g, 0.95 mmol) and 4-bromo-benzenesulfinic acid sodium salt (0.92 g, 3.8 mmol) in
N,N-dimethyl formamide (10 ml) was stirred for 16 h at 60 °C. After cooling the
mixture was poured on water (20 ml) and extracted with ethyl acetate (3 x 20 ml).

20 The combined organic extracts were dried over sodium sulfate and concentrated in
vacuo. Chromatography on silica gel (ethyl acetate/iso-hexanes 1:1) yielded the title
compound as tan solid. Yield 0.28 g (59 %)

MS: M = 500.9/502 (ESI+)

'H-NMR(400MHz, CDCls): 8= 4.39 (s, 2H), 7.09 (s, 1H), 7.16 (d, 1H), 7.38 (d,
25 1H), 7.52 (s, 1H), 7.67 — 7.73 (m, 5H), 8.98 (br, 1H)




conbi ned and dried over MgJSH. Solvents were distilled off and the residue
purified by chromat ography on silica gel (ethyl acetate) to yield 248 ny
(59% of wbeotdwbmoconpound. 1H NVR'OOVHz, [ Dgl-DVSO) : ®€TAPZAOS010280H,
CH2-CH 2-triazole), 4.33(s, 2H, OCH 2Ph), 4.56(t, 2H, CH2-triazole),
6.69(d, 2H, 2'-/6'-H), 7.03(d, 2H, 3'-/5-H), 7.11(s, IH triazole),
8.07(s, IH, triazole), 9.37(s, |H Ph@J). Preparation of 4- (2- [1,2,31
Triazol - |-yl-ethanesul finylnethyl)- rhenol i)

(4- Al lyl oxy-phenyl)-nethanethiol A mxture of 2.00 g (10.9 mmol)

| -allyl oxy&Mhyl -benzene and 917 ng (12.1 mol) thiourea in 3.0 ni
et hanol was heated to reflux for 7 h. Solvents were distilled off and the
crystalline, residue was washed with cold ethanol and isol ated by )
fiItration.eEX—AﬁpgdiJaddition of 2.5 m ethanol, 1.0 ml water and 0.7 m 25%
aqueous ammo - Bk (4 H, Hilxiaolel -ylabutyBathedoxymnethyl]-oxadob2-vil-br  Et hanol was
distikled qf. I_fhirf.i with 0.5 m half cone. HO and extracted with
et hyl gacet ;{Elfgw{lc%&}slgﬁuﬁ{diﬁ&%s dried over MgJSO4 and sol vents were renoved
in vacuo to yield 1.59 g (81% colourless oil, which was used
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dropwi se an i ﬁre and 170 m

t t t -4C. 170 nd |
di chl or onetﬁ‘éﬁégdgﬂéh ;gg’éiﬁclétrﬁ%e g‘\r/fqr qﬁaggtlﬁélfﬂlﬁ‘gﬂjefio‘?rgiﬁcrﬁx A% WNi'dwed by

addi tion of wghd Withcismes (16Ghl), THed ovgasodiing baéee wad compatrateddn vaaghed Wit h

sat. NaHCCVspl ution and brij.ne, .drjied qve nd_s50 dlist il ed of f.
Yield 15.3 ég{"é%%’gféﬁ n‘i;‘?e“h?ayéer‘ g‘f"éﬁ af%fﬁﬁﬁ%%%’z@'%’fgf ﬂlﬁ’z@?&?lﬁ%&?'? 41(s,
3H, Q438), 4buti{)tpheRbkyn@itRyl3oB&p]-2-y1}-5-trifluoromethoxy-1H-indole as” off white

solid. Yield 50 mg (40 %)

MS: M = 498.1 (API+)

'H-NMR(400MHz, CDCl,): 8= 1.62 (m, 2H), 1.94 (m, 2H), 2.60 (t, 2H), 4.39 (,
2H), 5.04 (s, 2H), 6.92 (d, 2H), 7.07 (d, 2H), 7.13 (s, 1H), 7.14 (d, 1H), 7.39 (d,
20 1H), 7.51 (d, 2H), 7.70 (s, 1H), 7.74 (s, 1H), 9.24 (br, 1H)

Example 2
5-Chloro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-1H-

indole
In an analogous manner as described for example 1 5-chloro-2-{4-[4-(4-

25 [1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -oxazol-2-yl}-1H-indole was prepared

from the appropriate starting material.

MS: M = 448.2 (ESI+)



4.67(t, 2H, CH2-triazole), 7.44(d, 2H, Ar-H), 7.65(d, 2H, Ar-H), 7.69(s,
IH, triazole), 8.03(s, IH triazole). iii) 1-[2-(4-Alyloxy-benzyl sul fanyl)
-ethyl] -wbk2pd6/a32508] triazole 1.58 g (6.14 nmol) PCT/EP2005/010280

(4-all yl oxy-phenyl)-net hanethiol and 1.64 g (6.14 muol ) tol uene-4-sulfonic
acid 2-[1,2,3]triazol-1-yl-ethyl ester were dissolved in 15 m DWW and
cooled to -300C. 294 ng (12.3 mmol) 9548 Sodi um hydri de were added, the

m xture allowed to warmto r.t. and stirred for 12 h. 10 ml Water were

added and t di chl or th The hase was
dri ed over M@@ﬁ%ﬁ%gdpﬁm tﬁ%?@ﬁ?@ dlg}ngt &ri a?g BI’I fied by
chr omat ogr apiiy, 4039 &i RHE5.0k(s, LHD D6 adeXthy &/08- he@ﬁb)néﬂ (d) 1 %/44e(CH 1.33 g
(79% yeIIo | NVRUOOVHZ, [ Dgl - DVBO): d=
 aelt ) or Hpg e YT fET D S MR e, AT 4 8s(m an " co2 vyt
CHZ-triazoIe) 5. 25(d, IH =CH 2), 5.38(d, IH =CH 2), 6.05(m IH CH=CH
2), 6.90(d, pRfhpie3-/ 6 -H), 7.22(d, 2H 3'-/5-H), 7.73(s, IH triazole),

2 LTt Gt b Gt i

3-chl oroperﬁﬂaml c acid in 40 m ethyl acetate was added at -300C within 20
mn. to a solution of 1.90 g (6.90 mmol) I-[2-

(4-all yl oxy-benzyl sul fanyl)-ethyl]-I1H][I,2,3]triazole in 160

di chl or onet hane amdlogbuy redhifeor asl chscrfblqé frirx exareploab  sdFluswed- {40[4wéﬂrm to
r.t. washed I a esi due
was purifi e Bﬂn irqc%nla %ﬁ;@a@ﬁ&ge I'ca geﬁ1 22?%;?\{%%2{ a%vg?rre §f§§| 5:1)
to give 1. ZQOQIWaPH@PﬁateIS@TBWEﬁ% -as white powder. 1H NVR*OOVHz, \O
-DMSO) : d= 311(dt IH CH2-CH 2-triazole), 3.32(dt, IH CH2-CH

2-triazol e) 8}(]5%1% QIIQF“L SQ2CH2Ph), 4.12(d, IH, S2CH2Ph), 4.56(d, 2H,
OCHZQ/lnyI CH2-triazole), 5.26(d, IH =CH 2), 5.39(d, IH,
=CH 2), 602(m IH, CH=CH 2), 6.95(d, 2H, 2'-/6'-H), 7.22(d, 2H, 3" -/5-H)),

77505, | i gRoh el B8Rt (kAZO! Ple ) 2fn(Fay [@gn %, hiiazol-

1-yl - et hane | ution

| -[ 2- (4- al | $Hox4:3DKtea¥) nedhénasll 6.Ph ) 2R} Myl9) (m, 4H), 7.41 (m, 2H),771 s,
1H), 8.11 (2, 1H), 8.31 (s, 1H), 12.20 (br, 1H)

Example 4
15 6-Fluoro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-1H-

indole

In an analogous manner as described for example 1 6-Fluoro-2-{4-[4-(4-
[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-1H-indole was prepared

from the appropriate starting material.
20 MS: M =432.1 (API+)
'H-NMR(400MHz, DMSO-de): § (ppm) = 1.48 (m, 2H), 1.81 (m, 2H), 2.53 (m,

2H), 4.39 (t, 2H), 5.03 (s, 2H), 6.95 (m, 3H), 7.10 (m, 3H), 7.15 (m, 1H), 7.65 (m
1H), 7.70 (s, 1H), 8.10 (s, 1H), 8.29 (s, 1H), 12.18 (br, 1H)




| H-[1,2,3]triazole in 60 m dichloromethane was added to a solution of 1.61
g (10.3 mmol ) 1, 3-dinethylbarbituric acid and 102 ng (0.09 mmol ) Pd(PPh 3)4
in 30 m wochécseseet hane and stirred for 5 h at 500C. TIRETIAPRE03/08028@S
extracted with 3 x 50 ml sat. NaHCO 3-solution and 20 ml water. The organic
phase was di scarded and the aqueous phase acidified wth 2MHO to pH = 4,
concentrated to a volume of 50 nl and 4djusted to pH =1. After five
extractions with ethyl acetate, the organic extracts were conbi ned and
dried over MJSO,. After evaporation the residue was purified by

chr omat ogr a%ﬁ@%ﬁqﬁsi lica gel (dichloronethane/ nmethanol 100:2) to yield 0.84
g (97% of 4-oBldrbid-1-LoaPaymsitridiol-NYRbEGUHEherdxy mBMyD) oxadel- By}-AEHt , | H,
CH2-CH 2-tr le), 3.29(dt, IH CH2-CH 2-triazole), 3.90(d, IH SO2CH2Ph),
4.06(d, |H,m§€§CHzPh) 4 77(m 2H, CHrtriazole), 6.74(d, 2H, 2 -/16" -H),
7.10(d, 2H 3'-/5-H, 7.74(s, IH triazole), 8.16(s, IH triazole),

9. 49 P g
(52 5 11r ?aa')zaol éﬁi%lﬁt @%ng% Jf Hektc e@%{léﬁh?l@?ﬂ tdCﬁl%?J)Q {1-[4-4

| H[1

and pét assi L.} lodizeb 1¢3-bagy! }gph@oqwe%i Joxgale- Hh}slé‘bmﬂ@ge i yyas Pff’Palreg
2- met hyl - 2- QHﬁlafﬁehpﬁI%Brﬁ’ﬂe)sta@tnﬁjgﬁ@@h@ld toreflux for 1 h. At this
tenperature 4-bronp-but-1-ene (20.25 g, 0.15 nol) in 2-nethyl-2-butanol (20
m ) was added dropwi se and the resulting m xture was heated at refl ux

t enper at ur eMsoM 4 448.1 AhPEF) renoval of the solvent the residue was taken up
in ethyl acetate (100 m ), washed with water (3 x 50 ml), dried over sodium
sul fate and concentrated. The crude product was purified by destination

yi el di ng 0. BS-NMR(ANMHz.EHCLY 1 (ppnD, %]]t@ o), (1093 (motH B9 tedi k0 nbar),
ITHNMR (400 %‘é_}t §%£§%92Hﬁ6 %é@_ﬁ(ﬂ{ 2ldg %?4?@47@91 3)LH)4 748((, 185, , CH2-

nol )

triazol e), -CH=CH 2), 7.75(s,
2H, t¥ azol &p7 &hdHH 50é3>(1§ﬁ 42 (s Kb 9§4éﬁp|1§1()g]1£¢1{111€62 3] triazole (b.p.
106- 108 OC at 10 nmbar) as a colorless liquid. 1H NWVR (400 MHz, [Dgl-DVsO) :
d= 2.59(q, 2H, qH -CH=CH 2), 4.45(t, 2H, CH2-triazole), 5.00-5.06(m 2H,
CH2- CH=CH 23X& m |H CH2-CH=CH 2), 7.70(s, IH triazole), 8.10(s, I|H,
triazole). E’{{eﬂaJrMéuthzL{M [1,2 BittiaBolylnylbutid) {heo@meathd-okagol-2-yl}-5-

trifluoromethoxy-1H-indole

In an analogous manner as described for example 1 2-{4-[3-Methyl-4-(4-
15 [1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-5-trifluoromethoxy-1H-

indole was prepared from the appropriate starting material.
MS: M =512.1 (API+)
'H-NMR(400MHz, CDCls): & (ppm) = 1.57 (m, 2H), 1.98 (m, 2H), 2.25 (s, 3H),

2.58 (t, 2H), 4.41 (t, 2H), 5.02 (s, 2H), 6.77 (m, 2H), 6.99 (d, 1H), 7.14 (m, 2H),
20 7.38 (d, 1H), 7.51 (d, 1H), 7.52 (s, 1H), 7.70 (s, 1H), 7.73 (s, 1H), 9.44 (br, 1H)

Example 7
5-Fluoro-2-{4-[3-methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-
yl}-1H-indole

In an analogous manner as described for example 1 5-Fluoro-2-{4-[3-methyl-4-(4-
25 [1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -oxazol-2-yl}-1H-indole was prepared

from the appropriate starting material.



But-3-yn-1-ol (49.57 g, 707.2 mmol) and triethylam ne (107.7 nL, 777 mmol ,
dried over KOH) were dissolved in dry dichloronmethane (500 nL) under a

ni t rogen worroepizesoe and cool ed to OOC. Met hanesul f onyl ebir@mreas/of@do 8 ni,
708 mml ), dissolved in 500 nL of dry dichl oronethane was added within 90
m nutes while keeping the tenperature below 5 0C. The m xture was stirred
for 3.5 hours at roomtenperature, thedpoured onto 2.5 L of ice water. The
organi ¢ phase was separated and washed with 2 x 500 nL of water and 1 x 250
mL of brine and dried aover sodiumsulfate. The volatiles were renoved to

yi el d 94. 181¢ M 448 (fdilhhne sul fonate (631.2 nmmol, 89.2 % as a yel | ow

| iquid. A suspension of NaCH (37.86 g, 946.5 nmmol ), sodiumi odi de (94.65 g,

631.5 mmol ), | 2, 3l Itiazole (61. 3. TN
2-nethy|-2rggﬁgﬂgggﬁﬁgéL§%¥iﬁa§QP@?&GX%%§#%%:%%hlgzgggzgﬂ’?%%#%3gphnsphere.
After cool ingg tto2doida EnpEDas.0t és, 2HB, 66 liamaHsul-Po few @H)0408 &5 dH)e31. 2
ol ) was addeds Wby 8o Rk L A% (o] 16) 7ERUL NGy Sushe TR BRYASs t hen heal ed
to reflux for ’hour s, "cool éd to roomtenperature and concentrated on a
rotary evaporator at 45 0OC. Water (500 nL) and dichloronmethane (1 L) were
addedsand tfig,qoani ¢ phase was separated, dried over sodiumsul fate and

the vol atiles rempved_at 300C. esi due istilled at ar. A
forerun wa§¥Eb¥¥%@ﬂé§3aPﬂ§ﬁ£%%%££&%ﬁlaHﬂ?hﬂ$$§¥ﬁﬁ%ﬁn%¥§??ﬁﬂkéngﬂ?23-129c
as a col ourylpsHrintokebi d Iiquid. After filtration over Celite 1-
But-3-ynyl-1HJ[I,2,3]triazol e was obtained as a colourless liquid (29.8 g,
40% . The content according to GCFID was > 98 % . 1HNWR (CDCM d= 2.05
(t, |'H, CCHn arparaogods mapker Grizsabiey fouemmple 1 1luqp-{4-{ 3ppmsig)-4-(- 65 (s,
|H triazolg) idz201-0 Sl- BNy vl R8sl QM -@fdole was prepared
[5-(4-[1, 2, %ﬁ%g%%}ﬁﬁj;kﬁ%hﬁg?ﬁ%ytfﬂgyn-2-y|I?garbanic acid %e?tbuty

est erl() (SﬁP@dheﬁMﬂPHFWEZEWW§g%%§%%L1c acid tert-butyl ester A solution of
26.72 nL of a 1M solution of bis-trinethylsilyl lithiumamde in THF was
added to a sql L%n f ?fiodo-pyridin-Z-ylanine (3 g, 13.36 mol) in
anhydrous T 'E@O ﬁ@?(é 4@OC. After warmng to r.t. a solution of
di-tert-butyl dicarbonate (2.77 g, 12.69 mmol) in THF was added and

stirring conthnuedsfRFHADMSO-dg): & (ppm) = 1.43 (m, 2H), 1.86 (m, 2H), 2.21 (s,
3H), 2.52 (t, 2H), 4.41 (t, 2H), 5.01 (s, 2H), 6.81 (m, 2F), 6.95 (m, 1H), 7.01 (d,
1H), 7.10 (s, 1H), 7.15 (d, 1H), 7.65 (m, 1H), 7.71 (s, 1H), 8.12 (s, 1H), 8.28 (s,

15 1H), 12.18 (br, 1H)Example 9

Example 9
6-Chloro-2-{4-[3-methyl-4-(4-[1,2,3]triazol- 1-yl-butyl)-phenoxymethyl]-oxazol-

2-yl}-1H-indole
In an analogous manner as described for example 1 6-Chloro-2-{4-[3-methyl-4-(4-

20 [1,2,3]triazol-1-yl-butyl)-phenoxymethyl])-oxazol-2-yl}-1H-indole was prepared

from the appropriate starting material.

MS: M = 462.1 (API+)

'H-NMR(400MHz, CDCL): & (ppm) = 1.58 (m, 2H), 1.98 (m, 2H), 2.25 (s, 3H),
2.59 (t, 2H), 4.41 (t, 2H), 5.02 (s, 2H), 6.78 (m, 2H), 7.00 (d, 1H), 7.11 (m, 2H),
25 7.40 (s, 1H), 7.50 (s, 1H), 7.57 (d, 1H), 7.70 (s, 1H), 7.72 (s, 1H), 9.07 (br, 1H)



h. The m xture was quenched wi th ammoni um chl ori de sol ution and extracted
with ethyl acetate. The extract was washed with brine, dried over Na SO and
concent r aveaooslisesogr ude product was washed with di et hyl perhproogiod2dé ng
(5-iodopyridin- 2-yl)-carbamic acid tert-butyl ester as |light orange solid.
Yield 3.45 g, (81 % Ms: M= 264.7 (ESI+, M- 'Bu) 1H NVR*OOVHz, CDCl G d=
1.55 (s, 9H), 7.84 (d, IH), 7.90 (d, 14, 8.47 (s, IH), 8.49 (s, IHii)
[5-(4-]1 2,3]Triazol-Il-yl-but-l-ynyl)-pyridin-2-yl]-carbamc acid
tert-butyl (5-1 i)do- pyridin-2-yl)-carbamc acid tert-butyl ester (3.45 g,

10. 77 mmol %sol ved in anhydrous THF (30 m ) under an argon

at nospher e saghloté-24tgd-(4[1 2,3 RRi20B)-FPethbkyrakthgl) (phesoxyma@h@é-omamsl-2- and
copper i odi ﬁl}e I'(!B%lg 1.1 mmol). To this mxture a solution of

| -but - 3-i nyP PP 31 triazole (2.1 g, 17.24 mol) in anhydrous THE (20
m) is added dropwi se at OOC fol |l owed by diisopropyl- amne (7.6 m, 53.88
mol ). Aft I Lgd 0 Bdde reRhpR @t Bythisfebang4{(200 ni)
was added, qg‘héhm%%l%ggmglgﬁg\gsﬁged&%%&m@gr b?i nﬁ#dri f){ve(r sodi um
sul f abe. Af[tlél|s3]F@i@bh—l}’l'éﬁlome@ﬁm\I@ﬁ?%xyﬁﬁéllyé}‘ﬁﬁéogsﬁgu -1 <(%Slepur "ffed by
columm chr ?f@}gﬁgdﬁgﬂyth@ﬁpﬁxiobhﬁﬁsgﬁﬁn @agdabr o et hane/ net hanol 98: 2)
yielding [5-(4- [I|,2,3]triazol-I-yl-but-I-ynyl)-pyridin-2-yl]-carbamc acid
tert-butyl ester as light yellowsolid (2.35 g, 70 %9. Ms: M= 314.0 (ESI+)
1H NVR* OOVHgS: XaCh50.4 (BBI+) 53 (s, 9H), 3.04 (t, 2H), 4.62 (t, 2H), 7.61 (d,
IH, 7.71. (m 2H), 7.91 (d, IH), 8.05 (s, IH, 8.27 (s, IH iii)
[5-(4-[1,2,3]Triazol-I-yl-butyl %Sp ridin-2-yl]-carbamc a>ci d tertf_-lbutyl
ester To a '$bINMR#OONHzZ, DMSO-ds): K)pm) = 3.80 (t, 2H), 4.40 (s, 2H), 4.58 (t, 2H),

5-(4-71, 2, i 370 ] /19 dhn3Ey,ya. 769 ds tH),
Eerg_bhtyl ﬁg}géﬂm, 5.b%>_5h, i}lﬂ?,*ﬂ.(ﬁy@ﬂm),pﬂrg dhn312y,y1.43 caribBny 6o dsi 1)

. ), .i.n F/ et ha (1:1, 30 nL) palladiumon
char dfal (10% (sg_ll%é-, 8998 (\ﬁ/a]g{ngéééés’é#S’ (%?@@F re hydrogenated at room
tenperature for 4h. After filtration and evaporation of the solvents [5-(4-
[I >2,3]Triazol -ll -yl -butyl)-pyridin-2-yl]-carbamc acid tert-butyl ester
was i sol ateﬁ%p—ﬁi%ht yel low solid (0.84 g, 95 9.

5-Fluoro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethoxymethyl) -phenoxymethyl]-oxazol-2-

yl}-1H-indole

In an analogous manner as described for example 1 5-Fluoro-2-{4-[4-(2-
15 [1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl]-oxazol-2-yl}-1H-indole was

prepared from the appropriate starting material.
MS: M = 434.4 (ESI+)
'H-NMR(400MHz, DMSO-de): & (ppm) = 3.80 (t, 2H), 4.40 (s, 2H), 4.58 (t, 2H),

5.07 (s, 2H), 7.05 (m, 4H), 7.19 (m, 2H), 7.40 (m, 2H), 7.72 (s, 1H), 8.08 (s, 1H),
20 8.33 (s, 1H), 12.20 (br, 1H)

Example 12
5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesulfinylmethyl)-phenoxymethyl] -

oxazol-2-yl}-1H-indole

In an analogous manner as described for example 1 5-Chloro-2-{4-[4-(2-
25 [1,2,3)triazol-1-yl-ethanesulfinylmethyl)-phenoxymethyl]-oxazol-2-yl}-1H-indole

was prepared from the appropriate starting material.



M5: M= 279 (ESI+, M- 1Bu) 1H NWR*OOVHz, CDA : d 1.52 (s, 9H), 1.62 (m
2H), 1.95 (m 2H), 2.59 (t, 2H), 4.40 (t, 2H), 7.44 (d, IH), 7.49 (s, IH,
7.67 (s, wopoehseno(s, IH), 7.85 (d, IH), 8.03 (s, |H) Prepamprainsonm2sd
f2-Fluoro-4-(4-[1,23itriazol-1-yl-butyl)-phenyl]-carbamc acid tert-butyl
ester To a solution of |-but-3-enyl-IH]JI,2,3]triazole (0.85 g, 6.9 mMmuol)
in THF (15 m ) 9-borabicycl o[ 3. 3. 1] nomdie (0.5 Min THF, 30.3 m, 15.2
nmol ) was added dropwi se at 00C and stirring continued for 2h. This m xture
was then add dlg:o % @Sg i on of (4-brono-2-fluoro-phenyl)-carbamc acid
tert-butyl 1 f‘ % B9 mol ), Pd(dppf)CI 2 (0.56 g, 0.69 nmmol) and
aqueous cesium carbonate (6.89 m, in DVF (30 mM) and stirred for 3 h

2t 70.9¢ i Qhuk L) asoasdsd pgﬁ@ L0950 445 OBk AGh O Wl et

acetate (3 IClbIZ; re washed wlth wat er
and bri ne, 3d$3 &, bileB-peodifiam ABrstsiere), 3 oabeAtpat ebien Mhesyetemdet bt oduct

wasng]r 't 1;: o, 9ty 81 ﬁdrﬁ@f gﬁe@&ﬁ&é}x 4@%84}@9 5108 (¥, 2 7[08- (Fﬂ Be1)07 43 (4

r e r, as Ilght
yel | oW sol |?cH) Yiddi @ iHQ:37 E%AH%;K?B? N:?’T %é%? iﬁs 5}5 M%bref > :
d= 1.52 (s,119H), 1.61 (m 2H) 1.92 (m 2H), 259(t 2H), 4.38 (t, 2H)
6.61 (br, IH, 6.81-6.88 (m 2H), 7.49 (s, IH), 7.70 (s, IH, 7.94 (br, IH)
Preparation of 2-(4-Chloronethyl-oxazol-2-yl)-5-trifluoronethoxy-IHindole
(1) 5~Trifimmwoxy | Hi ndol e-2-carboxylic acid am de Oxalyl chloride

(2.63 nl, pp) Eu@ﬂl{j ) Dpifen th{g- a
suspensi on o m’@% [ga@o[ﬁgdﬂ%i%w& gloﬁs ar bo?y)lrtl)c gg%lge(gﬂ g, 20.4
mol ) in THxazeB2-yl}1Hwrdale N- di net hyl formamide (0.5 m). Stirring was
continued at 0-50C for 30 min. and thereafter for 3 h at roomtenperature.

The resulting solutjon was cooledto 0C agai n an ded thin 15
mn. .10t o 75! qnanofanallogg% é’ﬁad%’(ﬁ{lsass 11%8(?1 gf g’ﬁ‘l’ﬂﬁ]l %fi!ﬁ%)lrogt@ L’4i\,\¢1g for 30
mn. the prpc:pittiatodd ;amlchﬁaemﬂiﬁnﬂmleﬂ@btmnométh}d mmm@ﬂbmandoldn ed at

400C in vacag ]¥ IeIe)elured I%]I%m the appropriate starting material.

MS: M = 466.2 (ESI+)

'-NMR(400MHz, DMSO-de): § (ppm) = 3.15 (m, 1H, A-part of an AB-system),

15 3.34 (m, 1H, B-part of an AB-system), 3.96 (d, 1H, A-part of an AB-System), 4.14
(d, 1H, B-part of an AB-system), 4.79 (t, 2H), 5.08 (s, 2H), 7.07 (m, 4H), 7.26 (d,
2H), 7.41 (m, 2H), 7.75 (s, 1H), 8.17 (s, 1H), 8.34 (s, 1H), 12.20 (br, 1H)

Example 14
2-{4-[3-(3-[1,2,3] Triazol-1-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-5-
20 trifluoromethoxy-1H-indole

In an analogous manner as described for example 1 2-{4-[3-(3-{1,2,3] Triazol-1-yl-
propyl)-phenoxymethyl]-oxazol-2-yl}-5-trifluoromethoxy-1H-indole was prepared

from the appropriate starting material.
MS: M = 484.1 (API+)
25 'H-NMR(400MHz, CDCl3): § (ppm) = 2.26 (m, 2H), 2.63 (t, 2H), 4.39 (t, 2H),

5.06 (s, 2H), 6.81 (d, 1H), 6.86 (m, 2H), 7.14 (m, 2H), 7.22 (s, 1H), 7.40 (d, 1H),
7.52 (s, 2H), 7.72 (s, 1H), 7.77 (s, 1H), 9.50 (br, 1H)




trifiuoronethoxy-|Hindol e-2-carboxylic acid am de as off white solid.
Yield 5 g (1009 Ms: M= 245.0 (ESI+)(ii)
2- (4- Chl owormadmnsbsoexazol - 2-yl ) -5-tri fl uoronet hoxy- | H i n#alr&P2005/010280
S-trifluoronethoxy- I Hindol e*-carboxylic acid amde (4.5 g, 18.43 mml) and
dichl oro acetone (3.5 g, 27.63 mml) in toluene/DVF (5:1, 30 m) were kept
at reflux temperature for 24 h with cottinuous renoval of wat er by appl yi ng
a Dean- Stark trap. After renoval of solvents in vacuo, the residue was
i ntensively shaken with water, the precipitate was isolated by filtration
and washed Esempledd er and brine. After evaporation of the solvents in vacuo
chr onmat ogr @Pmoe@zs{m [Bga- ngl3 {riasolhpyRpeey])aiteybxanehel] @x3zal2-yl}-éHded
2- (4-chl oromé hyl - oxazol - yI)-5 trifluoromethoxy-lHindole as off white
solid. Yiel899€ g (44 % M5 M= 317.0 (API+) 1H NVR*COMHz, [ Dgl - DVEO)
d= 4.57 (s, 2H), 713(s IH), 7.15 (d, IH), 7.38 (d, IH), 753(s | H),
7.12 (s, 1H), § 131688 us #ﬂ@n f eagaﬁ?%thg&l Otfor example 1 5- Fluoro 2-{4-[3

on hy

2- [ 4- (4- br ono- benzeneésul 0Xxazo 2y & -5- uoromatglox -
| Hi ndol e Alsoedltriazeh lol-propy )phenoxymethyl] “oxazol-2-yl}-1H- 1ndoe was prepare

2- (4-chl or ot iyl = Ig@g@ﬁgh-egfaytln) o maafefibll | uor omet hoxy-1Hindole (0.3 g, 0.95
nmol ) and 4- bronp-benzenesul finic acid sodiumsalt (0.92 g, 3.8 mmol) in

N, N-di met hyl formam de (10 m) was stirred for 16 h at 60 0OC. After cooling
t he m xt ur emsa®! paus.edAPr-)water (20 ml) and extracted with ethyl acetate (3
x 20 m). The conbi ned organic extracts were dried over sodi um sul fate and

concentrated in vacuo. Chromatography on silica gel (ethyl

acet at e/ i so-HheRARE4OOMH), GDEl:HeY 246 (m, 12D, é&ﬁﬁéuﬂﬂ) 64539c énZH&»I 706 (svi el d

0.28 g (59 L 2.3 B9 (s,

2H), 7.09 %ﬁ)’ll\%l M THzoép%@é%%m | B *’20%&“ 7. SZJEIT(M:DQBI-l) ,3 €7h-[67 )3 7.73

(m 519, 8@92(@11{)%525(&1&"1}15’9)55?& c%élé% Pe 1 2-{4- [4- (4- [1,2,3]
Triazol - 1-yl-butyl)-phenoxynet hyl] -oxazol-2-yl}-5-

trifluoronme Qé)mxgl-el H i ndol e
6-Chloro-2-{4-[3-(3-[1,2,3]triazol-1-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-1H-

indole

In an analogous manner as described for example 1 6-Chloro-2-{4-[3-(3-
15 [1,2,3]triazol-1-yl-propyl)-phenoxymethyl] -oxazol-2-yl}-1H-indole was prepared

from the appropriate starting material.
MS: M =434.1 (API+)
'H-NMR(400MHz, CDCL): & (ppm) = 2.26 (m, 2H), 2.63 (t, 2H), 4.39 (t, 2H),

5.06 (s, 2H), 6.81 (d, 1H), 6.86 (m, 2H), 7.11 (m, 2H), 7.22 (m , 1 H), 7.41 (s, 1H),
20 7.52 (s, 1H), 7.57 (d, 1H), 7.72 (s, 1H), 7.75 (s, 1H), 9.29 (br, 1H)

Example 17
5-Chloro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}- 1H-

indole

In an analogous manner as described for example 1 5-Chloro-2-{4-[4-(4-
25 [1,2,3]triazol-1-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-1H-indole was prepared

from the appropriate starting material.



Sodi um hydride (7ng, 0.28 mmol) was given at 00C to a solution of 4-(4-
[1,2,3]triazol-I|-yl-butyl)-phenol (55 ng, 0.25 mol) in 2.0 m N, N-di net hyl
f or mam dewendossesowed for 30 min. 2-(4-Chl oronet hyl - oxazolrAP2¢05)01 @80
trifluoronethoxy-lHindole (80 ng, 0.25 mmol) dissolved in 1.0 n

N, N-di mret hyl formam de was added at 00C and stirring continued at 00C for 1
h and 12 h at roomtenperature thereaf¥er. The mixture was quenched with
water (10 m) and extracted with ethyl acetate (3 x 10 ml). The conbi ned
organi c extracts were mashed with brine (10 nl), dried over sodiumsulfate
and concentM&tMF 464 VEERI3) Chronat ography on silica gel (ethyl acetate)
yielded 2-{4-[4-(4-[1, 2, 3]Tr|azoI-I-beutyI)

phenowy et A BHAGE, Erlah b Gbhs LRl R S e

(m 2H), 1.0% ¢MHRH)I2 @, 54), 84 mﬁH@ 390 (m, 2HM)7.15(r041 K5 7-2Hm, 26192 (d,
2H), 7.07 7.39 (d, | 7.51 (d, 2H),
00 (5,11 12 6 YD (S5, g8b g (S ARrgty T30 (G 1 75t L=

5- Chl or o- 2- {4 [4-(4-]1,2,3]triazol-I-yl-butyl)- phenoxynethyl]-oxazol-2-y|}-
| H ndgl e Inﬁsgtgpﬁ;ogous manner as described for exanple 1
5-chl or o- 2-

(1,2 3]tria thlqmé?r{%%% 1 ?pﬂéﬁ%@wﬁﬁ%%‘&ﬁﬁ%rﬁfnyﬂmfthﬂ sl 3ias

pr epar ed fwggnﬂhgdapproprlate starting material. NS = 448. 2
(ESI +) 1H- NMR*OO MHz. DMSO-dgl: d (ppn) = 1.48 (m ZFD 1 82 (t ZFD 2.51
(m 2H), 4.39 (t, 2H), 5.04 (s, 2H), 96 (d, 2 21 (d,

I|H), 7.44 (Hh anHppaldgdl® (sannzt)as aesmb(ds for Hyramp] 6321 (55Ch1|0|t9 -2- {f2[43@ (br, 1H)
Exanpl e 3 5 %ﬁé’]?ﬁgzogl{ﬁ etI}o e I)Lﬂhe_%o%ir]léthhﬁﬁhml -2-yl}-1H-indole was

1-yl-butyl)- oxa i ndol e I n an anal ogous manner
as degbrlbeﬁﬁﬁﬁw é&%ﬁﬁhﬁ@PB“&ﬂF¢®%W@n2r?@Fq -(4- [1,2,3]triazol- 1-yl-butyl)

- phenoxynet hyl ] -oxazol -2-yl} I Hindole was prepared fromthe appropriate
starting m%i§kfi462§udﬂ¥3432'2 (API +)

'H-NMR(400MHz, DMSO-de): & (ppm) = 3.80 (t, 2H), 4.41 (s, 2H), 4.58 (t, 2H),
5.21 (s, 2H), 7.03 (m, 3H), 7.19 (m, 3H), 7.43 (d, 1H), 7.64 (d, 1H), 7.72 (s, 1H),
7.79 (s, 1H), 8.09 (s, 1H), 12.17 (br, 1H)

15 Example 19
5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesulfinylmethyl)-phenoxymethyl]-

thiazol-2-yl}-1H-indole

In an analogous manner as described for example 1 5-Chloro-2-{4-[4-(2-
[1,2,3]triazol-1-yl-ethanesulfinylmethyl)-phenoxymethyl]-thiazol-2-yl}-1H-indole

20 was prepared from the appropriate starting material.
MS: M = 498.0 (ESI+)

'H-NMR(400MHz, DMSO-d): & (ppm) = 3.13 (m, 1H, A-part of an AB-system),
3.34 (m, 1H, B-part of an AB-system), 3.96 (d, 1H, A-part of an AB-System), 4.14
(d, 1H, B-part of an AB-system), 4.79 (t, 2H), 5.23 (s, 2H), 7.07 (m, 3H), 7.22 (d,

25 2H), 7.44 (m, 2H), 7.64 (s, 1H), 7.75 (s, 1H), 7.81 (s, 1H), 8.17 (s, 1H), 12.17 (br,
1H)




1H NVR*OOVHz, DMBO-d ) : d (ppm) = 1.48 (m 2H), 1.81 (m 2H), 2.54 (t,
2H), 4.39 (t, 2H), 5.04 (s, 2H), 6.96 (d, 2H), 7.09 (m 4H), 7.41 (m 2H)
7.71 (s, wolpoeds3iso(2, IH), 8.31 (s, IH), 12.20 (br, | HpCEFzoWs210280

6- Fl uoro-2-{4-[4-(4-[1,2,3]triazol -I-yl-butyl)-phenoxynet hyl ] - oxazol - 2-yl } -
| H ndole In an analogous manner as described for exanple 1

6- Fl uor o- 2- { 4-[ 4- ( 4- -53-
[1,2,3]triazol-I-yl-butyl)-phenoxynet hyl]-oxazol -2-yl}-|Hindole was
prepared fromthe appropriate starting material. MS: M= 432.1 (APl +)

1H NVR? “ d: d(ppm) =1.48 (m 2H), 1.81 (m 2H), 2.53 (m 2H)

? 39|(H§ %%{4 -B-08[1(33) 'IZid}zol—ﬁyBBut@mbegbézngs?folﬂ}rfl_bﬂh}?m‘zd)xigﬂ:(%ﬁ}-ﬁil‘nH) :E;D I7 62
m s : : r, anpl e

6- Chl or o- 2-tF% “%Ef"{’%ﬁ%*ygﬂ flﬁglleazol “1 -yl -but yl ) - phenoxymet hyl ] - oxazol - 2-yI } -
| H ndol e I n an anal ogous manner as described for exanple 1

6- Chl oro- 2-4 5[ l'u(t%n of 1- ? ut-3-enyl-1H- 12 3 trlazole (69 m%'&]}/% mmol) in THF (

[1,2,3]triazol-T-yl- henox oxazol i.ndo
pr epa|5]ed f riohh 9 heraarfprrle bfnenérea{% L 1240 Zixrmmamvaf %ﬂ%

il-lHégN(R: 002” gpop@@@'at 0°C ah P Bk ing cl)nﬁﬁuc(cmfoﬁﬁi ,This fh3xt(ira w2ddhen 24681 (d a 2H)7 43
(s, IH, 7. ﬂe?}ut(%l | é@s 5%4 ?’§°mPrlr)enze?H§’éf°(‘¥Qn“rﬂérﬁqj °§QB Z"Ytljf ? it ‘Ef?anpl e 6

Exanrpl e 6 Zm{eérox{raﬂ\«hidb}el (008 §46.5¢ IndpB] Ptitdpet)6ll> (42 yig, l@leym)rnol and
- phenoxynet h%r_ﬁé ge)s(l élocarbo té (0556 rhg')?()fvi l‘i1q 'Dl\gp'?, Fﬂ)x%ﬁd slﬁfédf}QPk 3 a't fipeel

analogous F&% 2, 3]
triazél - 1- watdmw In)l) th@dﬁ?)i)ﬂnétth?lqlxm&(@%@mé with etbyltqcr%r%@r)b%% Xy-
| Hi ndol e N‘fh@E&H%@&i C&jﬁf@léﬂ% @aewaréd%qq ﬁrhar hﬁ@snﬁatcﬂreuaiver MBiuM = 512. 1

(APl +) 1H ﬁ% 7 25 (s

3H), 2.58 (tulfagpnd goneeniratedyhhe Gude P(%‘EJCE as Péﬂﬁfd(?ﬁ ge% H@‘Y? ,

7.14 (m 2Hgetate) to vyield 2-{4-[4-(4-[1,2,3]Triazol-1-yl- butyl)—benzenesulfonylmethyl
oxazol-2-yl}-5-trifluoromethoxy-1H-indole as light yellow solid. Yield 24 mg (8 %)

15 MS: M = 546.1 (API+)
11{-NMR(400MHz, [D6]-DMSO): 8= 1.52 (m, 2H), 1.81 (m, 2H), 2.69 (t, 2H), 4.38

(t, 2H), 4.70 (s, 2H), 7.09 (s, 1H), 7.18 (d, 1H), 7.43 (d, 2H), 7.51 (d, 1H), 7.63 (s,
1H), 7.70 (s, 1H), 7.74 (d, 2H), 8.09 (s, 1H), 8.12 (s, 1H)

Example 21
20 5-Fluoro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-
yl}-1H-indole

In an analogous manner as described for example 20 5-Fluoro-2-{4-[4-(4-
[1,2,3]triazol-1-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-yl}-1H-indole was

prepared from the appropriate starting material.
25 MS: M = 480.1 (API+)
'H-NMR(400MHz, CDCls): & (ppm) = 1.62 (g, 2H), 1.90 (g, 2H), 2.70 (t, 2H),

4.35 (t, 2H), 4.39 (s, 2H), 7.02 (m, 2H), 7.28 (m, 4H), 7.48 (s, 1H), 7.67 (s, 1H),
7.70 (s, 1H), 7.73 (s, 1H), 7.75 (s,1H), 9.19 (br, 1H)




7.38 (d, IH, 7.51 (d, IH, 7.52 (s, IH, 7.70 (s, IH, 7.73 : :
b 15 Exarrp|e7( H) ( H) ( H) (s, IH), 9.44
5- Fl uor o-wo{ded@@23mt hyl -4- (4-[1, 2, 3]triazol -1-yl - butyl) PpmaErecogmed2Ry| | - oxaz
ol-2- yl}-IHindole In an anal ogous manner as described for exanmple 1
5-Fluoro-2-{4-[3-nmethyl-4-(4- [1,2,3] triazol- 1-yl-butyl) -phenoxynethyl]
-oxazol -2-yl }-1Hin dole was prepared*¥¥0n1the appropriate starting
material .Ms: M= 446.1 (APl +) 1H NVR*OOMHz, CDCl : d (ppm = 1.57 (m 2H)
1.97 (m 2H), 2.2§ (s, 3H, 2.58 (t, 2H), 4.40 (t, 2H), 5.01 (s, 2H), 6.76
(m 2H), 'Iﬁxﬂgﬂﬁ—ékﬂ, 7.08 (s, IH, 7.31 (m 2H), 7.50 (s, IH, 7.70 (s,

| H), 7.72 (19.(4![1)2,3]Friddol{1oyl,butyT)-plengi]-£2- &-teifhuqrbmethogy-HHibrdol-2-yl)- 4-

[ 3- met hyl triazol- 1-yl-butyl) -phenoxynmethyl] -oxazo
yI}-IF+|nddP@£? 4%##%%@186%%% manner as described for exanple 1
6-.Fl uor o- 2- {4 [3 met hyl - 4 (4-

[1.2 3]triagol -y nPaml a[ﬁ*@?ﬁ)(i@ﬁ%'ﬂutﬁ’}%@ﬁyl bimid‘h&dﬂ@éﬂ %u’gﬂi

prepared fronlﬁﬁe appro tartlng erial

1H NIVB™ OOVHster 0REY dg 0: hyn 24 @et forpamige é n Soé ?ﬁ!e
2. 52| (t, 2"%0005‘6 g4:h | ﬁlm@ﬁ)«ras 5(1&& 4ng, the Hlixtue 8t1rré<ﬂﬂfor2§ﬂ) I;nnﬁ a195t (Too tHnl;-I) 7. 01

H) | A (@mtllfq} a f?l’“TSH( Bf %@%ﬂ%ﬁtg‘/ﬁ#g’%%}%?’% sgtribeldinethbly- P% 2 s
3- et hyl - 4mdok-0.1 4, 02943hnio|‘[)| 1ﬁZMN—d1hxeyhy-l farmeln)idp flembxwyasedded ind Siceing| -

T oo o 8 A RAO RN her BT PRE: (B mB @I Gradred

|, 2,18 tri awrth dthyguaceﬁatey(ls)x BhenloxVhe combinedxargatic 2xipads was aehndeWiths

prepared fr &@e&%&n@%’i‘a [l dE: s%tdﬁfrﬁ Ist9h t 8B 8y | Bh eenMiRtioMirt v4tB3 .the (AL +)

1H NVRM OOVHz

product was pufﬁeé on s111ca gel ?150 (hexane@efhyil' acetatg ”112) tl(_)D jrlelgl @5 4( s, 3H),
[1,2,3] Triazol-1-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-1H-indol-2- -yl)-oxazol-

4-ylmethyl]-carbamic acid tert-butyl ester as light yellow solid.

|
[
2-
6-
[

15 [4-(4-[1,2,3] Triazol-1-yl-butyl)-phenyl]-[ 2-(5-trifluoromethoxy- 1H-indol-2-y1)-
oxazol-4-ylmethyl]-carbamic acid tert-butyl ester (0.31 g, 0.52 mmol) was stirred in
a mixture of dichloro methane and trifluoro acetic acid (1:1, 10 ml) for 3 h. After
concentration the crude product was purified on silica gel (ethyl acetate) yielding
[4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy- 1H-indol-2-y1)-

20 oxazol-4-ylmethyl]-amine as light yellow solid.

MS: M = 497.1 (API+)

'H-NMR(400MHz, CDCls): 8= 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H), 4.30 (s,
2H), 4.39 (t, 2H), 6.62 (d, 2H), 6.96 (d, 2H), 7.10 (s, 1H), 7.13 (d, 1H), 7.36 (d,
1H), 7.48 (s, 1H), 7.51 (s, 1H), 7.59 (s, 1H), 7.69 (s, 1H), 9.41 (br, 1H)

25 Example 23
[2-(6-Fluoro-1H-indol-2-y1)-oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol- 1-yl-butyl)-

phenyl]-amine

In an analogous manner as described for example 22 [2-(6-Fluoro-1H-indol-2-y])-
oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-amine was prepared

30 from the appropriate starting material.



2.59 (t, 2H), 4.41 (t, 2H), 5.02 (s, 2H), 6.78 (m 2H), 7.00 (d, IH, 7.11
(m 2H), 7.40 (s, IH, 7.50 (s, IH, 7.57 (d, IH, 7.70 (s, IH, 7.72 (s,

I H), 9. 0MWwO0kwes/zehorxanpl e 10 PCT/EP2005/010280
5-Chloro-2-{4-[4-(2-[1,2,3]triazol-I-yl-ethoxynethyl)-phenoxynet hyl ] - oxazol
-2- yl}-IHindole In an anal ogous manner as described for exanple 1
50h|0r02{4[4(2- -55-
[1,2,3]triazol-1-yl-ethoxynethyl)-phenoxynethyl]-oxazol -2-yl}-IHindole was
prepared fr iate starting material. MS: M= 450.4 (ESI+)
lHNNRqOO\/I-Ig/{—B BE/E@PR(BH = 3.80 (t, 2H), 4.40 (s, 2H), 4.58 (t, 2H),
5.07 (s, 2H), 7.01 (d, 2H), 707(s | H), 719(m 3H), 7.43 (d, IH), 7.69

135+ A lor o SR CPkS ooty 2, B s oM ons gl g e arel €

- phenoxy et #hyb|(br, dkBiz6B0 s, 2§1)} 4. BH(t, AH) @63 (d, éifﬂ)aﬁaﬁ égloﬁlsl),nh%@n &),
descri bed f%s%%@,'_ﬁ?‘ﬂ (m; fIJI 1919 (f'lf—f} §.f7 b% ﬁx%n%léﬁ azol -

1-yl - et hoxynet hyl phenoXy thyI -oxazo I ndol e was brepared
fromthe appropriate starting material. M M- 434.4 (ESI +) 1H NVR*OOVHZ,

DIVBOdg) gy 4= 3.80 (t, 2H), 4.40 (s, 2H), 4.58 (t, 2H), 5.07 (s,
e (7 2 (%Eg%o (I%E%nﬁp%-%@@ﬁ%qﬂgizx e ha- (L1772 3 Srazd Dst e (S0 1H)
5- Chl or o- 2- f)ﬂeliyl]-érﬂﬂ{d 2,3]triazol -1-yl-ethanesul fnyl net hyl ) - phenoxynet hyl ]
- oxazol ~2-yl}-1Hi ndoI e In an anal ogous manner as described for exanple 1
5-Chl oro-2-{4-[4-(2-

[1,2, 3]tri alohn hna}lbg@xshamum flesyrtipask flay Eyarpile A3 tEtHarp=1ekindel-22d)1 } - | H-i n

dol e was pr SRALED. ﬁ&ggyggq @F{I@[z?ﬂ&'ia%ﬁllﬁ Bﬁttf!\_)}%éﬁ?ll]ﬁa&ﬂxﬁ% ar%?s 0?461?&141@2 2

(ESI +) 1H NI\/R"%\/HZ
AB- syt em) , frens e(aRPTQHrIat@t*HHFE‘T@erﬁ‘ AB-systen), 3.96 (d, |H A-part of an
AB- systen), 4.13

MS: M =431.2 (API+)

"H-NMR(400MHz, CDCly): § (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H),
4.15 (br, 1H), 4.30 (s, 2H), 4.37 (t, 2H), 6.62 (d, 2H), 7.01 (m, 4H), 7.31 (m, 2H),
7.48 (s, 1H), 7.58 (s, 1H), 7.68 (s, 1H), 9.11 (br, 1H)

15 Example 25
[2-(6-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[1,2,3] triazol-1-yl-butyl)-
phenyl]-amine

In an analogous manner as described for example 22 [2-(6-Chloro-1H-indol-2-yl)-

oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-amine was prepared

20 from the appropriate starting material.

MS: M = 447.1 (API+)

'H-NMR(400MHz, CDCls): & (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H),
4.30 (s, 2H), 4.37 (t, 2H), 6.62 (d, 1H), 6.97 (d, 2H), 7.07 (d, 2H), 7.11 (m, 1H),
7.39 (s, 1H), 7.48 (s, 1H), 7.55 (s, 1H), 7.57 (s, 1H), 7.68 (s, 1H), 9.53 (br, 1H)



(d, IH, B-rart of an AB-system), 4.79 (t, 2H), 5.08 (s, 2H), 7.08 (m 3H),
7.23 (m 3H), 7.43 (d, IH, 7.69 (s, IH, 7.75 (s, IH, 8.17 (s, IH, 8.35
(s, IH), wR.28&/63k309 | H) Exanple 13 5-Fluoro-2- {4- [4- @21/HP202/08]28¢ri azol -
1-yl - et hanesul fi nyl net hyl ) - phenoxynet hyl] - oxazol- 2-yl}-1Hindole In an
anal ogous manner as described for exanple 1 5-Fluoro-2-{4-[4-(2- [1,2,3
Jtriazol - 1-yl-ethanesul finyl nethyl) =phenoxynet hyl] -oxazol-2-yl} -

| Hindol e was prepared fromthe appropriate starting material. M5 M=

466. 2 (ESI % 1H—N|\/Rf 400MHz, DMsSO-dg : d (ppm = 3.15 (m IH A-part of an
AB-systen) IH, B-part of an AB-system), 3.96 (d, IH A-part of an
AB- Syst en), ZL(SLG‘,hI(do IHHind&1 Rayl}-ovdzohi-yhBethyl {[d+(il-[ 12,318 iafbl-1 kabutyB 08 (s,

2H) , 707(”111130 26(d 2H), 7.41 (m 2H), 7.75 (s, IH), 8.17 (s, IH,
8.34 (s, I br | H Exanple 14 2-{4- [3-(3- [I,2,3]Triazol -

1-yl - propyl) -phenoxyrret hyl] -oxazol -2-yl}-5- trifluororret hoxy-1 Hindol e

In an I f 1
2 (4 gn?soﬁoﬂg Wﬁg n‘%%n?xeﬁcc{e'sgﬁ)q o ex§ £ 2 5 Chloro 1H-indol-2-yl)-

- oxazdl A~y geagok #iykmetbylhrat( ﬁdkyﬁ i Hz?lrﬂdﬁlr@“‘ﬁﬁs? P 7APERE f Mot Piseared
appropri at efgtAht b o@ﬁh@rsta%{mgh{@tenbd = 484.1 (APl +) 1H NVR*OOMHz, CDC ): d
(ppm =2.26 (m 2 2.63 (t, 2H), 4.39 (t, 2H), 5.06 (s, 2H, 681(d
IH), 6.86 (m 2H), 7.14 (m 2H), 7.22 (s, IH, 7.40 (d, IH, 7.52 (s, 2H),
7.72 (s, | HMS: ¥ #2478,(APH)), 9.50 (br, |H) Exanple 15
5-Fluoro-2-{4-[3-(3-[1,2,3]triazol-1-yl-propyl)- phenoxyrrethyl] oxazol -2-yl}
-l H ndol e I n an anal ogous manner as described for exanple 1

5- FI uor o- 2- {A-NMR(400MHz, CDCL): § (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H),

[1.,2,3]triaggb-}s 3&&{)9@%@)/(%)2}@%@@&!@{)*130611 @xam9) 6.25 ¥d, 2ihHviondal gyas
Pr epa{OEd fr 9?6%51, 2H 7.45?;, ?{{ 78%8a s,t III—rI])g 7%%t(rer{, lla-II), 7. gés(s, N—I) 9%58{br, &_f\PI *)

Example 27
[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4-[1,2,3]triazol-1-
yl-butyl)-phenyl]-amine

In an analogous manner as described for example 22 [2-(5-Fluoro-1H-indol-2-yl)-
15 oxazol-4-ylmethyl]-[3-methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-amine ~ was
prepared from the appropriate starting material.

MS: M = 445.2 (API+)
'H-NMR(400MHz, CDCls): & (ppm) = 1.55 (m, 2H), 1.97 (m, 2H), 2.20 (s, 3H),

2.54 (t, 2H), 4.06 (br, 1H), 4.29 (s, 2H), 4.39 (t, 2H), 6.48 (m, 2H), 6.91 (d, 1H),
20 7.04 (m, 2H), 7.31 (m, 2H), 7.49 (s, 1H), 7.58 (s, 1H), 7.69 (s, 1H), 9.04 (br, 1H)

Example 28
[2-(6-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4-[1,2,3]triazol-1-
yl-butyl)-phenyl]-amine

In an analogous manner as described for example 22 [2-(6-Fluoro-1H-indol-2-yl)-
25 oxazol-4-ylmethyl]-[3-methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-amine ~ was

prepared from the appropriate starting material.



1H NVR*OOVHz, CDA O d= 2.26 (m 2H), 2.63 (t, 2H), 4.39 (t, 2H), 5.06 (s,
2H), 6.81 (d, IH), 6.85-6.87 (m 2H), 7.03 (t, IH, 7.09 (s, IH, 7.23-7.33
(m 3H), woRBogms250bH), 7.72 (s, IH), 7.75 (s, IH), 9.21pChrEP2005p1E8@npl e 16
6- Chl oro-2-{4-[3-(3-[I,2,3]triazol-1-yl-propyl)-phenoxynethyl ] -oxazol - 2-yl }
-1 Hi ndol e In an anal ogous manner as described for exanple 1

6- Chl or 0- 2- {4- [ 3-( 3- -57-

[I,2,3]'é|r}azol -Ih-yl - propyl) - phenoxynet hyl ] - oxazol -2-yl }-1 H i ndol e was
prepare romthe appropriate starting material. MS: M= 434.1 (APl +
lHNNRUOGVF@ZW4£PEN%DL@n) =2.26 (m 2H), 2.63 (t, 2H), 4.39((t, )2H),
5.06 (s, 2H), 6.81 (d, IH), 6.86 (m 2H), 7.11 (m 2H), 7.22 (m, 1 H,

7.41 (s, | : | 7. d . .

o (5 EoafuRGobing Al 3ol 4 s Gy TRl Sd bty B0ty 920
1-yl - but yl ) 2. phén ok 0t 1HD. .22 64 2804432 (1 Bilndetée(mn2lh 6Halreddlls manner
as descri beg.of) 9@%)’3%?3?,)1“_% gﬁl;gﬁlpzﬁhwg(&-l(}ﬂ; 9.11 (br, 1H)

[1,2,3]triazo ) oxynet thiazol -2-yl}-1 Hindol e was
prepared fromthe appropriate starting material.Ms: M= 464.1 (APl +)

i%ywﬁw?k_%_m%(s d2(ppr’r)6 :41.(55 gm 2I7-|), 1.87 (m 2H), 2.53 .(t’ 2H) ,
721 (m 22§ Corpr-fidol- 2B stk a3 @ TR a- (62350 1 1y
Exanpl e 18 SrkdiyDiphedyl]-bdhing 4- (2- [1,2,3] triazol-

1-yl - et hoxynet hyl ) - phenoxynet hyl ] -thi‘azol-2- yl}-1Hindole In an anal ogous
manner as described for exanple 1 5-Chloro-2- 4-[4-{(:2- )

[1,2, 3]tri aémfn hnaogoms hopaeasdasyristdaossmetadd [2-thihlese-L2-indpl-Lrdk-ndol e
was prepare m [ t 1 tard @ -pNe Tirfk66. API

T R OO BB A g R AL g e s (1 21
(5. 21|¥$, 2Hpreprreddrqupthegygpropriatestariing gpafteriar 43 (d, IH), 7.64 (d, IH, 7.72
S, ,

MS: M = 461.1 (API+)

'H-NMR(400MHz, CDCl5): & (ppm) = 1.55 (m, 2H), 1.96 (m, 2H), 2.20 (s, 3H),

2.54 (t, 2H), 4.07 (br, 1H), 4.29 (s, 2H), 4.39 (t, 2H), 6.48 (m, 2H), 6.90 (d, 1H),

7.03 (d, 1H), 7.22 (m, 1H), 7.31 (d, 1H), 7.49 (s, 1H), 7.58 (s, 1H), 7.63 (s, 1H),
15 7.69 (s, 1H), 9.13 (br, 1H)

Example 30
[2-(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol-1-yl-butyl)-3-
trifluoromethyl-phenyl]-amine

In an analogous manner as described for example 22 [2-(5-Chloro-1H-indol-2-yl)-
20 oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol- 1-yl-butyl)-3-trifluoromethyl-phenyl] -

amine was prepared from the appropriate starting material.
MS: M =515.1 (API+)
'H-NMR(400MHz, CDCL): 8= 1.59 (m, 2H), 1.97 (m, 2H), 2.69 (t, 2H), 4.31 (s,

2H), 4.40 (t, 2H), 6.75 (d, 1H), 6.90 (d, 2H), 7.05 (s, 1H), 7.06 (d, 1H), 7.22 (d,
25 1H), 7.32 (d, 1H), 7.51 (s, 1H), 7.60 (s, 1H), 7.63 (s, 1H), 7.70 (s, 1H), 9.08 (br, 1H)




7.79 (s, IH, 8.09 (s, IH, 12.17 (br, IH Exanple 19 5-Chloro-2- {4- [4-
(2- [1,2,3] triazol- 1-yl-ethanesul finylnethyl) -phenoxynethyl] -

t hi azol - 2wQl2pes/d3bbopndol e 1 n an anal ogous nmanner as descrCha®dosni@sanpl e 1
5-Chloro-2-{4-[4-(2- [1, 2, 3]

triazol -1-yl-ethanesul finyl net hyl)-phenoxynethyl] -thiazol-2-yl}- |Hindole
was prepared fromthe appropriate stardng material. M5: M= 498.0 (ESI+)
1H NVR"OOVHz, DMSO-dg): d (ppm) = 3.13 (m IH A-part of an AB-systen),
3.34 (m IH, B-part of an AB-systen), 3.96 (d, IH A-part of an AB-Systen),
4.14 (d, |Hx of an AB-system, 4.79 (t, 2H), 5.23 (s, 2H), 7.07 (m

§H)1’7 7.22 (gn (RFaoro’ 1H4in(60-2- abi)oxaiolwym@thﬂ]qm (42( 12531taazdm|}y1 -butd)- (s, |H),
S

, le 20 2-{4-[4-(4-[1,
3]Tr|azol VF&%OJPS}‘F%YLBH %‘B{}?ﬁoﬁw n‘ethi/l][oxgzol[ 2-yl}-5-

tnfluororrethoxy 1Hindole To a solution of

o Dut- 3 g% J[ngkr%iolgﬁu?ln%h%g cgsc(rﬁbl%dwexgxr@ ml 05- Flﬁor-ld'"fH(l%dﬂlL)—yl)

dr opwbse at 0x@0at-4rianesiyll-f4- h‘b b@)ﬁltflﬁgféd YlotPUt@Pn -3~ tﬂ%“@“?ﬂl%h%%ﬁﬂt hen added

to a sol uti gRin@fwad prdpdr ed(fﬂf&ﬁ@ﬂ%@b Z@@asui mbmx hyl) -oxazol - 2-yl]
-5-trifluoronethoxy- | Hindol 8 g, O. 5 mml ), Pd(dppf)d 2 (49 ny

0.06 nmmmol ) and aqueous cesium carbonate (0.56 mM, 3M in DVF (5 m) and
stirred forM3: Mauoy00 Pl Water (10 nml) was added and the m xture extracted
with ethyl acetate (3 x 20 m). The conbined organic |ayers were washed
with water and brine, dried over sodium sul fate and concentrat ed. _The crude

product was.ERNMR{400MHEz, G0 Clek Sgepnyet hy$2 fmetidld)dlt @nyate) @-62 (1 2H),
2-{4-[4-(4- im%s,%lg bazol zH%yé Gé%ym) bseguz@mgqlet@nmhmqnyﬂ 15 (m, 2H),
oxazol - 2-yl | uor onet H-i.n ?ba% | ght yellow solid. Yield 24
mg (800 Me7-A4sAB).17- A(MIH)Z 1 “DVBO): d= 1.52 (m 2H),
1.81 (m 2H), 2.69 (t, 2H), 4.38 (t, 2H), 470(s 2H), 7.09 (s, IH), 7.18
(d, IH, 7.43 (¢ 2H, 7.51 (d, IH), 7.63 (s,
[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]- [3-fluoro-4-(4-[1,2,3]triazol-1-

yl-butyl)-phenyl}-amine

In an analogous manner as described for example 22 [2-(5-Fluoro-1H-indol-2-yl)-
15 oxazol-4-ylmethyl]-[3-fluoro-4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl}-amine ~ was

prepared from the appropriate starting material.
MS: M = 449.1 (API+)
'H-NMR(400MHz, CDCls): 8 (ppm) = 1.59 (m, 2H), 1.93 (m, 2H), 2.57 (t, 2H),

423 (br, 1H), 4.28 (s, 2H), 4.39 (t, 2H), 6.38 (m, 2H), 3.92 (m, 1H), 7.05 (m, 2H),
20 7.31 (m, 2H), 7.50 (s, 1H), 7.59 (s, 1H), 7.69 (s, 1H), 9.01 (br, 1H)

Example 33
[2-(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]- [3-fluoro-4-(4-[1,2,3]triazol-1-

yl-butyl)-phenyl]-amine

In an analogous manner as described for example 22 [2-(5-Chloro-1H-indol-2-y1)-
25 oxazol-4-ylmethyl]-[3-fluoro-4-(4-[1,2,3] triazol-1-yl-butyl)-phenyl]-amine ~ was

prepared from the appropriate starting material.



IH, 7.70 (s, IH), 7.74 (d, 2H), 8.09 (s, IH, 8.12 (s, IH Exanple 2 1
5-Fluoro-2-{4- [4- (4- [1,2,3] triazol- |-yl-butyl)-benzenesul fonyl net hyl ]
- oxazol - 2voyebje/dsesobndol e | n an anal ogous manner as descrcha®dosnie@ranpl e 20
5-Fluoro-2-{4-[4-(4- [1, 2, 3]

triazol-I-yl-butyl)- benzenesulfonyl met hg{m] oxazol -2-yl }-1 Hindol e was
prepared fromthe appropriate starting faterial. MS: M= 480.1 (API+)
1I—I-NI\/R’\OC]\/I—IZ cbAd o d (ppm =1.62 (q, 2H), 1.90 (q, 2H), 2.70 (t, 2H),

4. 35 (t,. 439%{; f—% 7.02 (m 2H), 7.28 (m 4H), 7.48 (s, IH), 7.67
(s, IH), ap )3 (s, IH), 7.75 (s, H), 9.19 (br, IHRranple 22
[4-(4-]I

Ziai’!)?rhaif’*" iRy Rt - BOERY 8] cof)(2- 154 LSS BSQAY ! Q) 28y Y1) -
[4-(4-[1, 2, 8P7(braZbl), £2§ (s, BEDy+ 2 phdhyl §-38 ambAMH).c6.9%(rd, L 17-0usy 1 Hbst er

(0 297 g, 0,94 (k) 729 (A dﬁh)dvrg@t(bmmf%mﬁ@ i@mim%gt{mm)d@lo@e (0. 050
g, 2.1 mol vvasaded he m xXture stirred for r.L. To this
m xtude a srutildn of

2-(4-chlor orret hyI oxazol -2-yl)-5-trifluoronmethoxy-|H ndole 0.3 g, 0.94
nmml ) in N, Q formam de (5 m) was added and stirring continued for
16 h . The was t hen poured on water (25 m) and extracted with

et hyl acet af2(%-Bluor@%Haindol-THyd)-cardl igbhahgan?-Cuendt-4-444 b2 p¢sianelshgd wi t h
wat er, bri ng g,@gglgermggdarg\ﬁgr sodium sul fate. After concentration in vacuo

t he crude pro pUI’IfI ed on silica gel (iso-hexanes/ethyl acetate
1:2) to yield [4-(4-

glzol2 3] Tr: ?rg?lﬁn babg &ﬂtrﬂéanepaﬁgéétkﬂét?e{@foé &&ﬁpl& bwmm&mwﬂ Hﬂ"g\%o’g% I2I ’é' ) - OX
[4- (4191 2, SfaFPI ézYifPeﬁ aﬁ]r 26@&%?)4 %ﬁ'ilr?yﬁ]t‘y??ﬁ?}ﬂ)myﬁﬂbﬁ%ﬁ 8&y- I5i ndol - 2-

yl)- oxazol pfepyt ddeft 4yt lthe appasfeae cafigindteridl- butyl ester (0.31 g, 0.52 nmol)
was stirred in a mxture of dichloro nethane and trifluoro acetic acid
(1:1, 10 M) for 3 h . After concentration the crude product was purified
on silica gdS:MeMib.1ddel-al e) vyiel ding
[4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-I|Hindol -
1) -

yh '"H-NMR(400MHz, CDCl3): § (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H),

4.34 (s, 2H), 4.38 (t, 2H), 6.68 (m, 1H), 6.78 (m, 2H), 7.03 (m, 2H), 7.31 (m, 2H),

15 7.49 (s, 1H),7.59 (s, 1H), 7.69 (s, 1H), 9.00 (br, 1H)

Example 35
[2-(5-Chloro-1H-indol-2-yl)-oxazol-4- ylmethyl] [2-ﬂu0ro—4—(4—[1,2,3]triazol-1—yl~
butyl)-phenyl]-amine

In an analogous manner as described for example 22 [2-(5-Chloro-1H-indol-2-yl)-
20 oxazol-4-ylmethyl]-[2-fluoro-4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl]-amine ~ was

prepared from the appropriate starting material.
MS: M = 465.1 (API+)
'H-NMR(400MHz, CDCls): & (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 1.54 (t, 2H),

4.33 (s, 2H), 4.35 (br, 1H), 4.38 (t, 2H), 6.67 (m, 1H), 7.04 (s, 1H), 7.22 (d, 2H),
25 7.33 (d, 2H), 7.49 (s, 1H), 7.59 (s, 1H), 7.64 (s, 1H), 7.69 (s, 1H), 9.07 (br, 1H)




oxazol -4-ylnmethyl] -amne as light yellow solid. M52 M= 497.1 (APl +)

IH NVR*OOVHz, CDO @ d= 1.59 (m 2H), 1.92 (m 2H), 2.54 (t, 2H), 4.30 (s,
2H) , 4. 39W0t20062185096. 62 (d, 2H), 6.96 (d, 2H), 7.10 (s, pCHEP2005HB028@, | H),
7.36 (d, IH), 7.48 (s, IH), 7.51 (s, IH, 7.59 (s, IH), 7.69 (s, IH), 9.41
(br, I'H Exanple 23

[ 2- (6-Fl uoro-1 Hi ndol - 2-yl ) - oxazol - 4-y9het hyl | -[4- (4-[1, 2, 3] triazol -1-yl -bu
tyl)- phenyl] -amne In an anal ogous manner as descri bed for exanpl e 22
[ 2-(6-F uorg-ll—l—ingol-Z-yl)- oxazol -4-yl methyl] -[4-(4-

[1,2,3]tri ! butyl) -phenyl] -am ne was prepared fromthe
appropriate %%a@hlbﬂglﬂairﬁbl-al )NZaz ol 4 A et yAR( 3+§ 3- LR, BIVRALAONHA; prepd)- d
(pprT):15(nZY I—%lé192(m2H) 2.54 (t, 2H), 4.16 (br, IH), 4.30 (s,
2H), 4.37 (Iee"hgam 62 (d, 2H), 6.96 (m 3H), 7.07 (m 2H), 7.48 (s, IH),
7.57 (m 2H), 7.68 (s, IH, 9.17 (br, |H) Exanple 24 Exanple 24 [2-

(5- Fl uoro- in'i'riﬂl <%g]o%s }‘Aa}m&xfsztﬂgcn ey ?@X@ﬁ&ﬂe 22 246l éhiokd-12-Rldof-piy@zol -

1-yl - butyl d bed f I
22”25 Fl ool 4 Hobetlil -1 5-911) 2 it Ao Y - apuoe (s piepmed) ~ o

triazol - 1- ﬁbnﬂﬁ&ﬂb%pﬂﬁ@ﬁﬂrﬂmgﬁﬁieﬁ@l was prepared fromthe appropriate
starting materi al = 431 (APl +) 1H- NVR*OOVHz, CDA QO d (ppm = 1.59

(m 2H), 1.92 (m 2H), 2.54 (t, 2H), 4.15 (br, IH), 4.30 (s, 2H), 4.37 (t,
OH), 6.62 (MS: BH:43F0QAPIH) 4H), 7.31 (m 2H), 7.48 (s, IH, 7.58 (s, IH),
[7'263(36(Séh||w’|&#é|(br2 :)H) Exarr})|22|5 t hyl ] 3t |-1 -yl -but
- - or o- (0] oxazo nme riazol-1- u

. h s eopiioH )

yl)- phenyl jﬂé&ﬁ&ﬁi@%ﬂaﬁ@ﬁ@é :0y tRpsnhan AP ( brit-3Bxandls 22

[ 2- (6I 02' Olf 3't7h'(‘t F§'554¥|])H) 6.56 (m, 2H), 7|10 (m, 3}%), I7 41 (s, 1H),750 (s, 1H),
orepaled TR el 76b s Lim: 773&,1}35963(%%’1}8“ yl)-phenyl] -am ne was

Example 37
[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[1,2,3] triazol-1-yl-propyl)-
phenyl}-amine

In an analogous manner as described for example 22 [2-(5-Fluoro-1H-indol-2-yl)-
15 oxazol-4-ylmethyl]-[3-(3-[1,2,3]triazol-1-yl-propyl)-phenyl]-amine was prepared

from the appropriate starting material.
MS: M =417.1 (API+)
'H-NMR(400MHz, CDCly): § (ppm) = 2.23 (m, 2H), 2.56 (t, 2H), 4.28 (br, 1H),

431 (s, 2H), 4.37 (t, 2H), 6.50 (s, 1H), 6.56 (m, 2H), 7.03 (m, 2H), 7.13 (t, 1H),
20 7.31 (m, 2H), 7.50 (s, 1H), 7.60 (s, 1H), 7.70 (s, 1H), 9.28 (br, 1H)

Example 38
[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[6-(4-[1,2,3]triazol-1-yl-butyl)-
pyridin-3-yl]-amine

In an analogous manner as described for example 22 [2-(5-Fluoro-1H-indol-2-yl)-
25 oxazol-4-ylmethyl]-[6-(4-[1,2,3]triazol- 1-yl-butyl)-pyridin-3-yl]-amine was

prepared from the appropriate starting material.



—h

romthe appropriate starting material. MS: M= 447.1 (APl +) 1H NVR*OOVHz,
cbd ) »od(ppm =1.59 (m 2H), 1.92 (m 2H), 2.54 (t, 2H), 4.30 (s, 2H,
4. 37 (t, wbzpoem3tvo(d, IH), 6.97 (d, 2H), 7.07 (d, 2H), pCTXEP2¢0sI01d42B)) , 7. 39
(s, IH, 7.48 (s, IH, 7.55 (s, IH, 7.57 (s, IH, 7.68 (s, IH, 9.53 (br,
| H Exampl e 26 [2- (5-Chloro- | Hindol-2-yl)-oxazol-4-ylmethyl] - [4- (4-
[1,2,3] triazol- 1-yl-butyl)- phenyl]-%&mine In an anal ogous manner as
descri bed for exanple 22 [2 (5-Chl oro-1 Hindol -2-yl)-

or epar od 1 r o P a%ﬂ,xéélﬂ Daie starting matrial. NG M= 447 1 (APl D)

1H NMRNOOMHz, €D ): d (ppm) = 1.59 (m 2H) 1.92 (m 2H) 254(t 2H),
(o ity #M@%ﬁ@i%& 575 (13 By fos R LR (8
IH), 9.29 (#:49 (bl Hixhblse 28, 4.39 t(H{FI@Rir(cm, '2H), 7.05 (m, 2 kg{ 7.31 (m, 2H),

| Hi ndol - 2- y'Si'(sO)ffﬁo}fi(fl(sYi MR &, 1l BoBRE XD, 915 (6, hid. 2, 31 Lriazol - 1-

yl -butyl) -phenyl am he an an gous nanner as edcribed for exanple
22 [2-(5- FI uoro-| Hindol -2-yl)- oxazol -4-yl methyl]-[3-nmethyl-4-(4-[ 1,2, 3]

triazod - 1-ypkadsleyb) -phenyl] -am ne was prepared fromthe appropri ate
startin maer 2 = 1.55
(m 2H) | ; %“0 H‘l?dﬁbél@ ’é‘%@ 4%&%@?% tﬁ‘éczD?qblr Yl"ffﬂfél? 4.29 (s,

4. 39 (pyndiH}Z—ylfi-aﬁﬂném 2H), 6.91 (d, IH), 7.04 (m 2H), 7.31 (m 2H),
749(5 IH), 7.58 (s, IH), 769(5 IH), 9.04 (br, IH Exarrple28
[ 2- (6- Fl uoro-1 Hindol -2-yl)-oxazol - 4-yl net hyl ] - [3 met hyl - 4- (4-[ |
3]triazol - | ya an pralggops prramgt 3s deseribed forrexamplerdal [ SudueranHérindad- Zd}él%*crl bed

fo | L )
3 ngﬁﬁgr © ool &bl it ndelols Yl buossarha 4l TR, -
prepared fforn the approprlate startlng matenal

MS: M = 432.1 (API+)
'H-NMR(400MHz, CDCI3): § (ppm) = 1.58 (m, 2H), 1.93 (m, 2H), 2.51 (t, 2H),

4.39 (t, 2H), 4.49 (d, 2H), 5.05 (br, t, 1H), 6.42 (d, 1H), 7.02 (m, 2H), 7.22 (m, 1H),
7.30 (m, 2H), 7.50 (s, 1H), 7.60 (s, 1H), 7.70 (s, 1H), 7.93 (d, 1H), 9.31 (br, 1H)

15 Example 40
5-Fluoro-2-{4-[3-methyl-4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl]-
oxazol-2-yl}-1H-indole

In an analogous manner as described for example 1 5-Fluoro-2-{4-[3-methyl-4-(2-
[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl] -oxazol-2-yl}-1H-indole was

20 prepared from the appropriate starting material.

MS: M =448.2 (API+)

'H-NMR(400MHz, DMSO-dy): & (ppm) = 2.13 (s, 3H), 3.81 (t, 2H), 4.39 (s, 2H),
4.58 (t, 2H), 5.04 (s, 2H), 6.83 (m, 2H), 7.07 (m, 2H), 7.13 (m, 1H), 7.41 (m, 2H),
7.71 (s, 1H), 8.06 (s, 1H), 8.31 (s, 1H), 12.19 (br, 1H)



prepared fromthe appropriate starting material.MS: M= 445.1 (APl +)
IH NVR*OOVHz, CDa ) : d (ppm = 1.55 (m 2H), 1.96 (m 2H), 2.20 (s, 3H),
2.54 (t, wapom3Bdo(br, I1H), 4.29 (s, 2H), 4.39 (t, 2H) pCcé/e8oo5my028¢), 6.91
(m 2H), 7.06 (m 2H), 7.49 (s, IH, 7.57 (m 2H), 7.69 (s, IH, 9.11 (br,
| H Exanple 29 [2-(5-Chloro- | Hindol-2-yl)-oxazol-4-ylnmethyl] -
[3-nmethyl-4- (4- [1,2,3] triazol- 1- yb2butyl) -phenyl] -amine In an
anal ogous nmanner as described for exanple 22 [2-(5-Chloro-IHindol-2-yl)-
oxazol -4-ylpethyl] - [3-nmethyl-4-(4- [1,2,3] triazol- 1-yl-butyl) -phenyl]
-am ne was fromthe appropriate starting material. MS: M = 46LI
S 250 (LB e Sy e B (h Sl C6. s (m2if

, 2. . r, iy S, , 4. : , 6. m :
6.90 (d, |H)’},‘e“?§3?§e'?’z¥ﬁ"1 ?1‘27Y§02‘f’('fﬂd%’?‘14), 7.31 (d, IH), 7.49 (s, IH, 7.58
(s, IH), 7.63 (s, IH, 7.69 (s, IH, 9.13 (br, IH Exanple 30
[ 2- (5-Chl org- ' = 2= - - A [¥4-(4-] 1, 2, iigzp) -1 -yl -bu
tyl)-3- tri ?rf %ﬁ%@hﬁ/%ﬁéﬁ%ﬁf%b@ﬁ nfé {S%%é %Ralﬁ%érg)u% {%Ti%ﬁrleetrtﬂ%? gjescri bed
for exanpl elB23]tragobl oiheghrapesulfinyiaethyD-ghepoxymethyl]-oxazol-2-yl}-1H-indole
oxazol - 4- yI gt pblred froffttelapRrodriatd @ ahg bravdriabut y1 ) - 3- tri £ uor omet hyl - pheny
|]- am ne was prepared fromthé appropriate starting material. Ms: M=
515.1 (APl +) 1H- NWR*OOVHz, CDO : d= 1.59 (m 2H), 1.97 (m 2H), 2.69 (t,
2H), 4.31 (d4S:BH:-484.348P1+), 2H), 6.75 (d, IH), 6.90 (d, 2H), 7.05 (s, IH,
7.06 (d, IH, 7.22 (d, IH, 7.32 (d, IH, 7.51 (s, IH, 7.60 (s, IH, 7.63
(s, IH), 7.70 (s, IH, 9.08 (br, IH Exanple 31
[ 2- (5- FI uor &4 2\ DN SOxAA0d {ppry) Fed.- 3/ (s} SHA-3 A7 (th, B3} pritafeh- | - y| - bu
tyl)- 3-trifilhu t h | =Y I 1 r ascri bed
for exanpl e SO e B Blaartl AOALI AU R PLR IR wethy el
[1,2,5) tri&Eim), $161dpiHybpartat gni ot nb SR . FHomA (- 2H), 651 (i,

2H), 7.07 (m, 2H), 7.18 (d, 1H), 7.41 (m, 2H), 7.75 (s, 1H), 8.18 (s, 1H), 8.33 (s,

1H), 12.20 (br, 1H)

Example 42
5-Fluoro-2-{4-[3-methyl-4-(2-[1,2,3]triazol-1-yl-ethanesulfonylmethyl)-
15 phenoxymethyl]-oxazol-2-yl}-1H-indole

In an analogous manner as described for example 1 5-Fluoro-2-{4-[3-methyl-4-(2-
[1,2,3]triazol-1-yl-ethanesulfonylmethyl)-phenoxymethyl] -oxazol-2-yl}-1H-indole

was prepared from the appropriate starting material.
MS: M =496.3 (API+)
20 '"H-NMR(400MHz, DMSO-dy): & (ppm) = 2.35 (s, 3H), 3.83 (t, 2H), 4.43 (s, 2H),

4.86 (t, 2H), 5.08 (s, 2H), 6.94 (m, 2H), 7.07 (m, 2H), 7.23 (d, 1H), 7.41 (m, 2H),
7.76 (s, 1H), 8.21 (s, 1H), 8.34 (s, 1H), 12.20 (br, 1H)




am ne was prepared fromthe appropriate starting material. Ms: M= 499.1
(APl +) 1H-NVR*OOWVHz, CDCl : d (ppm = 1.52 (m 2H), 1.91 (m 2H), 2.62 (t,
2H), 4. 24w020062185094. 33 (t, 2H), 6.68 (m IH), 6.84 (d, pCHEP2®50T0280n 3H),
7.25 (m 2H), 7.44 (s, IH, 7.53 (s, IH, 7.63 (s, IH, 8.95 (br, IH
Exanpl e 32

[ 2- (5- Fl uoro-I| Hindol -2-yl)-oxazol -4-yb¥ethyl]-[3-fluoro-4-(4-[1,2,3]triazo
| -1yl- butyl) -phenyl] -amne In an anal ogous nanner as descri bed for
exanmple 22 [2-(5-Fluoro-1Hindol-2-yl)- oxazol -4-yl net hyl ]

-[ 3-f 1 uor o- kist af Refarences] trijazol- 1-yl-butyl) -phenyl] -amnine was prepared
fromthe appropriate starting material. M5: M= 449.1 (API +) 1H NVR*OOMHz,
CDCl 1.93 (m 7. (t, 4.23 (br, I'H,
4.28 (s, 2|—§a%m4R§96Y(%1 %HIC%VOSBRf(Sn%Se‘Qé)%EB@)é%?(*ﬁé 7 05 (m 2H), 7.31
Em (ZH)ChI 7. EQsle s)o :jaﬂl)iHa?m’ﬁQmﬂiA lB)ncolBg)ﬁ&’: gSmpp] ﬂ'|)(20|92D6.1(3br( Il[-il) Exa]rrpl e 33
2-(5- or H i pdo Xazo nmet re;4-(4 2,3]triazo
| -1yl- but y?%}" dsh ﬁ P %anhg A Qp narf]gldléluslgrga 9 PH§§8%1escr| bed for
exanplse 22 ER-1(230GHl or o-| Hi ndol - 2-yl ) - oxazol - 4- yI met hyl] -[3-fluoro-4-

4- [1 2,3 I W s prepared fromthe
gippl’ E)prl at Eaiélisgrf%a}] An Re?HItt%l r%\%'e@ 13198@”@&% ® IF—)I- NR/R"OO\/HZ cbd o d

+
(ppm = 1. 58apsep M—u)an ﬁhyéowhl, M., Opcalosy @3 (soppl 3)42%2)(15?24 IH), 4.28 (s,
2H), 4.39 (bahBH H.0nd8WERutB ., (&£ifd2s){Maindbdbk o?PH&n{a%eutida‘) Salté, V&ldgd, | H),
(7'b;°’3 |(E|) 'E)t')a;rpré5g4(s’ he'ﬁ/éticz'&Qmﬁc%’Ac'taFPVHéAﬁ‘kﬁ(fﬁh, by 7-69 (s, 1H), 9.03

[ 2- ( 5rOFl uor wllldsl,-AercPlregQTes}sIh) Goxathdlactbr Wesmatdmy? (199@-H7-Lldr o- 4- (4-[1, 2, 3] tri azo
| -1 -yl butyl 2}372}( -am ne In an anal ogous manner as described for
uor

exanpl e 22 o- | Hindol -2-yl)-
WO 03/031442
WO 03/059907
WO 98/03505
15 Wright, C., et al., Br. J. Cancer 65 (1992) 118-121

Yarden, Y., and Ullrich, A., Annu. Rev. Biochem. 57 (1988) 443-478



oxazol -4-ylmethyl]-[2-fluoro-4-(4-[1,2,3]triazol-1-yl-butyl)-phenyl] -am ne
was prepared fromthe appropriate starting material. M5 M= 449.1 (APl +)
1H NVROOWbi2posiBed09) : d (ppm = 1.59 (m 2H), 1.92 (m PREHEP2@5H4028¢ , 2H),
4.34 (s, 2H), 4.38 (t, 2H), 6.68 (m IH, 6.78 (m 2H), 7.03 (m 2H), 7.31
(m 2H), 7.49 (s, 1H),7.59 (s, IH), 7.69 (s, IH, 9.00 (br, IH Exanple 35
[ 2-(5-Chloro- 1Hindol-2-yl) -oxazol-464tnethyl] - [2-fluoro-4- (4- [1,2,3]
triazol- 1-ylbutyl) -phenyl] -amne In an anal ogous nanner as described for
exanple 22 [2-(5-Chloro-1Hindol-2-yl)- oxazol -4-yl nmet hyl ]
-[2-fiuoro-4-(4-[1,2,3]triazol -1-yPatsat Glaimphenyl | -ani ne was prepared from
the appropriate startlng mat eri al . NB M 465.1 (APl +) 1H NVR*OOVHz, CDO O
d (ppm = 1.59 1.54 (t, 2H), 4.33 (s, 2H), 4.35 (br,
IH), 4.38 (i &)Cowoé?deﬁﬁ)fmgn 7.04 (s, \H, 7.22 (d, 2H), 7.33 (d, 2H),
7.49 (s, IH), 7.59 (s, IH, 7.64 (s, IH), 7.69 (s, IH, 9.07 (br,
| H Exanpl e 36 2
[2-(6-Chloro-|Hindol -
o ryl)- phenyl] Rag
[2-(6-Chl oro-| Hindg
oxazol - 4-yl met hyl ] - [\ I fazaolV-1-y pyl W nyl ] ear\pe was
prepared fromthe approprkﬁ;e starfing material. Ms: M= @ |API+)
1H NVR*OOVHz, CDCA : d (p 23 (m ZFD 2.56 (t, 2H,
4.37 (t, 2H), 6.50 (s, IH), 6.56 (m 2H), 10 (m 3H), 7.41 (s, IFD 7 50
(s, IH, 7.56 (d, IH, 7.60 (s, IH, 1@Hﬁ0b@s IH), 9.63 (br, IH Exanple 37
[ 2-(5- FIuoro | Hi ndol - 2-yl ) -oxazol -4-ylmethyl ]-[3-(3-[1,2,3]triazol-I|-yl-pr
opyl ) -> phenyl ] WAGIGHE I n” an anal ogous manner as descrlbed for exanple 22
[ 2- (5- Fl uor o- | HRit ndol iZmkdgen,

halogen,
-O-alkyl,
-S-alkyl, or

l%-(3-[I,2,3]triazo|-|-y|-pr
descri bed for exanple 22

-yl )-oxazol - 4-yl et hyl
n_an anal ogous nann

10 alkyl; all alkyl groups being optlonally substituted one or several
times by halogen;

R? is hydrogen; halogen; alkyl or -O-alkyl; all alkyl groups being

optionally substituted one or several times by halogen;

15

G 1s -O- or -§-;

\4 is -O-, -NH-, -S-, -§(O)- or -5(0)»-;
20 W is a single bond, -CHj,-, -O-, -S-,-S(O)- or -S(0),-;

X is =CH- or =N-;

ring B is 1,4-phenylene, 1,3-phenylene, 2,5-pyridindiyl or 3,6-pyridindiyl;
25 and

pharmaceutically acceptable salts thereof.



oxazol -4-ylmethyl]-[3-(3-[1,2,3]triazol-1-yl-propyl)-phenyl]-am ne was
prepared fromthe appropriate starting material. Ms: M417.1 (APl +)
1H NVR*OOWbizposiBZ30®. d (ppm) = 2.23 (m 2H), 2.56 (t, 2IFCT/EPL2@8/0(d289 | H),
4.31 (s, 2H), 4.37 (t, 2H), 6.50 (s, IH), 6.56 (m 2H), 7.03 (m 2H), 7.13
(t, IH, 7.31 (m 2H), 7.50 (s, IH, 7.60 (s, IH, 7.70 (s, IH, 9.28 (br,
| H Exanple 38 [2-(5-Fluoro- | Hindol=985yl)-oxazol-4-ylnmethyl] - [6- (4-
[1,2,3] triazol- 1-yl-butyl)- pyridin-3-yl] -am ne In an anal ogous manner
as descri bed for exanple 22 [2-(5-Fluoro-|Hindol-2-yl)- oxazol-4-yl nethyl]
-[6-(4-[ 1,2 ]Thwcaamundsagfqor@ugmsalﬁ}/h‘m%els yl] -am ne was prepared from
t he approprlatevstartisng) rer bals(ds-. M 432.1 (APl +) 1H NVR*OOMHz, CDCM : d
(ppm =1.72 (m 2H), 1.95 (m 2H), 2.72 (t, 2H), 4.19 (br, IH, 4.31 (s,
2H), 4.39 (t, 2H), 6.93 (m 2H), 7.05 (m 2H), 7.31 (m 2H), 7.51 (s, IH),
7.60 (s, |Hp, 7Tﬁ8cc(rﬁpod1’rd)sacﬁ).rﬂ)lﬁg(ccddailnh-ll,,wl&réliﬁ (br, IH Exanple 39 [2-
(5- Fl yor o- IH-| b? QX ﬁol- -ylnmethyl] - [5-(4- [1,2,3] triazol-
1-yl-butyl)- pyrldl n- E -amne In an anal ogous nmanner as described for
exanpl e 22 [2-(5-Fl uoro- IH-|ndoI 2-yl)-
oxazol - 4-yl gEt hyhd edmpbdadslacndi g&&a&&wwﬂérelﬁutyl) pyridin-2-yl] -anine
was prepare fromthe appropriate starting material. M5: M= 432.1 (APl +)
1H NVR*OOVHz, CDC13): d (ppm = 1.58 (m 2H), 1.93 (m 2H), 2.51 (t, 2H),
4.39 (t, 2H), 49 (dis-&DHand.05 (br, t, IH), 6.42 (d, IH), 7.02 (m 2H),
7.22 IH, 7.30 (m 2H), 7.50 (s, IH, 7.60 (s, IH, 7.70 (s, IH, 7.93
(d, IH), 9.31 (br, IH Exanple 40
5- Fl uoro- 2- {4- [ 3- met hyd -O4-ar2NH-, 2, 3] tri azol -1 -yl - et hoxynet hyl ) - phenoxynet hy
|]- oxazol-2-yl}- 1Hindole In an anal ogous manner as described for exanple
1 5-F uoro-2-{4-L3 met hyl - 4-( 2-

5 e compounds according to any one of claims 1 to 4, wherein

R' is hydrogen,
15 halogen, or
-O-alkyl; said alkyl being optionally substituted one or several times

by fluorine;
R? is hydrogen or alkyl; and
20
G is ~O-.

6.  The compounds according to any one of claims 1 to 5, wherein

X is =CH-; and
25
ring B is 1,4-phenylene.

7. The compounds according to claim 1 selected from the group consisting of:

2-{4-[4-(4-[1,2;3] Triazol-1-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-5-
trifluoromethoxy-1H-indole;

30 5-Chloro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -oxazol-2-yl} -
1H-indole;



[1,2,3] triazol-I-yl-ethoxynethyl)-phenoxynethyl]-oxazol-2-yl}-IHindole
was prepared fromthe appropriate starting material. MS: M= 448.2 (APl +)
1H NVR* OOvbizpocisBwd : d (ppm) = 2.13 (s, 3H), 3.81 (t, peiHEP26b5RR286, 2H),
4.58 (t, 2H), 5.04 (s, 2H), 6.83 (m 2H), 7.07 (m 2H), 7.13 (m IH), 7.41
(m 2H), 7.71 (s, IH), 8.06 (s, IH, 831 (s, IH, 12.19 (br, |IH) Fxanple 4
1 5-Fluoro-2- {4- [3-nethyl-4- (2- [1,—263] triazol- 1-yl-ethanesulf

nyl met hyl ) - phenoxynet hyI ] -oxazol -2-yl}- 1Hindole In an anal ogous nanner
as described for exanple 1 5-Fl uoro-2- {14 [3-net hyl -4-(2- [1 2,3] triazol -
1-yl - et hanesul fS-EhwrﬁerJyH (4- lbhéﬁbmwét hyp bty phersxymethyl]-oXagpl 4t e was
prepared fromtpg-iaaekopriate starting material. M5 M= 480.3 (APl +)

1H NVR*"OOVHz, DMSO-d : d (ppm) = 2.30 (s, 3H), 3.27 (m IH A-part of an
AB- systen), 3.43 (m IH B-part of an AB-system, 4.02 (d, IH A-part of an
ABSystenm), 4. 166{Rivorbks-{B{pat-11,08]tanzoAE-@ytsitdiphedbox§heltiyl]-atdyol-ByD7 (s,
2H), 6.91 (m 2 nAol! (m 2H), 7.18 (d, IH, 7.41 (m 2H, 7.75 (s, IH,
8.18 (s, IH, 31(1 ’IH) 12.20 (br, IH Exanple 42

5- Fl uoro- 2-{4- [3 rrethyl 4-(2-[1,2,3]triazol -1-yl -ethanesul fonyl net hyl ) -
phenoxynet hyl ] } descri bed
Por ex"% mle 1 56 uf’;ﬁ)‘oz 34—?{& éh'i‘? tﬁﬁ?&lﬁi %rl“bﬂ?lﬁﬂﬁh&%&’éhﬂ?@%%l -5/
triazol-1-yl-eth H elefonyl rret hyl ) - phenoxynet hyl] -oxazol-2-yl}- | Hindole
was prepared fromthe appropriate starting material. Ms: M= 496.3 (APl +)

o a a6 (o Sry8-WgtyEal BRI ot 1Vl neRotRudebugl S i1 4 (51

7.41 (m 2H), 754#6flgsronidthoxy812dindde; | H), 8.34 (s, IH), 12.20 (br, IHT,ist
of References Bastin, RJ., et al., Oganic Proc. Res. Dev. 4 (2000)

427- 435 Baselga, J., and Hammnd L. A, Oncology 63 (Suppl. 1) 32002) 6- 16
5-Fluoro-2- {4-[3-methyl- 4- (4-1 12 3]triazol-1-yl-butyl) phenoxymethyl

10 oxazol-2-yl}-1H-indole;

6-Fluoro-2-{4-[3-methyl-4-(4-[1,2,3]}triazol-1-yl-butyl)-phenoxymethyl}-
oxazol-2-yl}-1H-indole;

6-Chloro-2-{4-[3-methyl-4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -
oxazol-2-yl}-1H-indole;

15 5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl]-
oxazol-2-yl}-1H-indole;

5-Fluoro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl]-
oxazol-2-yl}-1H-indole;

5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesulfinylmethyl)-
20 phenoxymethyl]-oxazol-2-yl}-1H-indole;

5-Fluoro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesulfinylmethyl)-
phenoxymethyl]-oxazol-2-yl}-1H-indole;

2-{4-[3-(3-[1,2,3] Triazol-1-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-5-
trifluoromethoxy-1H-indole;



Chan, A.C., and Shaw, A.S., Curr. Opin. Immunol. 8 (1996) 394-401 EP 1 270
571 Larsen et al., Ann. Reports in Med. Chem, 1989, Chpt. 13 Ranson, M,
and Sl i wkavo=ke6/03840X. , Oncol ogy 63 (suppl. 1) (2002) 17-2¢TStradus/,1@s0 H., and
Wermuth, G, (editors), Handbook of Pharmaceutical Salts, Verlag Hel vetica
Chimca Acta (VHCA), Zurich, (2002) WIks, A F., Progress in Gowh Factor
Research 2 (1990) 97-111 WO 01/77107 W& 63/ 031442 WD 03/ 059907 WO 98/ 03505
Wight, C, et al., Br. J. Cancer 65 (1992) 118-121 Yarden, Y., and

Ulrich, A, Annu, Rev. Biochem 57 (1988) 443-478Paten ai . A
conpound of f or klEPTP-2 U HAaf 3al 12,3 kiiezo 'ilﬁ?ﬁiol?y -W&&@@Wﬁaﬁé@f?} -0 al kyl ,

-S-al kyl, or alyyliH-gldolea! Kyl groups being optionally substituted one or
several tines by halogen; R2 is hydrogen; hal ogen; alkyl or -Oalkyl; all
al kyl groups being optionally substituted one or several tinmes by hal ogen;
Gis -O or -S 6-Chloe-2-Qt-[ 3 Nt,2,3}1t8azol-18(lPropy)-phSi@ynthyl Mpxagola2si ngl e
bond, -CH2-, -OH_ 1indoR O- or -S(0O2-; Xis =CH or =N; ring Bis
1, 4- phenyl ene, X,éPpheny’ene, 2,5-pyridindiyl or 3,6-pyridindiyl;

5 5-Chloro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-phenoxymethyl] -thiazol-2-yl}-

1H-indole;

5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenoxymethyl}-
thiazol-2-yl}-1H-indole;

5-Chloro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesulfinylmethyl)-
10 phenoxymethyl]-thiazol-2-yl}-1H-indole;

2-{4-[4-(4-[1,2,3] Triazol-1-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-yl}-5-
trifluoromethoxy-1H-indole;

5-Fluoro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-benzenesulfonylmethyl] -
oxazol-2-yl}-1H-indole;

15 [4-(4-[1,2,3] Triazol-1-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-1H-indol-2-
yl)-oxazol-4-ylmethyl]-amine;

[2-(6-Fluoro- 1H—indol—2—yl)Qoxazol—4-ylmethyl] -[4~(4-[1,2,3]triazol-1-yl-
butyl)-phenyl]-amine;

[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[1,2,3] triazol-1-yl-
20 butyl)-phenyl]-amine;

[2-(6-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl] -[4-(4-[1,2,3]triazol-1-yl-
butyl)-phenyl]-amine

[2-(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl] - [4-(4-[ 1,2,3] triazol-1-yl-
butyl)-phenyl]-amine;



and pharmaceutically acceptable salts thereof.2. The conmpounds according to
claim1l, wherein Vis -0, -NH or -S(O 2-. 3. The conpounds according to
claimil, wber@/a32349is -O or -NH. 4. The conpounds accecuinrgoosoieiai m 1,
wherein Gis -O; and Vis -O or -NH. 5. The conpounds according to any
one of clains 1 to 4, wherein Rl is hydrogen hal ogen, or -O-al kyl; said

al kyl bei ng optlonally substituted onebdr several times by quorlne R2 is

hydrogen or alkyl; and Gis -O. 6. The conpounds according to any one of
clainms 1 to 5

: i and rin h . 7. Th
conpounds accor@?&b W@“bﬂg;ﬁﬁql%@Déﬁ?ﬁﬁukgﬁﬁﬁﬁﬁkﬁb ﬂﬁfgwhgpgting of? 2-{ 4-
[4-(4- [I ,2 3] [ﬁrza]zﬁazol-hyixbhtybﬂpué@y}p&iﬁmxynet hyl]- oxazol - 2-yl } - 5-

trlfluoronethoxy | H-i ndol e;
5-Chloro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl henoxynet hyl ] - oxazol - 2-yl } -
| H i ndol e; [2—(6-Fluoro—1H—indol—2—yl)-oxazol—4-ylmet yﬂp [3-methyl-4-(4-

FLF!ugr?-z-{4-[ﬁnigﬁkgﬂ%&Shﬁﬁ&ﬁﬁghéhﬂy$ﬁg%gyI) phenoxynet hyl ] - oxazol - 2-yl } -
i ndol e;

6- Fl uor o- 2- { 4- [4 (4-11,2,3]triazol -1-yl-butyl)-phenoxynet hyl ] - oxazol -2-yl}-

| H i ndol e; -(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl] -[3-methyl-4-(4-

6- Chl oro-2-{4-] 4“%-%@ 3% 0 -I-y -butyl) - phenoxynethyl] oxazol - 2-yl } -

| Hindol e; 2- {4 ARy 'Lb(‘JEﬁfP enyl[-amine;

>3] triazol -1-yl- butyl) phenoxynet hyl ] - oxazol - 2-yl } -
[2-(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[1,2,3]triazol-1-yl-
butyl)-3-trifluoromethyl-phenyl]-amine;

[2-(5-Fluoro-1H-indol-2-y1)-oxazol-4-ylmethyl] - [4-(4-[1,2,3] triazol-1-yl-
10 butyl)-3-trifluoromethyl-phenyl]-amine;

[2-(5-Fluoro-1H-indol-2-y1)-oxazol-4-ylmethyl] - [3-fluoro-4-(4-
[1,2,3]triazol-1-yl-butyl)-phenyl]-amine;

[2-(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4-
[1,2,3]triazol-1-yl-butyl)-phenyl]-amine;

15 [2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl] - [2-fluoro-4-(4-
[1,2,3]triazol-1-yl-butyl)-phenyl]-amine;

[2-(5-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[2-fluoro-4-(4-
[1,2,3]triazol-1-yl-butyl)-phenyl]-amine;

[2-(6-Chloro-1H-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[1,2,3]triazol-1-yl-
20 propyl)-phenyl]-amine;

[2-(5-Fluoro-1H-indol-2-yl)-oxazol-4-ylmethyl] - [3-(3-[1,2,3]triazol-1-yl-
propyl)-phenyl]-amine;

[2-(5-Fluoro-1H-indol-2-y1)-oxazol-4-ylmethyl]-[6-(4-[1,2,3]triazol-1-yl-
butyl)-pyridin-3-yl]-amine;



5-trifluoromethoxy- | Hindole;
5-Fluoro-2-{4-[3-nethyl-4-(4-[1,2,3]triazol-I-yl-butyl)-phenoxynet hyl] -
oxazol - 2-wbhetddsesedol e; PCT/EP2005/010280

6- Fl uoro-2-{4-[3-nmethyl -4-(4-[1,2,3]triazol-I-yl-butyl)-phenoxynet hyl ] -
oxazol -2-yl }-1 Hindol e;

6- Chl oro-2-{4-[3-nethyl -4-(4-[1,2,3]tri64zol -1 -yl -butyl)-phenoxynet hyl ] -
oxazol -2-yl }-1 Hindol e;

5- Chl 2-{4-] 4- 3]t | -1- h net.hyl
oxazol - 2-y1 } -1 Hi-Bliere-3 indor o7b- pisbo Gty 1o o 4] Se R |
1-yl - et hoxymet hghivhphemexergl-inide; - oxazol - 2 yl}-1 Hindol e;

5-Chl oro-2-{4-[ 4- [?/‘Zpﬂf‘ﬁ 2, 3]tr| azol -1 -yl - et hanesul fi nyl met hyl ) -

phenoxynet hyl ] -oxazol -2-yl}-1Hindole;
5- Fl uoro-2-{4-[ é-I(hZeI{oLz 2U-B-trretlayt-dl( ZLHyA 3 |etidrahésilHefHomyineyhy | ) -

ghﬁzo?gn?gm[/: ] 2@?%‘? ‘?"Vﬁ éxa#ﬂ% g%qﬂ dhenoxymat hyl ] - oxazol - 2-yl }-5-

trifluoronethoxy- | Hindole;

5I }FI :Jg 0- 3 I{4 [ 3-Hidodol2-f4-8 Wiz al ool iyl 3 ko)t vl RRnesayiBA Kyt oxazol - 2-
y i ndol e;

6- Chl or o- 2- { 4- [th@’i[ymeﬁ}yﬁy‘??@?‘%lz%b’ur1—@11@;5%1%&911) - phenoxynet hyl ] - oxazol - 2-
yI }-1 Hindol e;

) |C|h_||_ IOLSO|2e{4 [éhél% 1%)' %%% i; s Itl?yé%l (2- [lyi 3]l%r1a %Xs\{%kg)l%qelch);lﬁ' azol - 2-yl}

[1,2,3]triazol - Iphymownhd)g&ﬁexahgll-a -y highadaiet hyl ] - thiazol-2-yl}-1Hindol e;
5- ChI oro-2-{4-[4-(2-[1,2,3]triazol-1-yl-ethanesul finyl net hyl) -
phenoxyrret hyl] -thi azol 2 yl'} -1Hindol e;

2-{4-[4- (4- B, 2. 28pmceser the prowactrg obthscompamnds of formtiy] o i@ di~ 2-y1 ) -5
- trifduoronet heyyreih H i ndol e;
5-Fluoro-2-{4-[4-(4-[1,2,3]triazol-1-yl-butyl)-benzenesul fonyl nmet hyl ] -

(a) the compound of formula VI
-G

HO B

X

formula VI,

WKN\)

15 wherein R* ,W, X and ring B have the significance as given in formula I

in claim 1,



oxazol -2-yl }-1 Hindol e;
[4-(4-[1,2,3]Triazol-I|-yl-butyl)-phenyl]-[2-(5-trifluoronethoxy-I|Hindol -2-
yl ) -oxazwb-2deeyi3e@vhyl ] -am ne; PCT/EP2005/010280

[ 2-(6-Fluoro-1Hindol-2-yl)-oxazol -4-ylnmethyl]-[4-(4-[1,2,3]triazol-I-yl but
yl) -phenyl] -am ne; ‘

[ 2- (5- Fl uor o- | Hi ndol - 2-yl ) - oxazol - 4-y/fet hyl ] -[4- (4-[1, 2, 3] triazol -1-yl but
yl) -phenyl] -am ne;

£,|2) f GDS;:.]SH) l_:n: nglslreacteydlv?nt}(l)e)l(?gr?l{)oun&/ofr}grmgla]\/ [4-(4-11, 2, 3] triazol-1-yl but
[2-(5-Chloro-1 Hindol-2-yl)-oxazol -4-yl methyl]-[4-(4-[1I,
>3]triazol-1-ylbutyl) -phenyl] gran_neg;

[ 2- (5- Fl uoro-1 H i ndol - 2-yl ) - oxazo
triazol- 1-yl-butyl)-phenyl] -am ne N
[ 2- (6- Fl uoro-1| H ndol - 2-yl ) - oxazol - 4 y nEn\%y}\£3-nethyl-4-(4- [1,2,3
Jtriazol- 1-yl-butyl)-phenyl] -am ne; G '

[2-(5-Chloro-1 Hindol -2-yl)-oxazol -4-ylnmethyl]-[3-methyl-4-(4- [1, 2, 3]
triazol- 1-yl-butyl)-phenyl] -am ne;

[ 2- (5-Chl oro-| Hindol -2-yl)-oxazol - Abynﬁbﬁhyl] [4-(4-[1,2,3]triazol-I-yl but
yl)- 3-trifluoromnethyl-phenyl] -am ne;

[ 2-(5-Fluoro-1 Hindol-2-yl)-oxazol -4-ylmethyl]-[4-(4-[1,2,3]triazol-I-yl but
yl) -3 trifluoromet bl&‘ﬂereﬂthyﬂld G—l@dﬁel’tﬂe mgniﬁcance given for formula I in claim 1

'Erzl (ago::l ugr;l | E[J![ 3? ﬁb ]respg vgéo n&rg))flfclr-n[uﬁé {,lw ere1n4V(14-O[ a5

[ 2- (5- Chl oro- IH-|nd®MmﬂHyépmnmbkol-4 ylmethyl]-[3-fluoro-4-(4- [1,2,3]
triazol- 1-yl-butyl)-phenyl] -am ne;

[ 2- (5- Fl uoro-1 Hindol -2-yl)-oxazol - 4- ylnethylk z[2-fluoro-4-(4-
[1,2,3]triazol- 1-yl-butyl)-phenyl] -anlne

[ 2- (5 Chl 0i O | Hi ndoFR- azol - 4-yl 2-fl uoro-4-(4-
[1,2,3]triazol-1-yl-but ph -a

[ 2 (6 Chl or o-| Hi ndol - 2- yl)r0xaz/P/ -yl neth%l] [g—“BLLN\/jb]trlazoI-I-yIpro
Py

) G

Het hyl ] - [ 3- et hyl - 4- (4- [1, 2, 3]

10 formula Ia

wherein R', R* ,W, X, G and ring B have the significance given for

formula I in claim 1 and V is -O-;,
15 (b) said compound of formula Ia is isolated from the reaction mixture, and
(c) if desired, converted into a pharmaceutically acceptable salt.

9. A process for the manufacture of the compounds of formulal in claim 1,

20 wherein



-phenyl] -am ne; [2-(5-Fluoro-IHindol-2-yl)-oxazol-4-ylmethyl]-[3-(3-]
>2,3]triazol-I-yl propyl)- phenyl] -am ne;

[ 2- (5- Fl wwoaeddsesedol - 2- yl ) - oxazol - 4-yl met hyl ] -[ 6- (4-[ | peraipeecsazase | - yl but
yl)- pyridin-3-yl] -am ne;

[ 2-(5-Fluoro-| Hndol -2-yl)-oxazol -4-yl methyl ]-[5-(4-[1,2,3]triazol-1-ylbuty
) -pyridin-2-yl] -amine; -71-

5-Fluoro-2-{4-[3-nmethyl -4-(2-[1,2,3]triazol-1-yl-ethox7met hyl) -
phenoxynet hyl ] - oaxazol - 2-yl } - | H-i ndol e;

5- Fl uor o- 2- { 4- [ 33hetheypupopnd pf foprja X0l - | - yI - et hanesul fi nyl met hyl ) -
phenoxynet hyl ] -oxazol -2-yl} -IHindole; and
5-FIuoro-2-{4-[3-nethy|-4-(2-[I,2,3]triazgﬁ-l-yl-ethanesulfonylnethyl)-
phenoxynet hyl ] -oxazol -2-yl}- | Hindol e~8. A process for the manufacture
of the compounds of formula | i ai] g —wherein (a) the conmpound of
formula VI fornmula VI, wherein RZOP%% X dVWng_BNh@ve the significance as
given in fornmula | inclaiml,is reagted with a CBQQbund of formula V
formula V, wherein RL and G have the significance given for formula | in
claim1l1, to give the respective conpound of fornmula I, wherein Vis -0,
and which are naned la. fornmula la wherein R ,W X, Gand ring B have
t he significance given for formula | FEErHb1 and Vis -0, (b) said
conmpound of fornmula la is isolated fromthe reaction m xture, and (c) if
desired, converted into a pharmaceutically acceptable salt. 9. A process
for the manuf act ur ewbtreithB” 3%nhend dimgd¥ hdverthesignificinge g¢ given in formaarlei n( a)
the conpound of formlg.q!!

is reacted first with a compound of formula V

10 G/\/>/\C|

formula V,

wherein R' and G have the significance given for formula I in claim 1,

to give the respective compound of formula XIV,

\7( o =
Iy G
NN NGB
Nx
INI G/j_/ X MO

A=

15

formula XIV

wherein R, R* ,W, X, G and ring B have the significance given for

formulaIin claim 1,



formula XIIl, wherein R2 ,W X and ring B have the significance as given in
formula | inclaiml, is reacted first with a conpound of formula V fornul a
V, wher eiwoORM632506 have t he significance given for forruira&proosmieBai m 1,
to give the respective conpound of formula XV, formula XIV wherein Rl, R2
,W X, Gand ring B have the significance given for formula | in claim

1, (b) the tert-butyl oxycarbonyl (BOC) -pfot ecting group of said conpound of
formula XIV is cleaved to give the respective conpound of fornula Ib,
wherein Vis -NH and which are named Ib; wherein RL, R2 ,W X, G and ring
B have the significance given for formula |l inclaim1 and Vis -NH, (c)

sai d conpound of,)f %@wnabﬁ@ldxgcérﬁ&{ﬂ(t%t)f-p&rﬂacﬁhg of RACHMs9id dBinplouhe of and ( d)
a

if desired, converted into’'a pharnaceutically acceptabl e.sal.t. A

phar maceut i cal cong8EElReAY 1&6ﬁﬁ%ﬁdﬁpr¥@"eot§€ 'S e%Fég?é’HﬁB‘élﬁgtorﬂ?iag@di ng to
claims 1 to 7 togetyigfeiniVt 5 -NbRafEGEH aahhinedlisept abl e exci pients. 11. The
phar maceuti cal conposition according to claim10 for the inhibition of
tunmor °growm h. 12. The use of a conpound accordjng to clains 1 to 7 for the

manuf act ure of correspondi ng nedi canents for ®he inhibition of tunor
growm h. 13. The useRs conpound accorgli clainms 1 to 7 for the
treatnent of cancer. \ N N—B " Ne

N JJ X —\—N/ N

H G —

formula Ib

wherein R}, R* ,W, X, G and ring B have the significance given for
10 formula lin claim 1 and V is -NH-,

(c) said compound of formula Ib is isolated from the reaction mixture, and

(d) if desired, converted into a pharmaceutically acceptable salt.

15
10. A pharmaceutical composition, containing one or more compounds
according to claims 1 to 7 together with pharmaceutically acceptable
excipients.
11. The pharmaceutical composition according to claim 10 for the inhibition of
20 tumor growth.

12.  The use of a compound according to claims 1 to 7 for the manufacture of

corresponding medicaments for the inhibition of tumor growth.

13. The use of a compound according to claims 1 to 7 for the treatment of cancer.



