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WD 2005/ 090338 PCT/ EP2005/ 002834 1 ETHER DERI VATI VES,
THEI R MANUFACTURE AND USE AS PHARVACEUTI CAL AGENTS The

w@e@semi33s nventi on rel ates to novel ether deriREL/EPES5/002834

to a process for their manufacture, pharnaceutica
conmpositions containing themand their manufacture as
wel | as the use of these conpounds as pharmaceutically

ETHER IDERTRQIENES, TREDR MANUFAGTORE MIDKUSEA 26 SPHARTIKSHUTICAL AGENTS

cat al yse the phosphorylation of tyrosyl residues in 5

various proteins involved in the regulation of cel

gromh and differentiation (Wlks et al. Progress in
wt h Factor Research 97 (199Q) Chan, A C., and

Gﬁgevpf%e%t Invep{ipn relagss fo 3 ﬁg»er dgrw&fg‘%) tosgzn:r@eef§ for their

Soehufdttse,gharhacediivil detipositiond @medihg thérid &ﬁ& ltlEla@r manufacture

E@?ﬁﬁ&}ﬁ ég H%an%ﬁgég Eourti%fraa $ ?xﬁrénargeﬁg%agg aftévegj*ge%tf c,

lck). It is known that many oncogenes encode 10

ppa;ggﬂs no@mgg&?a@ése(fﬂ?g EAflsd e %aggjﬁlge@? 3t §283PkSidues in
Urariqug E’mtAmS Inyobned IREhe Tegslation Af celi growtpsyd diffsrentigion (Wilks
Letr 3.8 Prodiresdlin Grow¥hFactde BQREdascH oY M@d()) ﬁ}(ﬁfﬁ‘n AX98%hd Shaw, A.S.,

ot Bt Otk dgemeelc FlsoPh 80 £AALS sty Fiegin be iyided into receptor

ptyoddidekiatdey ée. gllEﬂBR)lHIER 1 |d—eriBS/I-KHOWDc-trﬂiw PlDGFﬁ FHGFr) and non-

th HER-
(AR BSLRE R i Ry IR L I 5 i Bees eRcodte
cpraitgins whivhrare alrareang t)srgsme hmasetsrcepaslﬂe oﬁcm:lemg cell transformation
fisa 581 Yt e tidiche &N (}’G{nus RER nfgécl‘fe% @7, (1§%§ téﬁh 4;95 Larseg et al.,

cancer elkaem a a

péﬂléf E@Rqrt:* iBaMedr ChampgA9F%e eins. BY). t‘\ﬂﬁ@s@ferweépr@mm ef a normal

Cpidt&loat 6y emcttsaro@mumﬁ%@ﬁﬁsmsﬁltaﬂ grdlﬁéﬁﬁv@ﬁs&aers
treatment (Wight, C , . Cancer 65

(1992) 118-121). 20 Accordlngly, it has been
r Bdokmiwre that aepton byjrbsihekinasds of @ecIERFfainily diké FEER-2 and EGFR

ki hib ft

IR B A A T 33 iy et
shiighdt ¢pokere lﬂa@rcmwmm&] dsnes sucshl asaeolmnmctarb ral stomach cancer,
aRbkdesth €@ bfarlan, %Irbﬁ]éh?aﬁl ancf ghﬁ%rgatfcoﬁaricgle lg{gaafegap f these

of varlousﬁi es of cancer

L LeAEPtoTsCGoEslabe Y @Opsmggnosw)anézemsqstqt;eatmeeng 6Wright, C., et
adld BEI Ji Okeows kb (1992 X118-0mgol ogy 25 63 (suppl. 1)
(2002) 17-24). Some substituted oxazoles are known in

the art. WD 98/03505, EP 1 270 571,

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

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

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

woO pdosodn3ss s. WO 2005/ 090338 PCT/ EP2005/ 002834 PEREP2005/002834

However there remains a need for new conmpounds with

i mproved therapeutic properies, such as enhanced
activity, decreased toxicity, better solubility and

i mproved pharnacokinetic profile, to nanme only a few
'I'HGWBV@SIhBte temv&mﬁ aon:ed efbﬁtnew ctotmpncmmls uwids imprdved therapeutic

e

fg% %uﬁles,l QY V\,ﬁs: rcléhahn gwf?% (f'?ckear%gd I\t))gagf l':{%\ter céfﬁﬂ)ﬂlt? and
_ dbpravéd pharatacokinetid prgﬁbumslanm V@,ﬁtw onal | y

substituted with one or several halogen atonms; R2 is
drogen; or _halqgen; and 15 R3 is hydr

a%h@?li%ﬁqtme?tlﬂl relafes fxopmpsndep! “\hieéﬁnftrh]é%&lal&boh at onms

to which they are attached form a 5 or 6 nenbered

het er ocyclic H}ng’ bei ng optionally once or several

times substituted with hal ogen; and

R4

formula I,
wherein
R! is -O-alkyl;
-S-alkyl;
-NH-alkyl;
all alkyl groups being optionally substituted with one or several
halogen atoms;
R? is hydrogen; or
halogen; and
R’ is hydrogen; or alternatively

R' and R? together with the carbon atoms to which they are attached form
a 5 or 6 membered heterocyclic ring, being optionally once or several times
substituted with halogen; and

R’ is  hydrogen; or

halogen;
G 18 oxygen; or
sulfur and
R* is hydrogen;
Cl-C3 alkyl;

C;-C; alkoxy; or
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20 R3 is hydrogen; or halogen; G is oxygen; or
sul fur and 25 R4 is hydrogen; Cl1-C3 alkyl; C1-C3

w@bkdosnge33or WO 2005/ 090338 PCT/ EP2005/ 002834  PGI/EP2005/002834

hal ogen; and pharnaceutically acceptable salts
thereof. The conpounds of thezpresent invention show
activity as inhibitors of the HER- 5 signalling
pathway and therefore possess anti-proliferative
activity. Objbdbgemphndhe present invention are the
conpounds of formula | and their pharmaceutically

aﬁggl%a%gh@ ggctcgwggﬂg%ptﬁm“ c forms, diastereoisoners

P acenat f%fon of the above-nentioned
conmpounds, nedi caments containing them and their
manuf acture as well as the use of the above-nentioned
cORpsampeunds efide Fyessohinvehtion shrewetitityoss inhibitors of the HER-

i kllgﬂﬁﬁ@ﬁath%?%ﬁﬂ Qhérléfo?g bLée& r it .esggtféﬁgrsogj%cts of the
R Cpr]

menti oned above

cB’qu‘étgpISﬁ?ﬂtWé‘ ﬁ@d&’@a?ﬁiﬁP%undAsoﬁJ%@uff?el edind, ﬂlerrephtemmceutlcally
addeprﬂablerreanss aam'bh{eaice dorrhd, ; aia@té}e&dwéas Oéréc?;r @@fl&@s,
m
cHBRR i SR AR R a0 o e prfl el "
namt their mamﬁm:pumpy wellras ithit yse,of Zhduboyt-mdntidaby kom§§ﬂu€ﬂs in the
alkdotlol g)'f %@eﬂ‘éoﬂ 8{ lﬂﬂgésgﬁ @%)fe){laﬁa)gf) I : u%raﬂsilvﬁlsorég(raﬁﬁpézgtloned

sever al

afROVEOF Iy é!h@lliﬁ@qturetolff p@ﬂrcappodmgmydedlcaments |
2,2,2-trifluoroethyl, perfluorethyl and the |ike. The

t "hal as u erein denotes fluori ne,
R T BhoBe e SemtngEalr et HEREAapryght chwin oo brathed-

AcHafn h'ydrﬁcafbﬁb ebﬂﬁnﬁﬁ‘g ﬁfoﬁﬁilctb 14¢ p{*éf&gbl%/fﬁorﬁ SE6k N&LRdA atoms,
turate

i as DB - BroshostioPony Lt ST o DYl Ly Spidalll group

als(n;glonaﬂy substituted with one or several halogen atoms, preferably fluorine.

Examples are difluoromethyl, trifluoromethyl, 2,2,2-trifluoroethyl, perfluorethyl
and the like.

The term “halogen” as used herein denotes fluorine, chlorine, bromine and iodine,
preferably fluorine.

A “5 or 6 membered heterocyclic ring” as used herein means a monocyclic
saturated or unsaturated hydrocarbon with 5 or 6 ring atoms of which 1 or 2 atoms
are replaced by heteroatoms selected from S, N or O, preferably from N or O, and
the remaining carbon-atoms, where possible, being optionally once or several times
substituted with halogen, preferably fluorine. Preferably said “5 or 6 membered
heterocyclic ring” is formed by R' and R® being located on two adjacent
carbon-atoms of the phenyl ring to which they are attached. Examples of a “5 or 6
membered heterocyclic ring”, including the phenyl ring to which it is attached, are
benzo[1,3]dioxole, 2,2-difluoro-benzo[1,3]dioxole, 1H-benzimidazole, 2,3-
dihydro-benzo[1,4]dioxine, 3,4-dihydro-2H-benzo[1,4]oxazine and the like.

As used herein, when referring to the receptor tyrosine kinases of the HER-family
like HER-2 and EGFR (HER-1), the acronym “HER” refers to human epidermal
receptor and the acryonym “EGFR” refers to epidermal growth factor receptor.
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are replaced by heteroatons selected fromsS, N or O,
preferably fromN or 0, and the renaining

w@ 200509033% ons, where possi bl e, bei ng optional | pPCORE®0§002834

several tinmes substituted with hal ogen, preferably
fluorine. Preferably said "54ar 6 nmenbered 25
heterocyclic ring" is forned by R and RZ bei ng

| ocated on two adj acent carbon-atons of the phenyl

As ﬁﬁe& Bre i, GR x’élaﬁbfn ab enddb tspédﬂte)ﬁhetﬁ)(@ﬂﬁ ) g% ﬂafma‘ESBk”orefﬁs to

nhered hete ) 2
POYAT Elrcroorrey SPraifBdnod pnd fhc St 4L BRECKPL™ <BRr 1o
Podtidt hndinegatibestrmsphericredimdiohizatid-miodnzi m dazol e,

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

3, 4-di hydro-2H benzo [ 1,4] oxazine and the |ike, 30
Khecoepoads aerording o Fhef riesdnt gnvention angyeexis i the form of their

é&%ﬁ%&ﬁu&i a§& t%letﬁﬁs HERe frasm | ‘S{)h&mg&uf‘@ﬂyza@lz@lﬁkable salt”

HER- 1 r.ef er to hu
éﬁfﬁ@eﬂrﬁ?n"eﬂ@@ a%@%f)ﬂesigﬁ royobﬁ??na diepy safiabptgregn the
%%g}/g%ﬂaéffe@ﬁ%hfeﬁ irﬁpg%pe&ﬁ&e@ﬁ ﬂ’ﬁ cdf@aaaﬁ/ &ORBRRBiIa I and are

erein

gg}s étg%éfer Jg,ort-%)lc Praanic ?rrﬂnogg]n;'_d acrl ﬁ, rs%ln%f | 984 b 8dition
Ralsd tlndlﬁde‘:‘lthﬁster dervedy fiooniinatgenic adde saoh etshbydrer:hipnc acid,
&Aﬁéoﬁaﬁﬂlgrﬂg aci 11 dro{o%gceaazlo LPRI(I)I%I a{cﬁdl es iEgat %Nc%}d)honc acid

sure i onlza e _Co
aodonitkingcitlo amch ¢hose elseined ifiove Prgamic ﬁﬁQs &xghs s PﬁO{:ﬁeesulfomc

f%ﬁn nQF)hfﬂafelﬁxEsulf%nﬁhﬁi BN Tl uEGEE RicD |n@et§ﬁie%§lfomc acid
arrrace@illcaly accetgﬂlle salt"  refers

@@d\/@wt]plggqéﬁ e qheaic nedifration ok a phagmaceutigq; gamppund ae a

Scﬁfhgﬁuitb atsaltd aitéchinifue wbéleﬁJ@?n@ad) phfifreatitiahebanitsdo obtain
roper e4¢
e N ]
asfl ddsnpotadpl Seqeigd- Baxddm,tR fret abaDrgenicriyoadiest Peget (2000) 427-
d r5| ved frominorganic acids such as hydrochloric

i"d, 10 hydrobrom c acid, hydroiodic acid, sulfuric
aC| d sul fam c aci d, phosphori c acid and ni tric acid,

S S -
ﬁ’%gngrggﬁ{ o;zlﬁ‘iImfaEéﬁmcéﬁ ﬁ&!e taBld Shstss Whikhagre formed with p

Phal | f
ri@ prevpeiliontsd asitht G4P thakrlas thats aﬁ’faBﬁ‘ihé&HE‘i‘%&'ﬂfoé‘hfd acid,

tﬁ@tﬂah@lfeﬁf&%cﬁl%ﬂl}@dfodl’ﬂlﬂicfdcﬁht| on of a
phar maceuti cal compound (i . a drug) into a salt is

a technique well known to phar maceuti cal chem sts to
Obrtefiir red 1smbititpesnts éul R) hays isthoxndifiekennethpxys e ingiomethoxy and

h 0SCO ¥ Iovvablllty and solubility of
%ﬁfugﬂ% gﬂh‘ﬂé anye g., Bastin, RJ. et al, Ouganic

Proc. Res. Dev. 4 (2000) 427-
When “R! and R? together with the carbon atoms to which they are attached form a

5 or 6 membered heterocyclic ring”, the resulting bicyclic ring system, including the
phenyl moiety to which R' and R® are attached is preferably 2,2-Difluoro-
benzo[1,3]dioxolyl.

A preferred embodiment are the compounds of formula I, wherein G is oxygen

and the remaining substituents have the significance given above.

Another preferred embodiment are the compounds of formula I, wherein G is

sulfur and the remaining substituents have the significance given above.
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435. Preferred are the pharmaceutically acceptable
salts, which are forned with p- toluenesul fonic acid,

woaphodsbenesul foni ¢ aci d, napht hal enedi sul f onPCT/BR1005/002834

20 net hanesul fonic acid and hydrochl oric aci d.

Preferred substituents in Rlsre nethoxy,

di fl uor onet hoxy, trifluoronethoxy and
trifluoronethylsul fanyl. Wien "Rl and R2 together with

t il @ grrbierredteniiodimentholthet inegntmmearatthechagotiodsnofi formula I,
Of 1S nbered heterocyclic ring", the resulting

blcyc c ring system including the 25 phenyl nviety

to which RL and R2 are attached is preferably

2gpe- Di f fsuor o-_denzod-chBbrds-exl yl . A preferred
enbodi nent, are the conp gﬁnas g?gfornula I, wherein G

i RS ¢8eR andre@fe rehﬁ@ﬁgﬁga§ﬁbstltuents have t he
s@gni figance gy aadove. Anot her preferred enbodi nent
are the conmpounds of forrmula I, wherein Gis 30

sul fur and the remaini ng substituents have the
splrinfacesivally giceptablabawsahendf. 2005/ 090338

PCT/ EP2005/ 002834 -5 Still a preferred enbodi nment of
the invention are the conpounds of forrmula I, wherein
RSu¢hsconpatgs aredors@mpe: - S-CF3; R2, R3 and R4 are
all hydrogen; and 5 Gis oxygen; and pharmaceutically

Zig{%%gbl 2-(2- (ESlL(té(s']Z{?l _rrglfl)‘l;thyksé? Cnr;rl %ﬁggﬁ)l{%%%d a(;x%zgloi-ylmethoxy}-
(Bertyiddietigmet Ry[1 8 kadvple; phenyl ) -vinyl]

-oxazol - 4-yl met hoxy}- 10 benzyl oxy) -
ethyl]-1H[1,2,3]triazole; 2- [2-(4-{2- [2-(FE)-

( 4— [I¥(i4f{|2h[dF((E)¥(ﬂﬁh'x@uqnhma1§hb)cy—phémW)~}finy1] -oxazol-4-ylmethoxy}-

r.agfgfe%k'gafli%%g]r(rgﬁ@g,yérOEY) 5 ethyl] -2H [ 1,2,3

(4 Trifl uoromet hoxy-phenyl) -vinyl] |
QX[QZ(@ {‘2 QYdEﬁtth} éthOéCT phenyl)—vmyl ]-oxazol-4-ylmethoxy}-

benzy h triazol
benzyloxy ethy} f.(H [1, 2 3 trlazol

Such pharmaceutically acceptable salts are for example:

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium methanesulfonate;

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium p-toluenesulfonate; or

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl] -oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium chloride.

A preferred embodiment of the present invention is the compound:

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazole.

Another preferred embodiment of the present invention is the compound:
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Such pharmaceutically acceptable salts are for
exanmple: 1- [2-(4-{2- [2- (E)-

W@ 20050903B810r orret hoxy- phenyl ) -vi nyl ] PCT/EP2005/002834

- oxazol - 4-yl met hoxy}- 20 benzyl oxy)-ethyl]-1H[ 1, 2, 3]
triazolium nmet hanesul fonate;gl- [2-(4-{2- [2- (E)-
(4-Trifluoronet hoxy-phenyl) -vinyl]

- oxazol - 4-yl met hoxy}- benzyl oxy) - et hyI ] - 1H [ 1,2,3]
tir [ 2re0 | i- (o B)- toDifhivesmkfhorptphenyd)-viziyl | 1oxap @-4-fjdhoxfy?-

%&@Q&Wﬁ%ﬁmh@% Q?%ene?'y“fgi'yg _e;”hm]m[ 1,2, 3]

triazoliumchloride. A preferred enbodi nent of the
Sth ReeseXTROURN ate tHeZs udds bfformula I,
p{éﬁg% ][I'éﬁ{ﬁ dgl%g%r%tﬁ ?gespheny )-V|any I'] O%O ° '
wheagis| - 4- yl met hoxy}- 30 benzyl oxy)-ethyl]-1H][ 1,2,3
] triazole. Another preferred enbodi ment of the

sent i nven 0 nd: WO 2005/ 090338

/ EP2805/ 00§8§E3’ aeéﬂ%z gﬁ@ﬁi’{ 2-
[ (E) -i§ 4- Di fHalsgenyaeidnoxy- phenyl ) - vi nyl ]

azgls 4-yl net b yl oxy)-ethyl] - 1H [ 1, 2, 3]
tlgxé’fl . Yet? eangfd#éﬁen %‘E%dl ment of the present
I nventi on are the conpounds of forrmula I, wherein 5

%mig?]l ée%i@éacﬁ%%?al@rther&g3 R2 is ha| ogen; and

rogen; and pharmaceutically
acceptable salts thereof. 10 Such conpounds are for
e3iRARbAipohindd de fdh-dkdmple?- (E) - _
(2-Fl uoro 4-trifluoronet hoxy-phenyl) -vinyl]
- oxazol -4- yl met hoxy} - benzyl oxy)-ethyl]-1H][ 1,2, 3]
t {220 {B] 2-0§E) 12-Fludr¢-4-trifluoromethoxy-phenyl)-vinyl |- -oxazol-4-

sﬁﬁe%ﬁé oStk Il e A A
1,2,3] triazole. 15 Yet another enbodi nent of the

I | Dys! -{Q-EZ-QEE (3-Bfucko! @ﬁiﬂﬁ%%oxﬁgtrl; Igfillﬁ%ﬂyﬁpge%)lﬂglﬁsdtq;dgc;ﬁh 4-

aylgleg}qxg};gwym}nethyl]t 1H-([1,2,3]triazo

Yet another embodiment of the invention are the compounds of formula I,

wherein

R' and R? together with the carbon atoms to which they are attached form
2,2-Difluoro-benzo[1,3]dioxolyl;

R® and R* are hydrogen; and

pharmaceutically acceptable salts thereof.
Such a compound is for example:

1-[2-(4-{2-[2-(E)-(2,2-Difluoro-benzo| 1,3]dioxol-5-yl)-vinyl ] -oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]triazole. ’

Yet another embodiment of the present invention are the compounds of formula I,

wherein
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2,2-Difluoro-benzo [ 1,3] dioxolyl; R3 and R4 are
hydr ogen; and 20 pharnaceutically acceptable salts

wao bh@seof33s Such a conmpound is for exanple: 1- PQFEB2002002834

[2-(E)-(2,2-Di fluoro-benzo [ 1,3] dioxol-5-yl)-vinyl]
-oxazol - 4- yl net hoxy}-benzyloxy)-ethyl] -1H [ 1,2, 3]
triazole. 25 Yet another enbodi nent of the present
iggenti n are the conpounds of formula I, wherein WO
28081dB0338 POt 00k the28@n atdms B which Ry begetdthed form
with the carb i . .are attached form
2. 2-Di fluoro- g’rein]?o 01?’%%%%@6%%?1’ R3 is hal ogen; R4
i R hydr &gen; brlggers phar maceutical ly acceptable salts
t Rer eof i Suchydog@ipeaind is for exanple: 1- [2-(4-{2-
[2- (E) - (2,2,6-Trifluoro-benzo [ 1, 3]

di oxol -5-yl)-vinyl] -oxazol-4- 10
ypheathouyealipaaybablekaletthylebs - 1H [ 1,2,3] triazol e.

Yet anot her enbodi nrent of the invention are the
conpounds of formula I-A, RR4 RR RBNOON\ ~ ~N
f ahd eomhpoyndalk frekamplt5 R is - 0-al kyl ;

1-[2-(4-{2-[2-(E)-(2,2,6-Trifluoro-benzo[1,3] dioxol-5-yl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]triazole.

Yet another embodiment of the invention are the compounds of formula I-A,

formula I-A,

wherein
R is -O-alkyl;
-S-alkyl;
-NH-alkyl;
all alkyl groups being optionally substituted with one or several
halogen atoms;
R® is hydrogen; or
halogen; and
R’ is hydrogen; or alternatively

R’ and R? together with the carbon atoms to which they are attached form
a 5 or 6 membered heterocyclic ring, being optionally once or several times
substituted with halogen; and



-S-al kyl; -NHalkyl; all alkyl groups being
optionally substituted with one or several hal ogen
wW@t@s®90329) R2 i s hydrogen; or hal ogen; and R3PCHEP2005/002834
hydrogen; or alternatively R and R2 together with the
carbon atons to which they arg.attached form 25 a 5
or 6 nenbered heterocyclic ring, being optionally once
or several times substituted with hal ogen; and WO
2005/ 098338 PGT/ Ep2®gei;a02834 -8 R3 is hydrogen; or
hal ogen; Gis O£Xg§g+ or 5 sulfur and R4 is fluorine;
met hyl ; or net hoxy; °and their pharmaceutically .
acceptabl e salts. Such conpounds are for exanple: 10
1g [2- (% Fl uosgrebniz- [ 2- _
(B)-(4-difl uog& t hgxy- phenyl) -vinyl] -oxazol -4-
yl met hoxy} -b g’;‘?laﬁ y)-ethyl] -1H [ 1,2,31 -triazole;

1R [ 2- (R- Vet hltiorfine; Zrethyl; or methoxy; and
[2-(E)-(4-difluoronethoxy-phenyl’)-vinyl] -oxazol -4-

31/ %tp$¥%§gﬁgﬁ£%£a¥égtg] -1H [ 1,2,3] -triazole;

[2-(E)-(4-difluoronethoxy-phenyl)-vinyl] -oxazol-4-
yl met hoxy} - benzyl oxy)-ethyl] -1H [ 1,2,3] -triazole;
1Sughxopppomindpars-far $@mpl@- ( E)
-(4-trifluoronethoxy-phenyl) -vinyl] -oxazol-4-

yl net hoxy} - benzyl oxy)-ethyl] -1H [ 1,2,3] -triazole;
11'T?'éZ-(Fblqygt%iﬁ-{24(l%)224—fhﬂuom:_q)ethoxy—phenyl) -vinyl]-oxazol-4-

(AAndettioxlyHDE@ATRIPEMyDDERY L 31 MEiRNd; - oxazol - 4-
1-[2-(2-Methyl-4-{2-[2- (E)-(4-difluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)- (4-difluoromethoxy-phenyl)-vinyl] -oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Fluoro-4-{2-[2-(E) -(4-trifluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3] -triazole;

1-[2-(2-Methyl-4-{2-[2-(E)- (4-trifluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)- (4-trifluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Fluoro-4-{2-[2-(E)- (4-trifluoromethylsulfanyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methyl-4-{2-[2-(E)- (4-trifluoromethylsulfanyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole; or

1-[2-(2-Methoxy-4-{2-[2-(E)- (4-trifluoromethylsulfanyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole.
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20 yl met hoxy} - benzyl oxy)-ethyl]-1H[1,2,3]-triazol e;
1- [2-(2-Methoxy-4-{2-

WO 2006@903881- t ri f | uor onet hoxy- phenyl ) -vi nyl ] - oxXBZDEP2005/002834

yl met hoxy}-benzyl oxy) -ethyl] -1H [ 1,2,3] -triazole;
1- [2-(2-Fluoro-4-{2- -9 -
[2-(E)-(4-trifluoronethyl sul fanyl - phenyl)-vinyl ]
-oxazol - 4- yl met hoxy} - benzyl oxy)-ethyl] -1H [ 1,2, 3]
-Anidtheol embodimdat [of- (i Nevéntiond-af@- the2 cofippunds according to
r 0 hylsulfanyl phenyl) - V|nyI] - oxazol - 4-
JﬁnnPh0x§}&§§%£yloxy) -ethyl] - 1H [ 1,2, 3]
-triazole; or 1- [2-(2-Methoxy-4-{2-
[2- (B} (4- Brlfb et hyl sul fanyl - phenyl ) - vi nyl ]
- oxazol - 4- ylnetho;y} benzyl oxy) -ethyl] -1H [ 1,2, 3]
-triazole. %0835 090338 PCT/ EP2005/ 002834 -9

Anot her enbodilreiyl Bu?b ih@yptidriallp sabiseititbé withripe b dsveral
accordlng to fornmu A, wherein Rl is -0-al kyl;

-S-alk gPPnﬁ?wyplgroups bei ng optionally
substR uted wmyhngaaamd several fluorine atonms; R2 is

hydr ogen; ﬁndhﬁidg%HQXQRQSSBVegr alternatively 10 R1
W

and t ogét he the carbon atons to which they
are attached form 2,2-Difluoro-benzo [ 1,3] dioxolyl;

and R3 is fy gﬁcPﬁeﬂ) effer with the Q¥MBBHtorh® td?évhicﬁ they are attached
hydrogen; Cl-C3 al ori ne;
pharnaceutlcdbpyzé%@é%¥58ﬁ§n§ 15%¢Pﬁ%§£6?d 20 Yet

anot her enpbdlﬂanﬂn@@%khpqﬂnventlon are the conpounds

of formula I-B R2

G is  oxygen;

R* is  hydrogen;
C;-C; alkyl; or
fluorine; and

pharmaceutically acceptable salts thereof.

Yet another embodiment of the invention are the compounds of formula I-B

_N

formula I-B,
wherein
R' is -O-CF; or -O-CHFy;
R® is hydrogen; or

halogen; and
R* is hydrogen; methyl; methoxy; or fluorine; and
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RL/ \ R4 O NNON SN fornmula I-B, wherein Rl is
-0-CF3 or -0-CHF2; 25 R2 is hydrogen; or hal ogen; and
wWOR20050903981r ogen; met hyl; nmethoxy; or fl uori ne; PEREPANMI/002834

2005/ 090338 PCT/ EP2005/ 002834 -10 their

phar maceutical |y acceptabl e galts. Such conpounds are
for exanple: 1- [2-(4-{2- [2- (E)-
(4-trifluoromethoxy-phenyl) -vinyl]

-thi azol - 4-yl net hoxy}- 5 benzyloxy)-ethyl]-1H[ 1, 2, 3]

tyi. le; 1-.[2-(4-

[t%l?éﬁ@%l%%}‘?‘%aﬁ% Sa%creré% 1oexsﬁ‘/l Bhenyl) -vinyl]

-thi azol - 4-yl met hoxy}- benzyl oxy)-ethyl] -1H [ 1,2, 3]
-{2- [2-(E)-

(ijlr h%%o}lg(}rse%‘%?é/&aﬁg%s{? - vi{ nyl ][ - t( hi) azol -

yl met hoxy} benzyl oxy) -ethyl] - 1H [ 1,2, 3]

(2— Zd I@%-l g% (]1151(zﬂ—trlﬂl?o%l@lew\lﬁﬁyg}??ntyt[]ﬁ?l;dzzg? -4.- Zlmethoxy}—
@ﬁfﬁﬁiﬁ%fﬁ&%ﬂ -1H [ 1,2,3] -triazole;

1- [2 (2- Met hoxy- 4-{ 2-

AL AL ot
-tenzgloof)ecthgl] - 12,23 Firirgols; 4- {2- [2- (E)
(4-trifluoronethoxy-phenyl) -vinyl] -thiazol-4- 15

| met hox benzlox ethyl]-1H1]1, triazol e;
%/Q.[% ;QZ-ﬁbﬁng. P- i/ (E)y 4- dlﬂuoro]methmgy-phenyl)-v1ny1 -thiazol- 4—

[ AdeBRoxRbbhdyidxyReayaL e y,2phafivtolevi nyl | -t hi azol - 4-

1-[2-(2-Methyl-4-{2-[2-(E)-(4-difluoromethoxy-phenyl)-vinyl] -thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)-(4-difluoromethoxy-phenyl)-vinyl] -thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Fluoro-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methyl-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] -thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] -thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole; or

4-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]-triazole.

Still another embodiment are the pharmaceutically acceptable salts of the

compounds of formula I-B:

1-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] —thiaqu—4—ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium methanesulfonate;



yl met hoxy} - benzyl oxy)-ethyl] -1H [ 1,2,3] -triazole;
1- [2-(2-Methoxy-4-{2-
WO 2006@903881- t ri f | uor onet hoxy- phenyl ) -vi nyl] -t hPEeBP2045/002834
yl met hoxy} -benzyloxy) -ethyl] - 1H [ 1,2,3 ]
-triazole; or 20 4- [2-(4-{2n -
[2-(E)-(4-trifluoronethoxy-phenyl)-vinyl]
-thi azol - 4-yl met hoxy}- benzyl oxy) -ethyl] -1H |
1-P- 8- {2-12- (B Ol-gifludrbinktharpipheryl puingl] i tianb] - &ryméthexy}-

AR g Y oS SRR 2 RtheBlusddifes o OTPOUNCS OF

-(4-trifluoromethoxy-phenyl) -vinyl]

R R R T TRk P ST it e
RETEEe00 680D 2HSM,2,3 itazoliung chigradg 2- [ 2- (E)
-(4-trifluoromethoxy-phenyl)-vinyl]

-thi azol -4-yl met hoxy}- benzyl o -ethyl]-1HT 1,2,3

5 lenobur R aPae L e RotabEn 1o Procefetor g antficitte of the
[ @migamdé of fokmbulo (Y rahbeky - phenyl ) - vi nyl ]
-thiazol - 4-yl met hoxy}- benzyl oxy)-ethyl]-1H[ 1, 2, 3]
triazoliumchloride. 5 Still another enbodi nent of the
i @y enthe oompeumd pf focmsk (Vor t he manufacture of the
conpounds of fornula (1), wherein (a) the conpound of
formula (V) R4 HOON;,- N N formula (V), 10
wherein R4 has the sigpificance given, is reacted with
a conmpound of fornmul V) RL R N R3G_-~C

HO
W)

formula (V),

10 wherein R? has the significance given,

is reacted with a compound of formula (IV)

formula (IV),

wherein R}, R% R® and G have the significance given, to give the respective
compound of formula (I);

15
(b) said compound of formula (I) is isolated from the reaction mixture, and

(c) if desired, converted into a pharmaceutically acceptable salt.
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formula (1V), wherein Rl, R2, R3 and G have the
significance given, to give the respective conpound

w@boosoeassd a (1); 15 (b) said conpound of formuPEI/EPI005/602834

isolated fromthe reaction mxture, and (c) if

desired, converted into a phagnaceutically acceptable
salt. WD 2005/090338 PCT/ EP2005/ 002834 -12 The ether
derivatives of the general formula (1), or a

phiee sthee dirivasivésyofahe gphabl fornsdd (1)1 dres phirmavaytidally acceptable

ps],a.gcp re? %f b}{j fr\yec ﬁre%]gleeﬁls‘)g R rtog%qum%ml {f %Ql pﬁlga[blé 6 the

I°on

sﬂmephnadon mftChanmaﬂy-r@%tcﬁ COplp@@leds by th %ﬁéﬁ Skl@ in ghe art. Such

B}%I%@erséas F’&f ﬂe??xte' WS eﬂferf&rrﬁ’dﬁ@es(bﬁ ’foﬁ’ﬁul@ é) 4% 2
armaceut | cal acc

?a t thereof re pr fO
Pehasrcetisaly-peskpiable okt thereol, ¥ @RVISR A THrther 2ature of the
' inlvéhﬁdrﬂirﬁﬂar@kﬂdsﬁﬁteﬁﬁyl tﬁ@ﬂfdlﬂ)mﬁﬁg)f?ﬁégﬁﬁtaﬁv&@(a pde¥fecheme 1,

s

bleefremd:efd‘ﬂecléec:maw sdréing lrrlmjennais may bk sbtuinedlhy sthidardypdcedures

b%/fe%ggrﬂ? ?%%mp{&suc r%?araﬁgn af %@ es?argﬁgma%r{% s is Epsgrlged within

wiheicepmipantying rere bmgtzng 4xam nAltermthqla)gn@ﬁ%sm séagting materials

A% ec;mahfmgw a%%géésa Yocsdidel t&ohdBRUMISALA WRICB are within the
tal na ana S.procedures to those

i prdimary sl @f mpta%m&rcgewqthu n the ordinary skill of an

organi ¢ chem st. WD 2005/ 090338 PCT/ EP2005/ 002834 -13

O ROORci aRL RZooRZR Opiperidine OO

NH3, THE pyridine R3 reflux R3 OH R3 NH2



la Il Il RPZSS R2 S (only if G3 is sulfur) R NH2
Ils R a-"r'ci RO -\ N:.NIIl or Ilia RZV N2> N
wao odosevs3or ~ acetone, reflux R3 1V G/ C Kl , PCEER®IS/002834

MOH RRA R4\ R3INO-( ON GN Scheme 1 A
preferred nmethod for the synshesis of the conpounds of
the present invention is described in schene 1, and
starts fromthe correspondi ng benzal dehydes (la). The
S first step of the reaction sequence is g Knoevenage

condensation wi th nmgl oni ¢ acitd and concom it

decazr hoRy at i onF‘IOK/i\g/el di ng ylic acids 8f Yormla R’

(11§ re@ct—j—&ﬁ?is , al ly carried-out=in R?

sol vents<Tike 'ﬁ%ﬂg‘ﬁe, \-BEThy Pyetol i dibpame (N Z 0
acetoni triie, Nré%)al met hyl f og%am de, (DMF) and mi xturesg?

thereof at tenperatures up tg 140C. Typically used M NH,
bases af® pi peridine, triethyllam ne and 10
di i sopropyl am'Rqe.

P,S; R?
— = = S
{only if G R

is sulfur) NH,
ilta

R’
Cl/\“/\CI 0 < > \

| NN
Morlla ——= R v
I N
toluene or =
acetone, reflux 3 \/)f\m KlI, NaOMe, MeOH

Riw G

Scheme 1

A preferred method for the synthesis of the compounds of the present invention is
described in scheme 1, and starts from the corresponding benzaldehydes (Ia). The
first step of the reaction sequence is a Knoevenagel condensation with malonic acid
and concomitant decarboxylation, yielding acrylic acids of formula (II). The
reaction is typically carried out in solvents like pyridine, N-methylpyrrolidinone
(NMP), acetonitrile, N,N-dimethylformamide (DMF) and mixtures thereof at
temperatures up to 140°C. Typically used bases are piperidine, triethylamine and

diisopropylamine.
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WO 2005/ 090338 PCT/ EP2005/ 002834 -14 The obtai ned
acrylic acids of fornmula (I1) are converted into their

we@eersespsndi ng amdes of fornula (111) by st aPdEEP2005/002834

met hods for soneone skilled in the art, e.g. by
activating the carboxylic grigaup in (I1) wth oxalyl
chloride in solvents |like tetrahydrofuran (THF),
di chl oronet hane, DMF and m xtures thereof at 5

t'H{ERﬂftﬁhbk[ asryMansisef forpila 30) Gret mmertal inthetheiel dotresponding

g?s Q@o%ﬁg%mfh%ﬁag%@ lﬁ]ﬁeglgi‘gdsqfo or[lgqsﬂeas(lﬂed v\% the! Qt e.g. by

ﬁwatmgs thef laar,bokﬁe: gomrpb o &) dwitho bxdlylr whlloaidg | in| )solﬁggt@] like
ftgtrr &P}Ifﬁ ?ﬂ-ﬂé)nt 91 oft@fHafe) poﬁﬁﬁﬂ gan& hhﬁﬁmégesth%of at

reacti1 on w th phosphorous
riempamurfesi wrying faormoS@ vathﬂO 1G- Keheadditipn a amapaRia yields said

PIshies Athdma@h (118f | ux tenperature. On the other hand,
in order to obtain the conpounds of formula (1)

wherein "G' is oxygen, this reaction step is avoi ded
allﬁdofd%ﬁ 16 OsH QN e &fm@@tﬁr{ﬂsl éf fdrirula &F)ewhereidi“@’elsysulfur, the

alft ed . t y %%Iﬁli.llﬂl C@ R ogrgﬂu nQrfﬁ%v; qn%s% claleresd)ondmg
otﬂncfarmdtsl af f()fﬁi)llac dilahe.s pytrhagionewitlh phasphoneuwsrpentastbiigs in a
\Jl?glﬂgg P{FIIFI &Dﬁb)f(%i%a{)%e?égaﬁlﬂ &f fffux té‘ﬂﬁ%%ur@f Oiloc[lgndﬂﬁzr hand,

| or oacet e are ec ted
tm erden el @bé%ﬂltbﬁlc@mdi obAoRga it éV}VF%Pdl(% ngt feygen, this

CRERIINGEp Ci§ avf)fa%&lﬂna {HeMompotitide adf ERMGENHIY &fe immediately
reacti ons of 1&! s kind are tol uene,

Cisacithamiind cAXBIOBH GFORALT1-oBE4P BE T4 EoPERoprON gides of

br&ala (89, out under 20 solvent free conditions. The
reaction tenperatures may vary from50C to 150C, the
t hi oam des of fornmula (Ill1a) being nore reactive than
tﬁhloaldbsjeﬁfoothufao(ﬂw can b¢ kymithesized by et ¢tpanmaplyi linpmin/msthefl or a

QLA gtl(ﬁl{}l? ?&g &%ﬁ%gtoflfd?ﬁﬁl?éﬂm %g?ltﬂaq RAd WS- hJCKI(‘)?Mettoﬁe are

soneone I afi qn

cothirstadd to @f cqnslensation(dghydgatian stu%ﬁpml ?l?e FQ}PH‘B}F%IS of

I(goylz:ng?a?l A idaP s§}'€r@1@t@ Bfod - reJdﬁhf@ alfl ?:hld Méndalakey g@héﬁl xylene,
resence .of potassi um

S benans |a6ﬁ9%afﬁ4wq§ et e, R ROR a8k Sbted it under

| §60n® B @bndifipps. CEle feacizm teopetdtings mexyctary froar 80°C to 150°C,

8‘81%' thibamides of formula (IIla) being more reactive than the amides of formula
(I1).

The ether derivatives of formula (I) can be obtained by reactions well known to
someone skilled in the art, e.g. by alkylation of compounds of formula (V) with
compounds of formula (IV) according to scheme 1. Typically the alkylation is
carried out in the presence of potassium iodide or sodium iodide in solvents like
methanol, ethanol and isopropanol. Typical bases for this reaction are sodium
methylate, sodium hydride or lithium diisopropyl amide. The reaction
temperatures may vary from 50°C to 150°C. |
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met hyl at e, sodi um hydride or |ithiumdiisopropyl
am de. The reaction tenperatures nmay vary from50C to

wQa 208090888 2005/ 090338 PCT/ EP2005/ 002834 - 15 H¢EEP2005/002834

phenol i c conpounds of formula (V) may be prepared by
reaction of a conpound of fgsmula (VI) with a
compound of formula (VI1) R& AOYIN X5 N2>
formula (VI) formula (VII), wherein "A" denotes a

sUhe gilieeolir compbings of (f?ﬂnalsl def inq@dbbqir%mﬁ(g%\}(,h BSILBE of a
' ' ore. an e 0
S B Sl B L o O o B8 Rl ViR o1 o5 o

suitabl e |l eaving group E as defined bel ow, 10 and
subsequent renoval of the protecting group A

Reacti ons of conpoun8§ of forrmula (VI) with conpounds
of formula (VAlI) arerwell known in the art. .

Typi cal ly, such al ion reaction nmay be q?rrled/gyt
in solvents |ike R met Ranol , et hanol and N

I sopropanol . Typica

Hases Xor this reaction are

"al kal i ne carbonates, sodium nethylate, sodium hyc’?ll e

or lithiumdiisopropyl 15 anmi de. The reaction

tenperatures may vary from 20C to 150C. O her _

preferred al kyl forinate fldcedur es nake use of alftahild€viD),

carbonates as bases in solvents |ike ketones, for
<Cesium carbonate in butanone at reflux

? ‘é npé’Jtn:t r dengfes asytable pRadecting graupivs defineddrelow, R* has the
tmepengiglies hel@in bafot& anh@aHesF X hRYNSderotesd! ﬁyqxhp;pgl%&g while
t%@i al I u{sed I, lLkyl ati on ea?i'é}:}é)eglfsbeg{]yg wel I kho

to-f eré%ﬁ“l’ Fse?jsué{;l}’f% IMGFORR &1 h | eavi ng
groups are, anong others, the anionsdof hal ogens,

eGSR i.odi de, om de_.or chl oyi de,

p-t oﬁhgéﬁ\lle%ﬁr?%ﬁg?é)fﬁeoé?f?eﬂlgg ETOUPt-hanesul f onat e
(mesylate), trifluoromethansul fonate (triflate) or the

QZéa@@onéHfQHﬁpounds of formula (VI) with compounds of formula (VII) are well
known in the art. Typically, such alkylation reaction may be carried out in solvents
like DMF, methanol, ethanol and isopropanol. Typical bases for this reaction are
alkaline carbonates, sodium methylate, sodium hydride or lithium diisopropyl
amide. The reaction temperatures may vary from 20°C to 150°C. Other preferred
alkylation procedures make use of alkaline carbonates as bases in solvents like
ketones, for example cesium carbonate in butanone at reflux temperature, or
sodium hydride in DMF at room temperature. Suitable leaving groups “E” are
those typically used in alkylation 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
group.

A protecting group “A” as mentioned herein is preferably, but not limited to tert-
butoxycarbonyl (boc), propen-3-yl (allyl), triphenylmethyl (trityl) and silyl groups,
e.g. tert.-butyl-dimethyl-silyl, triisopropyl-silyl.

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,
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A protecting group "A" as nentioned herein is
preferably, but not limted to tert- 25 butoxycarbonyl

w@ bwspoos3ps open- 3-yl (allyl), triphenyl nethyl (PCT/ER10)5/002834

and silyl groups, e.g. tert.-butyl-dinethyl-silyl,
triisopropyl-silyl. Renoval_qigf.-a protecting group on a
hetero atom depends on the nature of such group.
Typlcal exanpl es are the removal of a trityl group

Witk a @é’(\ﬁls fdraiis acidVih 2OFod R0 3dRix or the removal of a tert-

CT. / EP2005/.002834 f
A EoRSR A o o BBy L L PR o ror
tﬁhgera’gilié ox Yissarehmvyl ofgr aubptiwitechsityl gfdupowitia testabutydanohonium
n al,cnl oro
ofidg d_BSatqll.lFOI{ hgﬁﬁ ﬁ%HPB&O{E‘m e'?em} @xﬂ" Eﬂ”ylgr 1?15; %%E{ﬁgrﬁnﬁly be
fremovedjby ineating be 5y AR r@tﬁlﬂﬁtceﬁm‘em&f af & pallesim) gAmplex,

g@g %(?ﬂ%)?me{cﬁb}‘orﬁﬁhﬁné S Edn&Y of Eﬁ%‘ﬂ?flnﬂccéﬁt@r such as 1,3-

strate alytic anmounts of a pall adi um
@@mﬂ@barblglrgaqﬂd( PPh3) 4 in dichl oromethane in
presence of an allyl-acceptor such as 1, 3-

e e o POt By LA b o
tthen bb @r@esisiant racemix oraipemi optivally actéve fopmi Ehe rycematdsicen be
fs(e)rarpategh ﬁ,]cogzﬁﬁgat'te ﬁl{lﬁﬁﬁ] Bethotd P acﬁ@t &ﬁnﬂﬁﬁl@fsd' 8 iftance,

enanti oners. I nst ance,
dh@esetremmm salts vdueh eanvpg separaied bsecefétslé%f%aqsiormed from the

Crﬁé’eriltélglcr%dlj%tzﬂeb r@a{c@iofl%@l? qlnrd Ealih Scu\fea&m@chna%& ures or L-

e e oot el SEiLve Al S B s

|jﬂ€érh£3tt1@@| @elgdrati‘(ﬂimﬁoﬂﬁu lefumti(ﬁnﬁ'm chn abt be nahleved )by using
arari on.o

TP oE R om A E e M e A

are commercially available. The conpounds of fornula

("hle &{}HP& ids of @{l’ﬂ{tﬁﬁgﬁ lﬁ'ﬁ'd‘ifl!eﬁ Yh fcfragﬁgirll? a%@klpt:a?ble salts possess

poSsess macol ogrca

b@bmbi@h@(ﬂm@ﬁd@gléaé P@R%Woﬁ%g ¢ 3 compouncfs inhibit

HERTEiIgRRhAAG p ?@Md@ﬁgw%ﬂﬁ%@ﬁfekatﬁfecakhﬁ@f @Idn‘déi‘luently the
nse uen

acti vl ty go %5
GG ORI ISEPL ™ PR & < RERL Y MR AGFBP E,ch%mev%uon of
Offlnédded WitheRis@m \ovérhe anowfefecempr etmsma lohasee of gho HER-

t SES f

el Bl R 3 cﬁé?ﬁy eie S kil o T BB and / o
pprevartionoof ifessds |me1=.ts>esd aleone Ghe acta@wr.f themweesqétcpmpwnds as
OfrkN Feddfifin® B(Iith%g{mf?ﬁmﬁﬁrsaﬁ demonstrated by the following biological

assay:
Inhibition of HER2 phosphorylation in Calu3 tumor cell line

2x10° Calu-3 (ATTC HTB-55) cells per well were plated in a 12-well plate. After 4
days cells were starved for 16h in Dulbecco's Modified Eagle Medium
(DMEM)/0.5% Fetal Calf Serum (FCS) /1% Glutamine. During this 16h period
cells were incubated with a solution of the test compound in
dimethylsulfoxide(DMSO), so that the final concentration of the compound is 1
UM and the final volume of DMSO is 0.5%.Afterwards cells were lysed in lyses
buffer containing 1% Triton"X-100, 10% Glycerol, ImM Ethylene glycol-bis(2-
aminoethylether)-N,N,N',N'-tetraacetic acid (EGTA), 1.5mM MgCl,, 150mM NaCl,
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HER- si gnal | i ng pathway inhibitors is denonstrated by
the follow ng biological assay: 25 Inhibition of HER2

w@bwspdsss/l ati on in Calu3 tunmor cell 1ine 2x10BCTZEP2003002834

(ATTC HTB-55) cells per well were plated in a 12-well
plate. After 4 days cells wgpe starved for 16h in

Dul becco's Modified Eagle Medium (DVEM /0. 5% Fet al
Calf Serum (FCS) /1% d utamne. During this 16h period

C 8013 4 2-chyilreoay byl ol -jpi pthlzﬁleStﬁhnlésulfﬁmefacfﬂf‘(HEW‘) buffer pH 7.5,
u Su S a

ﬁg{? ggngﬂn gﬁggl?l o%nyzyhll?fé K 3%@9@%“81\% Fﬂimt“he (naturally

f P%lirrmg) lPeteinothaDNASCbiagned. &8d piitiBedvéiotis coatsl Bing®r éad 0.4 mm
| s [ X-100, 1

Cfgglgy%rlﬁdh%q é}fﬁh’{ fé%g 1@@5&% @\{ep%g\‘ga%%zéﬂ o' & 884tk Bodecyps/ulfate

]ﬁﬁféi’lﬂﬁﬂl Heel) CFIONhONSLSt E3P$aRAGEY and daftEGEansfer to a

LnforovkiMlést aherhbRbY diigdeted WL 29QRHOSPRcifically recognizing the pY

PCT/EP20 02
% Eggé%e ﬁ%’s}’hﬁw& Efgrtﬁ%sWéefe}‘i‘élh‘@s 4% 9f chyraany epidermal
(HE@}‘ESI) Puisfer ipthbaton WitthPhﬁlmly &fmﬁmhﬁubd;o RY¥hpled to POD

f Apr t t
(PR RNl R0t “RLER. CoRaN Y el v dteerd by
dwn‘glqrmng&fryn@n@ﬁ@, AAmmersh@n. hhﬁlainadatcef Hmez/@h)asplﬁeﬂauon is

| ys@fifed \ﬁ@ éﬂ%réﬂgag%( %?%9 IEoﬁ’trf?o HIA Qog%&{g Aé% E)%I%) only. The

Pol yacry ectrophoresi s
ffreffnt%sEaﬂ 1& inkgb lawnmSt ffatlf@éﬂt%laé@é ingntsr dnee follvang darmula:

Winhkbieien aatdebadyosp @Ph(fspﬁé‘ilyla‘ted BIERA0Gi2h 4 St 't‘@st %X?lpieZ48lOO /

e e RO ke JobsOhgerttf ol bemponds ¢ pigaificent
amhlbltn(ab toif tHEBR2-phosphoeyativre tvat @eRORd, (WRREDXd @}?e?n@phﬁed by the
SUPE ORI, e SELIBNN SR L
I nhi bi t| on of HER-2 phosIohoryI ation is calcul ated as
pﬁéfﬁ%ﬁ&@&ﬁnﬁuﬁdhle 1990 o? [2- Mﬁﬂu%r%# Hﬁfl‘tp%gnym 'é:zllj}y R &zol -4-

The ‘'percent
a)g F}Wﬁ}gph‘ifiﬂ)h'éu ﬁ%w Ag wisrole (Bxamplai issi VIO i0d/7167).
100 - (Phosphoryl at ed- HER2- Si gnal of Test Sarrpl e * 100

h I
Reibatae s i1(caa CURE PRt ey -phemy) vinyl)-
Imlwdmﬂmw}éienmomﬂ@ﬂt eHt (e, 3 vhdzolke ([E&amgle 2, T}fj] 101,

bidsb&sh by the conmpounds shown in Table
reference conpounds as used herein are:

Table 1:
Control Percent inhibition of HER2-
( DMSO ) phosphorylation
(compound concentration 1 pM)
reference compound 1 0 52.3
reference compound 2 0 54.0
example 1 0 69.6
example 2 0 85.8
example 3 0 73.4
example 4 0 78.6
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Ref erence conpound 1:
1-14-(4-{2-[2-(4-Trifluoronethyl -phenyl)-vinyl]-oxazo

WO 2005990388 hoxy} - phenyl ) -butyl]-1H[1, 2, 3] tri azpC'EEP2005/002834

(Example 4, p. 88, WD 01/77107). Reference conpound
2:1-[2-(4-{2-[(E)-2-(4-Tri flygor onet hyl - phenyl ) - vi nyl ]

20 oxazol - 4-yl net hoxy} - benzyl oxy)-ethyl] -1H [ 1,2, 3]
triazole (Exanple 2, p. 101, WD 03/059907). Table 1

Ta RivoQssdy@maafior itiibltidn: on of HER2- ( DVBO)

phosphoryl ation (conpound concentration 1 M

reference conpound 1 0 52.3 reference co ound

Th. Geneestaprilar tn6s, BoneSaapCell Lupg ghknger eg Galu-3

Ié%#‘&gﬁg?yag)ég\g% Zﬁ%gd&l@ 995/ QAMR3E85.0x10° in a volume of 100ul)
ianhiibjected rpubTgapravelyaingo Ip‘i%ie\rfrllﬁvg ‘Fa‘m?l( §grgﬂl§g§[‘gll%lllelg€e (Jevere
lggﬁgb?@@r i ﬁﬁm(rl}@@li%nt( )ele)|& e Qﬁkél a@aﬂablglﬂ&in@ﬁ’ar&;é)m%r, Sulzfeld,
(Gromptyhe o | AL ool PG LY s Peditr Pyl e

C(llofn% o@esﬁ@{'eﬁlabl&l fg@n('B&‘(bﬁrceElﬁoﬁe)rRy, A¥ghmark) mice. The cells are

AP i e n AR e Wb PR b Mk SR o

She teaimemn Frovips &1141521M180’e aftemmliazygfmrei’pr smnl%ﬁa(re f1Pokp mice
E%‘f v%éﬁ%?ﬁgflé) Rfiim MR ed 46 Get 4 NEMAS lr&aﬁ‘rlﬁmary tumor

expan |n V|tro bef Ore use

csobsmt btk 100U EPaLEEPH LT CORBoTS T EigR ol
14hicé efjﬁ asd Elﬁ,[)e&s%ﬂ il NpeCEdlftthe FIN% Qa@ll wittgar{ Bdministration

Tt eri0h FTP 8 iAo
%%1@&nﬂe¢argéd) ld)}ut vt dags20-5®nihe Ui day eof the study. The

d I
S S Ha A LS P T, RUARETA Brior o

randomisation, in two dimensions (length and width) using an electronic caliper.

The volume of the primary tumor is calculated using the formula: V[mm’] =
(length [mm] x width [mm] x width [mm])/2. In addition, the body weight of all
animals is recorded at least twice weekly. Finally, at the end of the study the tumors
are explanted and weighed.

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

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

The above-mentioned pharmaceutical compositions can be obtained by processing
the compounds according to this invention with pharmaceutically inert, inorganic
or organic carriers. 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
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
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vol ume of 10 m/kg based on actual body weights.
Treatnent is initiated one day after staging, and

weansied3out until day 20-50, the final day of PCTIEP2005/002834

study. The 15 subcutaneous primary tunors are neasured
twi ce weekly, starting priorjyae random sation, in two
di mnensions (length and wi dth) using an el ectronic
caliper. The volune of the primary tunor is

cihk gitbat@tbnusf wiutidie d‘nﬁrmﬁ arM for@karaple( Wwang! %bl{rélm glykcerol,

dition, t.he
WsEpleCT "t e Bl (caphy I SPPRBitoR grecddr example,
Wmutay or Fandah¢dygilsatvatesdatssdmifliquitbordiquiy polyelstandulicslike.
20 are explanted and wei ghed. The conpounds according
to this invention and their pharnmaceutically
aklte pPh#yineacentigal s compoyiions edams MeworeREDBtaik, gresemvatives,

t%ﬂﬂfﬁiem Ofsta‘BﬂﬁEﬁHC%&in%alag@ﬁ’ﬁpoéhﬁlsfﬂérs, I@@eteners, colorants,
arma euta(!)t aﬂoﬁ OSI ions can be ad stered

CHAPFaREs. s fnasmotic Jpfiegtse, Reffireqmaggngragents or
obrrﬂgﬁ&hntm’ahey @ﬁehlssctbhtageétﬂl other theppehslly $alliskile Mibstances.
enmul sions 25 or suspensions. The adm nistration can,
however, also be effected rectally, e.g. in the form
d?reﬁmtpiqéiatmmeeés;al oompasitonssrombprise thee @pllowingt he f or m of
i njection solutions. The above-nenti oned
phar rraceutl cal, conpositions can be obtained by
P deble iFrgmulatien {Biep Gusndatiedor ding to this invention

wi th phar maceutl cally inert, inor ganl c or or ganl c

FTi ,&s. [iaC[ 0Se, corm starch derTvatives Llltrrbm,
ol FeQents o i ds ar 30 iMe/tablet| 1 s and the |jike can

bie us=@on{p@une>@aﬂﬁh@da as $sch calpsers|figy tabl 806

atefd  table drag har¢_gef aj.pe capsules:
i t aplctessy r‘}lﬁ}*féfqusr %%l qg& at | A capdules atd for
exanp| &lirecegbleatiigpradd)s, \waxes, fats, $eni-sol{d and

of thp Ive subst an b carri ers are,” howe

4 quid ol s d the Tike. Depending_on thejpature
490 ISV 5007 TG I St om el o
usual 1¢tgqmdr8@a16hpowd@)case of soft gel atine

capsu f?/ﬁgro §1ta m;%eﬁ&fggé el §0for V\g)Q_ZOO’é 90338 ]

A F¥a|

J1
5

o
LE™ 2
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o~/ — n 11
FCTT7 E I/ UU il v l ii-m plT)u ng IEAVAR R VA] SO

and vaﬁﬁQeS&F@StQ’atﬁ’feexarml é_wated, poljols, g
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veget a@bﬁl oi | and the |ikejgpui tal%je caﬁ& ers f
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SupposTtortes are,—for—exanpte;—hatur hat-tened
oil's, waxes, fats, sem-liquid or Iiqui d poI yol s and
tM@m!lfa&anngmo&agfer-‘raceutl cal conpositions can,

nor eover, contain preservatives, 5 solubilizers,
stabilizers, wetting agents, erul si fi ers, sweeteners,
dol orMixtitems 1, 2, 3 and 4 and granulate with purified water.

2. Dry the granules at 50°C.
3. Pass the granules through suitable milling equipment.

[«

4.  Additem 5 and mix for three minutes; compress on a suitable press.
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flavorants, salts for varying the osnotic pressure,

buf fers, nmasking agents or antioxidants. They can
w@bk®e/oewsss ai n still other therapeutically val uedi/gP2005/002834

substances. Preferred pharmaceutical conpositions

conprise the follow ng: a) Tapl-et Fornul ati on (Wt

Granulation): ItemlIngredients My/tablet 1. Conpound

of

formula I 5 25 100 500 2. Lactose Anhydrous DTG

1RECaBbleForimatiopnedi r ect tabletting grade) 3. Sta-Rx
1500 (pre- 6 6 6 30 gelatinized starch powder) 4.

|4 Re f"al | ||| oS Qfl Qr\ Qﬂ 'Ll:ﬂ 5 N

A oy Al
vt \J\ ¥ yoL ar—++h

Sktemar almgrédients 1 Tot al 16ﬁ1gdca?swl67 831 10

P

F10g 219400

ManuT eIl eReAE &) s M X 1198P 1
and—gfantt ate— e a—wat-et—
-anul Eydgausd@ctosg. Pass | WP qranulléé t

3;2

) TIre
I

ug& sui fabl e

m |1 Hg;oﬁggﬂ'apdflent 15 4. A%JI i tem/gzand m Z%Q,:,or thrg@g

A

Il

Ial P \
l]Ul LU“[JI oSS Ullh d DU1W| C PT35S, VO TZ0 U\JIT?J\ [vreje

P

/E3 eb5/002834 - 20_ b10 capsulid5For mull40i on: || £Bm

I ngre w%hgsl,ﬁm/g@@agﬁgl e 1. porrpound of formgl a (I) g 25

Starch:

\Ad

Dsf‘ f Hydrous tactose 159123148 — —Cot
0%

35 40 70 4. Tal#0%q 15| 28025 530%qnes>|6@@n

Stearate 1 2 2 5 Total 200 200 300 600

Manufacturing Procedure:

3.

Mix items 1, 2 and 3 in a suitable mixer for 30 minutes.
Add items 4 and 5 and mix for 3 minutes.

Fill into a suitable capsule.

¢) Micro suspension

YU wN

Weigh 4.0 g glass beads in custom made tube GL 25, 4 cm (the beads fill half of
the tube).

Add 50 mg compound, disperse with spatulum and vortex.

Add 2 ml gelatin solution (weight beads: gelatin solution = 2:1) and vortex.

Cap and wrap in aluminium foil for light protection.

Prepare a counter balance for the mill.

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

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

8. Move extract to measuring cylinder.

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

reached or extract is clear.

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

The above described preparation yields micro-suspensions of the compounds of

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

for oral applications and can be used in the in vivo assay described above.
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Manuf acturing Procedure: 1. Mx items 1, 2 and 3 in a
suitable mxer for 30 mnutes. 5 2. Add itens 4 and 5

wapas09033§ or 3 minutes. 3. Fill into a suitabl BCT/EP2005/002834

capsule. c¢) Mcro suspension 1. Wigh 4.0 g gl ass

beads in custom made tube G.235, 4 cm (the beads fill

hal f of 10 the tube). 2. Add 50 ng conpound, disperse

wi th spatulum and vortex. 3. Add 2 ml gelatin solution

( Meididamenesa dsintgaingt i 0 S@inpbm@ch of ZtHe) hpﬂdeﬂt? rlhtﬁéht1on4 or a
0 atectio

PPl ueBlll el gngl € Prsatiihie D5 EE i are alo

f B8R Qbmb of she PB¢sent mvanken,sashisrd Ipi:OC(e$soforslrhaE production, which

SERBHARS e&rn@?xa%ﬁ%n@“’oxh %ré' c%'in o%Pléﬁ)of the fﬁégeﬁf’ &Wegﬂs)a and/or

suspensi on beads wt ers o
ﬁ%ﬁ’a&ﬂfﬂqﬁlﬂ%ﬁweﬁ@bhéﬁ Its %rtfhpﬁ desired, oz 08 cngre dthentherapiytically

Cwltl.’iblé b{ﬂﬂtah@éb iato #@ferticdl Qﬂn@m@ﬂrihorﬁforﬁ{qﬁgetﬁégxxzﬂ? Ené 8r more
asuri der 20 9. Repeat washing Wi th snal
o1 Ut F%"@P’i fﬁmgrlseps) until final volume is

reached or extract is clear. 10. Fill up to

fi d ho abov
L At el Bl AU RRRY S Rl o el their
Blhfﬁ@fl?ﬁ@}ﬁl%ﬁ}’ aczepthble mltsart ugefwliin mhepzmitlroct bepmvzm;on of illnesses.

bBidegEHn LhaRdHER - ﬁéna:ﬁh?; %Hgﬁﬁgziggﬂﬁtl@ﬁ earﬁiu Hap! a?ltlg&ﬁffg/ratlve

oral .appl | catlons and In the in vivo

dRdvityray caserundgereonirhyl fonprssentig EHratinE poolgertive diseases

Matt comditibss Quvht & ﬂﬂlﬂﬁﬁm&ht«ﬁ@n&@éé@éi @f ,IRBuRARSE Bbthritis, and in
|nv nt. on_or éﬁa mace |call‘%é]F etable salt

cHERII RS RS PEAnizHs Rrlyging, but
amotol}u]nftcd tayfbredse cmcesdamkenmv,emtan@ﬂ ,caﬂéér,l Eroﬂcllﬁﬁb@ﬁﬁ&g cancer,

f n&&ﬁk rcaﬁ’cref’d'ﬂl é% Dln\lé@sltlﬁgl %ggpsruc eaS colo o .% rec?al carncer,
r£2[ at ﬁ i%815 5

re conpoun nd's resen I nven

pk ﬁﬁ@é@h tapatn a}ldes@tsﬂwmm@ds atetfgrthemil;lorle fusefahﬁor dek, prodection
Obf BB @pORAIBE rhOBEARGHS. TR BY¥sage depends on various factors such as

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

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

Examples:

Example 1
1-[2-(4-{2-[2-(E)- (4—Diﬂuoromethoxy—phenyl)-vinyl]-oxazol—4-yhnethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazole

i) 1-Allyloxy-4-chloromethyl-benzene

7.67 g (67.0 mmol) methanesulfonyl chloride were given at 0°C to a solution of 10.0
g (60.9 mmol) (4-allyloxy-phenyl)-methanol and 9.34 ml (67.0 mmol)
triethylamine in 35 ml dichloromethane and stirred at r.t. overnight. The mixture

was poured in ice water, extracted with dichloromethane and the organic phase
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val uabl e substances into a gal enical adm nistration
formtogether with one or nore therapeutically inert

w@a005/020338 | n accordance with the invention coP@DEPIISS/002834

of formula | as well as their pharmaceutically
acceptable salts are usefulspn the control or
prevention of illnesses. 10 Based on their
HER- si gnal | i ng pat hway i nhibition and their

]gﬁE& P&k | Neysat,l teaCidmuvia , of S ecrh_abm@ rtheuresisluar waugefrified by
r r tin tr L 0,
R RY Bhcea s M EAeBR Bl o AL 1) B 3RgE T £t8kn0

phileysitdwbi. arthritis, and in particular, oncol ogica
di seases such as cancer in humans or aninals
i ncluding, but not limted to, breast cancer

B RIER(A00Miblar DyrDMSENERO= trxgfeniZl BCHnG-72kncdh, CE5CD:
B33Ed %@i,'é‘cﬁg[‘&%@él@ﬂg —QRBY, QOAHE IH, TCH=CHRY; S955diHH, 23-/6'-

i cancer, reg cancer, and stomach cancer and
&Bi 4326hpHudd® e furthernore useful for the

production of correspondi ng nedi canents. The dosage

aat g e R LA RE et stare

of health. The follow ng exanples and references are

. : . ' e hroxo
R R L A A
4pp@mimd])cl-allylexy-4-chiosomehgbenzengiand 419 gk F 470l & (L H-
982, & IR - 15-eHAROP [P 9 @0 ESMFE ThE Ghidbuiéi wirOullowed to warm
Ele@g‘%ﬁhléﬂg, sfzi;_;roe?_otvpxgl_ig pl_a%léflo (r)rf]l V\trar’geer a{cﬁ\é&nlt}lleotgfmga( 8Wase Sollected
Evat}{ Bo (fd Dafclmmmemhiﬁ@ryh? El_ﬂl%eb)ls vplmsk ] exixatal _-\;ﬁtlyl A ml

- nz - et - . . T

kit brastati o e st obhisisty BtV iz 8oL
nmet hanesul fonyl chloride were given at 0Cto a

ti f . - -
bl bl 1o gt in o Bflp oL Lo Pty AR phraphy on
3lioaigeldietiyl asetatet hentenednt) totvigld 440 St(7§%§ vellpyeothi ght .
The m xture was poured in ice water, extracted with

di chl or onet hane .and t rgani ¢ phase WO 2005/ 090338
R4y Mp2 863 (hblg34258.3 @g)lgdried over Na2SO4. After

renoval of solvents the residue was purified by
'H-NMR(400MHz, Ds-DMSO): &= 3.79(t, 2H, CH,-CH,-triazole), 4.39(s, 2H,
OCH,Ph), 4.54-4.59(m, 4H, OCH,-vinyl, CH,-triazole), 5.25(d, 1H, =CHy), 5.38(d,
1H, =CH,), 6.06(m, 1H, CH=CH,), 6.89(d, 2H, 2’-/6-H), 7.15(d, 2H, 3’-/5-H),
7.16(s, 1H, triazole), 8.08(s, 1H, triazole).

iii) 4-(2-[1,2,3] Triazol-1-yl-ethoxymethyl)-phenol

A solution of 500 mg (1.93 mmol) 1-[2-(4-allyloxy-benzyloxy)-ethyl]-1H-[1,2,3] -
triazole in 10 ml dichloromethane was added to a solution of 904 mg (5.79 mmol)
1,3-dimethylbarbituric acid and 58 mg (0.05 mmol) Pd(PPh;), in 20 ml
dichloromethane and stirred for 4.5 h at 40°C. The mixture was extracted with 3 x
20 ml sat. NaHCO;-solution and 8 ml water and the combined aqueous phases
were reextracted with 2 x 10 ml dichloromethane. The organic extracts were
combined and dried over MgSO,. Solvents were distilled off and the residue
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chromat ography on silica gel (ethyl acetate/n-heptane
1:5) tovyield 3.12 g (28% pale yellow oil.

W BbOSMRGEOOMHz, D6-DMSO): 8= 4.57(m 2H, OCH2) PCHER®)$002834

2H, CH2C1), 5 5.26(d, 1H, =CH2), 5.39(d, 1H, =CH2),
6.04(m 1H, CH=CH2), 6.95(d,22H, 2'-/6"- H), 7.35(d,

2H, 3'-/5"-H). ii)

1-[2-(4- A lyl oxy-benzyl oxy)-ethyl]-1H[1, 2,3]triazol e
];917&1&@ 1574 d&omaﬂig)calﬂﬁ%rSde:wgal ligttiyl stetaeerte ygeld a8 ahg (59%) of

tion of 1.00 g 10 (5.47 mol)
ﬁp&? 8ﬁﬁ%hloronethyl benzene and 619 ny (5.47

nnDI) 2- (1FL [ 1,2,3]-triazol-1-yl)-ethanol in 9.0 m

DWNI\H@@OUMH#W% S@% 5’3@7%(9 m; prl‘\"?"t}’la%o‘?el)%él%ﬂs, 2H,

rred QVErni
SPTHHER), Aol P iwiriasoled G(dh 2H) S GirsDRdN( 3D 3-/5'-H),
IQUEQUST, Rhaske) eX b7 @CIIedrintdl), 9.87 1HdPIcbHYr onet hane
and the conbi ned organic phases dri ed over Na2SO4. 15
Sol vents were renoved in vacuum and the residue
awu) 3{4-EdflbyroatetivomtplggngDhacrydic ackl | i ca gel (et hyl
acetate / heptane 1:1) to yield 1.10 g (78% vyell ow
oil. M50 M= 260.3 (API+), 258.3 (API-).
Mmﬂm:z(:mgf)l\ﬂ-ﬁ g (D68 DASES.1 n8moB A7QifluorAhtth@yy-benzaldehyde, 6.65 g
-(6513- rhﬁioﬂzﬁlaﬁx}uc fm@% %?f%o 51%9% %w%éﬁc(?_é}l%%lmne was

(0 :H% t
écegg gre uJa_cHem:pg@t)lre lg?[l 676 onygio })pm@n’gge{aged gh). After
Zoolifg tdhoond éiattﬁé'thegreaétﬁ)rr ﬂfﬂxture7w Sured Bnto 200 g ice and

tr triaz
1oL G TR SR scigabive s 5 %ﬁ«@ﬁh%wa@géﬂtwn&drdd Yield:
Eﬂ)&)g (7 9% 13-98-Difftebromethoxy-phenyl)-acrylic acid.
1-[2-(4-al lyl oxy-benzyl oxy)-ethyl]-1H[1, 2, 3] -
trlazole in 10 m di chl or omet hane was added to a

s Bi-NMRH0BMESR D5 srIpMEO)78= My (d, 1HL 23HMN Hsk(Hy2 a3 WBHD. 132(t,
g @@Hﬂzﬁﬁ 550, (£ 931meh)d Bf*l( E‘F’i@)ff*) b #@O@i, COOH)

di chl or orret’hane and stirred for 4. a
m xture was extracted with 3 x 20 n1 sat .

Na 328D Ellokbrn ethodfPhenyl)-adglagtidend t he conbi ned
aqueous phases 30 were reextracted with 2 x 10 n

di chl oronet hane. The organic extracts were conbi ned
difeda suspenisiow of 8.0 §G4L0.6Sainohs -4 4-wiiflwordingtlidxlyetheafl)-aamtic acid

tR%0’055 ge%h%o%?rggl B8 W Engquﬁéogg*l% itde a solfitton of 5.14
ml (60.9 mmol) oxalyl chloride in 10 ml tetrahydrofuran was added dropwise at
0°C within 10 min. Stirring was continued at 0-5°C for 30 min. and 2 h at room

temperature thereafter. The resulting solution was cooled to 0-5°C again and then
added within 15 min. to 150 ml of a 25% aqueous ammonia solution. The
separating oil was collected and stirred for 30 min. with water. The precipitated
amide was collected, washed with water and dried at 40°C in vacuo. 4.7 g (54%) 3-
(4-Difluoromethoxy-phenyl)-acrylamide.

MS: M= 214.2 (API+).
'H-NMR(400MHz, Ds-DMSO): 8= 6.57(d, 1H, 2-H), 7.10(br, 1H, NH), 7.21(d, 2H,

3’-/5-H), 7.29(t, 1H, CHF,), 7.45(d, 1H, 3-H), 7.53(br, 1H, NH), 7.63(d, 2H, 2’-
/6’-H).
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purified by chromatography on silica gel (ethyl
acetate) to yield 248 ng (59% of the title conpound.

WO BHoBIREIOOMHz, D6- DMSO): 8= 3.77(t, 2H, CH  PCT/EP2005/002834

-CH2-triazole), 4.33(s, 2H, OCH2Ph), 4.56(t, 2H,
CHQ-triazoIe), 6.69(d, 2H, 224/6'-H), 7.03(d, 2H,
'-/5-H, 5 7.11(s, 1H triazole), 8.07(s, 1H

tr| azole), 9.37(s, 1H, PhOH). iv)

3vi)4- @ﬂbmmetbmbz-iﬁbkgudﬁmmm)eﬂﬁmywnenylawhdd}%faz&ku re of
10.0 g (7.68 m, 58.1 nmol)

4-dif|uoronethox benzal dehyde, 6.65 (63.9 mol)
nt:8 i (1.4 enol) 3- éingﬂl(OZOE@thwa)helebeﬁnybmée,aﬁr@ & @5t mmol)

)7 BLditlﬁlﬁrd&@étoncl Qn& %tmﬂolﬁ@l{el Werel %’E ﬂ{&eteﬂﬁ)teﬁtulie for 22 h
car %POX' de d v pment cease

B?r‘b%?eé‘%‘?)’ t Water g ot anPsans wrkisppbliee temoval of
osrﬂmen?@m Weid; ehertdidud Vs Birr€dNwhibldietyl et o Prdcifiti¥R $some

(%T??;%gﬁf“%?? Al Lo RAE SR 5 e Shebbfied f dilss. The
GvhiactedBhiol/Bimnes With tepthad, tht HepRmblfracioRs é\fitporated

iy oy e e oy R

9{9m¢tb@¥}’oﬁ]&ftfl¥8x‘9n dle.acryl ani de To a
suspensi on of 8.70 g (40. 6 nnDI)

3 (A- df | oxy phenyl )-acrylic acid in 60.0 m
t%&ryﬂ &ggfgﬁ{@ﬁyand . N, N- di net hyl f or mani de a
solution of 5.14 nl (609rmo|) oxalyl chloride in 10

ren PR ELNGEL 1 A0S, A e A0 6PEel Y gitag T rt bzt

2218, Ar-H)odal (it Bip@Calia), §.34dr Bhf+@H), 7T80¢dy HIUAL-HN8.17(s, 1H,
S@lyblepn was cooled to 0-5C again and then added

wthin 15 mn. to 150 m of a 25% aqueous ammoni a
solution. The separating oil vvas coI | ected and

stib)r r ef [1-4-{B0 (B4 Difldbrdaiefioxy-Phenil- %ﬁigg] dp@a%
e S e B O 80
in Vo509
(4-Difl uor onet hoxy- phenyl ) -acryl am de. Ms: M= 214.2
72‘}? th ) (0. 9_1[ &Qmﬁgp Ytgl%)ﬁg{\ése \%ere ggv.eg I—ﬁs Z glugg{ltof %9_(}::2115; (0.91
) 47(2{[5(2@{5 triagol- B-yHpthoXymahyl);phthpl MHp.0 ml GBVIH ,andHtirred
Zor 15" mf.- 280 rﬁQ O&f&lg %ﬁﬁ)l)PqTélﬁgt?leQé{l}Q—ozz-?23—64~d1ﬂuoromethoxy-
phenyl)-vinyl]-oxazole were added and stirring continued at r.t. for 12 h. After
addition of 20 ml water the resulting precipitate was collected, washed with water
(2x 10 ml), methanol/water 1:1 (2x 10 ml), a small amount of diethyl ether and
dried in vacuo at 40°C to yield 256 mg (60%) of the product as beige powder.

"H-NMR(400MHz, Ds-DMSO): 8= 3.80(t, 2H, CH,-CHy-triazole), 4.40(s, 2H,
OCH,-Ph), 4.58(t, 2H, CH,-triazole), 5.00(s, 2H, OCH,-oxazole), 6.99(d, 2H, Ar-
H), 7.09-7.25(m, 5H, Ar-H, vinyl-H) 7.14(d, 16.7 Hz, 1H, vinyl-H), 7.30 (t, 74.0 Hz,
1H, OCF,H), 7.53(d, 16.7 Hz, 1H, vinyl-H), 7.72(s, 1H, triazole), 7.79 (d, 2H, Ar-
OCHF,), 8.16(s, 1H, triazole), 8.20(s, 1H, oxazole).
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- 24 vi) 4-Chloronethyl -
[ 2- (4-di fl uoronet hoxy-phenyl)-vinyl]-oxazole 4.50 g

W@ 250903801 ) 3- (4-Di fl uor omet hoxy- phenyl ) - acr yPEIRER®)5/002834

3.20 g (25.2 mml) 1, 3-dichl oroacetone and 45 i
toluene were kept at refluxpsenperature for 22 h wth
conti nuous renoval of water by use of a Dean-Stark
trap. After renoval of 5 solvents in vacuo, the
Efshfe was stirred with diethyl ether, the

recl pLtati | t : =1
R S N S S
yhsdtoey Misenzgrky)aathdi 1 Hhlleh3 itiiazsde wi t h hept ane, the
heptane fractlons evaporated and the residue dried in
vacuo. 4- Chloronethyl 2-(4-
d)l&-(l;lrﬂhﬂmﬂ@olxﬁ}up giogol-§ivhy 4%%@ ole. 10 MB: M =
286. 2( APl +) 1H NVR(400MHz, D6-DWMBSO): 6= 4.70(s, 2H,

%I—an%ﬁ@ﬂzgﬁ 8 gsfclﬁg m%:gl) 2é,:§%l{19rcgb?rgfo d}f&{f,olei_g—?él aldehyde,
8.2 fgg Ojihknolﬁiﬁalbﬁica)ud 026\gi (640 ITnmpD-pipetidi@e and 40 ml pyridine

ft'@gﬁé@ %L%%g% ﬁ%f}&d‘é [d@{éléprng&ﬁzc%sed (3h). After

2801migg (cDrcﬁﬂn pemoperat@fohSodiaionhpikiingevasenoaresl orlie k08 giice and

I 0,
}8 Ef%”%@% Titadaplte s SRt et Wlﬁhhve"ﬁt“ TR g Yied
Ogmds -Difélepmfhsfnzq@ 3&@11‘?"02 r?gﬂ( mol )

4hchI?ronethyI 2-[ 2- (4 dlfluoronethoxy 20

phen vinyl ] ox dde stirrin
Gﬁﬁ%é%%@@héﬁoﬁwpz 5ﬂ$T§ YA ardl di tion o? 20 m
water the resulting preC|p|tate was col |l ected, washed

MR Etion B 58 e 1 TERRNS! SU Ao ek 210 I 551

%ﬁrlicacgdl ial40 rﬁBtﬁtra]gyd(r@fDl%n oid 9. ﬂ@ﬂd}f,@&d@pethgl fggpg@lde, § 86 ml
mog%){%%ﬁg}ﬁgxq as %e@w%wm@a‘t @C&Oi@im 18 IThlnq%‘hrnng was

Qieptipned 261065°C Srod ming lamd@chzatomm be@tlgg(%teregﬂé The
Atresul{")ll_g sgluggn Zvag%dilkd ad0- SPC'agmedrfdyﬁhellr%dae(ﬂMtﬂm 1%5min. to 34

71n153)(fdan \;/glé‘r’}q ag&eoui }_fo?q;}qu |of Iq)mmgm?z CAstler 1s"g}rr1{1$ %f 3|0e5n1n the
r%@i {talted 2thid&ivas CEIHICRN, wAsHed( with Idtert arndadn¢Cb)1t 40°C in vacuo.
g ?90‘?]5%— (Q,é%i%lugl)d-bélr\go Fﬂ?_]%‘io%?—%% -E&}l’aﬁﬁ@@@éfe QBES34.

'] NMR(400MHz, Ds-DMSO): 8= 6.59(d, 1H, 2-H), 7.14(br, 1H, NH), 7.41-
7.46(m, 3H, 3-H/7-H/6-H), 7.53(br, 1H, NH), 7.66(s, 1H, 4-H).

jii) 4-Chloromethyl-2-[2-(2,2-difluoro-benzo[1 ,3]dioxol-5-yl)-vinyl]-oxazole

6.90 g (30.4 mmol) 3-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-acrylamide, 4.76 g
(37.5 mmol) 1,3-dichloroacetone and 50 ml toluene were kept at reflux
temperature for 48 h with continuous removal of water by applying a Dean-Stark
trap. After removal of solvents in vacuo, the residue was treated with 60 ml of a 1:1
mixture of water/isopropanol. After filtration the precipitate was washed first with
isopropanol, then with heptane. Drying at 40°C in vacuo gave 4-Chloromethyl-2-
[2-(2,2-difluoro-benzo[1,3]dioxol-5-yl)-vinyl] -oxazole.
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- 25 Exanple 2 1- [2- (4-{2- [2-(E)-
(2,2-Difluoro-benzo [ 1, 3] dioxol-5-yl)-vinyl]

WO 200am913381- vyl net hoxy} - benzyl oxy)-ethyl] -1 HPET/EPDN3002834

] triazole i) 3-(2,2-Difluoro-benzo[1, 3]

di oxol -5-yl)-acrylic acid 5. m xture of 10.0 g (53.7
mmol ) 2, 2-di fl uoro-benzo[ 1, 3] di oxol e-5- car bal dehyde,
6.24 g (60.0 mol ) malonic acid, 0.46 g (5.40 mmol)
pMSeM=300) @RI+A0 m pyridine was kept at refl ux
tenperature until carbon di oxi de devel opnent ceased (3

Pk g0 o ol 8550 PR LS S B B, 70
Tﬁ@ PLR Ipsséat @HM@SH%?%%%% e her MAh MRt LrgRnd s, 1H,

dried.
30"(3202)'D|fl uor o- benzo[ 1, 3] di oxol -5-yl)-acrylic acid.
ii) 3 - (2,2-Difluoro-benzo [ 1,3 ]

divpxol r-52-y4-]2- 2 (9)- @p- Mﬂ@oa)eﬁ%[ne%éﬂﬁm- Brifdfd]-Bxazol-

EAN L AT e R )

N, N-di net hyl formam de, 3.86 m (45.0 nmol) oxalyl

o P 0 MR BE SRR R i Sl g ity g mg 100
%%-éls@éﬂfatamlelwhpm@axx Jephenthin 5.0a8LUDMMhend stirred for 15

S&lidl%'o@rin g eE06 ﬁ%glg 4 811#0%% Al 2[;2/0 posl dﬁﬂlﬁd}o%%ﬁfﬁi1,gl]1d18¥ol-s-

hi n 1 m.n. agueous s

A oxapelg ress meriﬁg poFrimoeontinued per-t. fotel) piAftar eddition
agfi20enWagerCtble H&@Itﬁg pr@@l el wak EdllevRE SWrashBd wikthi veferdx 10 ml),

acuo
1%% el jampunt of dicthyl cthey angedried in
ohteo aet)°C20yi }d-N\]{R@gOBI%-]ZQfa%igBI‘yﬁ@derS 6.59(d, 1H,
2-H), 7.14(br, 1H NH), 7.41- 7.46(m 3H,
31H/7 H6' -H, 7.53(br, 1H NH), 7.66(s, 1H 4'-H).
NMRLOOMHZ, Ds-DMSO): 8— 3. 82(t 2H, CH,-CH,- tr1azole) 4.41(s, 2H,

40@11112%9@5§(x|zﬁ E:ﬂrzit?iaz%ﬂs' fs'o%f inbeﬂﬁq -oxarb ) OX B (aP2M, 3'-

|
DR i o) Ao P yl-Hi Sk U8, ArOCE),
4. 57167@0(&@1{5me) Alo§c1dzl) Chy Q0B trReleRVd KA, mi ArO,CF,),

t vvere eflu 25tenperaturefor
({) lhil Jfﬁ ip?%( on?_ﬁ Sater by appl yi ng a

Dean- St ark trap. After renoval of solvents in vacuo,

t 4due was treated with 60 mM of a 1:1 mxture

migt‘e‘rllso ropanol . After filtration the precipitate
walk2- (Aa&w[e?d(ﬁ)r(ﬂ riffwarpmethydswfoprrptienyd amylivoxsrohdpilmethoxy}-

Behizfloxpl eth§-1HL[¥,28YRia8a¢€ 4- Chl or omet hyl - 2-

i) 3-(4-Trifluoromethylsulfanyl-phenyl)-acrylic acid

A mixture of 5.42 g (26.3 mmol) 4-trifluoromethylsulfanyl-benzaldehyde, 3.12 g
(30.0 mmol) malonic acid, 0.26 g (3.0 mmol) piperidine and 12.0 ml pyridine was
kept at reflux temperature until carbon dioxide development ceased (5 h). After
cooling to room temperature, the reaction mixture was poured onto 50 g ice and 15
ml 6N HCL. The precipitate was isolated, washed with water and dried. Yield: 5.90 g
(90%) 3-(4-Trifluoromethylsulfanyl-phenyl)-acrylic acid.
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[2- (2,2-difluoro-benzo [ 1,3] dioxol-5-yl) -vinyl]
- oxazol e. WD 2005/ 090338 PCT/ EP2005/ 002834 - 26 ME:

wWOL003003688 (APl +) . 1H NVR(400MHz, D6- DMSO : 6= ECTOP®5/002834

2H, CH2C1l), 7.20(d, 1H, 2-H), 7.45(d, 1H 7'-H),
7.55(d, 1H, 3-H), ), 7.56(d.23H, 6'-H), 7.92(s, 1H,
4'-H), 8.18(s, 1H, 5 oxazole). iv)

1[2(4 {2-[2-(E)-(2, 2-Di fluoro-benzo[ 1, 3] di oxol -5-yl)

- {H-NMR{ 40088, DADY STk Bﬁ)é)dis(cﬂxa;H)@LHX,)éi)ﬁdaﬁﬂhMEJ %H‘)la 7.74(d, 2H,
13523 odi um hydri de
vv'?(’er/e5 _g){/#eg bﬁgzzsso/fn)‘g{_l()buoﬂ %%gé#} 00 mmol)

4-(3-[1,2,3]triazol -1-yl-propoxy) - phenol in 5.0 mM DWW

ai_")g?q%% ;Igf#gltgﬂ{,‘ﬁéth}ﬁf]f&% E%‘Q%YIEP&& 0- engco) Fmil )3]

di oxol -5 yl)-vinyl]-oxazol e were added and stirring

C'Ddﬂtd éndén lofts.24 og @21 1hmrAbl) e3- (@ﬁ‘ijﬂddrgﬂleﬂ'g'ﬁsu?fgnfﬂggenyl)

t t ate
I‘W&?g re%:g) I n?ﬂ‘?ﬂ‘ S RANd G 81? DY, N dpsthylfpriapnide a
awd;htmns Uﬁ12170aﬂbl(l3ﬁ0 ahmdl)edtall chlditte ﬂlnﬂOCifal eélrdbfdrofuran was

R A P R T o A ) e

@3 h et roomh egmpetatnig therafer. ’Itb@lfesuhmg somtﬁm(was @klled to 0-5°C
ng'arﬂ Elh@ztﬁérﬁgaddé‘t %téh?n 1%;19111@3/2%&?(?@ Jnfa _}5{%%%&90ﬂ_|ziﬁlmoma
\ﬁo}.}y}on}._ﬂﬁfteqev,gg?@tlom 0 'tl;;‘r@g@pp_)so vent, 200.ml wafeniverrtadded and the
VsjohycionH;ooMOZ eap?ta?ea(ﬁmdé-w,as tdlieae@l Washed wB(Whterldid dried

o a%éo Ee | VﬁﬁllCEx lﬁlﬂ é}@ #8F22f9uoromethylsulfanyl -phenyl)-

[@r;(l&)uctm Trifl uoronet hyI suI fanyl phenyl ) -vinyl ]-oxazo
| - 4-yl met hoxy}- benzyloxy)- ethyl]-1H][ 1,2, 3]

triazol e i%@& . .
MBAMTF 248.UdPdMmbt hyl sul f anyl - phenyl )-acrylic acid 25 A
m xture of 5.42 g (26.3 mmol)

- t hyl sul f anyl - benzal dehyde, 3.12 30.0
TEbNMEUBLAE, BLisseTol ¢ enzaﬂwﬁﬁh 7331 11 NeDapd6(d, 15,

12H), 62 (by,NiH] IN1E), Wm(ddgqm AatHy.ef l ex tenperature until
car bon di oxi de devel opnent ceased (5 h). After

iii) 4-Chloromethyl-2-[2-(4-trifluoromethylsulfanyl-phenyl)-vinyl]-oxazole

4.45 g (18.0 mmol) 3-(4-Trifluoromethylsulfanyl-phenyl)-acrylamide, 2.80 g (22.2
mmol) 1,3-dichloroacetone and 50.0 ml toluene were kept at reflux temperature for
40 h with continuous removal of water by use of a Dean-Stark trap. After removal
of solvents in vacuo, the residue was purified by chromatography on silica gel
(eluent: heptane/ethyl acetate 1:1). All fractions containing the product were
concentrated to a volume of 10 ml and the crystallized material isolated by filtration,
washed with cold heptane and dried. Yield 2.02 g (35%) 4-Chloromethyl-2-[2-(4-
trifluoromethylsulfanyl-phenyl)-vinyl]-oxazole.

MS: M = 320.1(API+)

'H-NMR(400MHz, Dg-DMSO); &= 4.71(s, 2H, CH,Cl), 7.30(d, 1H, =CH), 7.59(d,
1H, =CH), 7.74(d, 2H, Ar-H), 7.89(d, 2H, Ar-H), 8.21(s, 1H, oxazole).
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cooling to roomtenperature, the reaction m xture was
poured onto 50 g ice and 15 m 6N HC . The

w@e@sipidsat e was i sol ated, washed with water apPdI/@P100£002834

Yield: 5.90 g 30 (90% 3-
(4-Trifluoronethyl sul fanyl ~pgenyl) -acrylic acid. WO
2005/ 090338 PCT/ EP2005/ 002834 - 27 1H NVR(400MHz,
D6- DMSO : 8= 6.65(d, 1H, 2-H), 7.63(d, 1H, 3-H),
Zv2)7 ér g g,- [224]2-1,- {2-3- @) B4-TijflucfoidéihylsulfthylBhehfl)-vifyl|-oxazol-
: r, N .

3-(4- L lﬂeﬂa"g%Péﬂﬁ'F%er—%ﬂ%ﬁﬁ] -lagglreyl am de To a
suspension of 5.24 g (21.1 mmol)

=(4-t1hf| f 5 - ' '
33l 0 DSBSt QREYy a8 o) s (10
spoB)i 4ré2-h1:PAlirieedt lil-ethoxsenethyliphepolin70 il PASF gnd stirred

1504 3 nfi% 3304 mg h zhi'tgo %1%@01:) -Ghidr Sinethol-2- 0y drteiflubrsinsthgsulfanyl-

e R o et s oS B, A

taﬁﬂflﬁigladﬂzo enltweérché tultingheedipisit whngashet tivicowithald) ml water,
00 0 0-5C i nd_t . eglopM .t hj ¥ .

260 18 mbnctharcy, S8DED eBo0 phd e el VR, Tids: 300 me

€609 paleibeige pbwtlere or gani ¢ sol vent, 200 Ml water were

added and the solution cooled. The precipitated am de

s coll ected, washed with water_and drjed . at, 40C |
M@Q@g% 3.802t, 2H, Cﬂz-CLIrﬁ-trlazole), %.40?& 2H,

h%ﬂbgﬂ%-}fﬂ)fz %‘i oi0na! Q¥ SHhiA)y 5008 M, D)éacmgb%@mmz ,d@99(§szﬂ, 3-
VR EHAR) (8@ 21y 3Ry 750 pa i Vipa Ey 758 (a, e Aty 1),
7.8 AP, A4SCENLY.72(&, TE(wzolé}7.7A¢d, A, ArBCYs), 8.08(s, 1H, triazole),

- Chl ar.onet hyl,\- 2- [ 2-
?84%?%@6(% t hyl [sul fanyl - phenyl ) -vinyl] -oxazole
4.45 g (18.0 mmol)

adadolL i f L uoromet hyl sul fanyl - phenyl ) -acryl am de, 2.80
; mol ) 1, 3-di chl oroacet ope .a 50.0 nm, tql uene
voei%(%%;{Z-éE)-@Tﬁlﬂ%@&%@%ﬁh@@ygowﬁgex ?ﬁ'XHWﬂ’OXY -
%&Bﬂfpahgfﬁmgi,z,gjum@aer by use of a Dean-Stark
trap. After renoval of solvents in vacuo, the residue

was purified by chromatography on silica gel (el uent:

hig Bt @-EYifidrymedoayygitengl)hyrylidlatidf r act i ons cont ai ni ng

the product were concentrated to a volunme of 10 m

and the crystallized material isolated by filtration,
wAsiatireiof 5.00 @l (3-8Aeplk 303 namal) dr-iriflroryngthgxp-bepralflehyde3. 10 g

4('3% &WWB&YAn’igéiﬁ,‘d% g (3.0 mmol) piperidine and 15.0 ml pyridine was
kept at reflux temperature until carbon dioxide development ceased (3 h). After
cooling to room temperature the reaction mixture was poured onto 50 g ice and 15
ml 6N HCL The precipitate was isolated, washed with water and dried. Yield: 5.20 g
(85%) 3-(4-Trifluoromethoxy-phenyl)-acrylic acid.

'H-NMR(400MHz, Ds-DMSO): 8= 6.57(d, 1H, 2-H), 7.40(d, 2H, 3’-/5-H), 7.62(d,
1H, 3-H), 7.84(d, 2H, 2’-/6’-H), 12.5(br, 1H, COOH).

ii) 3-(4-Trifluoromethoxy-phenyl)-acrylamide

To a suspension of 4.90 g (21.1 mmol) 3-(4-Trifluoromethoxy-phenyl)-acrylic acid
in 30.0 ml tetrahydrofuran and 0.3 ml N,N-dimethylformamide a solution of 2.70
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25 trifluoronethyl sul fanyl - phenyl)-vinyl] -oxazol e.
MS: M= 320.1(API+) 1H NVR(400MHz, D6-DWMSO): 6=

W@ 20030:332H, CH2Cl), 7.30(d, 1H, =CH), 7.59(d,PCIERP2005/002834

=CH), 7.74(d, 2H, Ar-H), 7.89(d, 2H Ar-H), 8.21(s,

1H, oxazol e). WO 2005/ 090338,4°CT/ EP2005/ 002834 - 28

V)

1-[2-(4-{2-[ 2- (E) (4-Trifluoromnethyl sul fanyl - phenyl)-v
lrﬁL/ (2.0 xad6l) ox4lyy LhIetide Ky }Sf)bﬁhﬁ’e&'ﬂaﬁi}‘d&bﬂﬁﬁﬁ%als -addkd dfopw1se at

o R SR PR b ORF E ot b (1 R0 il Pt s room

[tim@;eﬁ}ul’e rthazafter. The ydsuhﬁ)ganhllmahhiyds)coohﬁemm 59agaiatid then

?Méﬁ? 37 orre;l%%ﬁg t0[572'5f I?l; % ?%%&u%gust %EP’IS%.II rl )After stirring

dReAY [nyiny thwpl]ecm)&atzdla@nde was geltrsteda m@slmdq Wlth n‘glter and dried at
PE RS 024 48 ?kgzo@y 8L (AL B Muorbfdeoxyastihii- %@WP{néﬁgﬁ {”h

water the resulting precipitate was washed t

10 M water, 2 x 10 m nethanol, diethyl ether and

dvibed -ap3UH@EPIR) vacuum i el d: 301 mg (60% pale

bei ge powder. 10 'H NVR(400MHz, D6-DVMSO): 8= 3.80(t,

2H, CH - CH2 triazole), 4.40(s, 2H, OCH2-Ph), 4.58(t,
ﬂkﬁQMSQ)_23%6 62(d, IHCEmbidﬁdirelﬂ, NE)(.42(d, 2H,

/?31{21 7%@% o OI7 ﬁéf' TH ‘T\'II—II)Z 7“%0@1 ;’F![,?E 2]5 @ﬁl( d,

ArSCF3) 7.72(s, 1H trlazole) 774(d 2H, Ar SCF3),

E;(lg@ngﬁ%orﬁﬁlejcﬁ}{llzﬁ%22{f@éiﬂuogoﬁéﬁl%xy—kﬂenﬁ)&m]e%xaz&ﬁ

[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol -4-yl m
@:2‘80)gy}(18 beﬂmydlp)QLIé-QTriﬂMb}ométhbky bhérmy?)r&rﬂllaﬁlﬁde@ZDB@ d )(22.2

mx(n:c")a-rré ; ggc% cl)q O)%g%%mn%l %)él? S ﬁs{ﬁsﬁ: S(ep% ag re%lux temperature for

Abth Wﬁhwontlmﬁscncmwe]mfakedaﬂy)dese  .alDean-StaBOtrBp.ftdr Jremoval
rHT' 39 eﬁtsal‘ﬁ' Qacug 4R ges{d:t)ie Ow%ﬁﬁe?f B ch%rﬂgtogﬂgh% onbsﬂa gel

i ne was reflux t tur

{Flogntcheatanel e@lmlrewtatee 3d:éH x(dé fn‘c)ctlom tcentainjog|thagroduct were
rc@ﬁé@nftﬁf@letb%t\#éﬂlﬁné BE10 #&hd B (il MASriRYIRE BPfilration,

Wasged th cold1 ieptane and dried. 1.75 g (31%) 4-Chloromethyl-2-[2-(4-
triftuoromethoxy-phenyl)-vinyl]-oxazole.

MS: M = 304.2(API+)

'"H-NMR(400MHz, Ds-DMSO): 8= 4.71(s, 2H, CH,Cl), 7.21(d, 1H, =CH), 7.40(d,
2H, Ar-H), 7.58(d, 1H, =CH), 7.87(d, 2H, Ar-H), 8.19(s, 1H, oxazole).

iv) 1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-
4-ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]triazole

25 mg (1.00 mmol) 95% Sodium hydride were given to a solution of 219 mg (1.00
mmol) 4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenol in 5.0 ml DMF and stirred
for 15 min. 304 mg (1.00 mmol) 4-Chloromethyl-2-[2-(4-trifluoromethoxy-
phenyl)-vinyl|-oxazole were added and stirring continued at r.t. overnight. After
addition of 20 ml water the resulting precipitate was washed twice with 10 ml water,
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m 6N HCl. The precipitate was isolated, washed with
water and dried. Yield: 5.20 g 25 (85% 3-

W@ 20050903B810r orret hoxy- phenyl ) -acrylic acid. PCT/EP2005/002834

"H NVR(400MHz, D6-DMSO) : S= 6.57(d, 1H, 2-H), 7.40(d,
2H, 3'-/5"-H), 7.62(d, 1H, -3gH), 7.84(d, 2H,
2'-/6"-H), 12.5(br,1H, COOH). ii)
3-(4-Trifluoronet hoxy-phenyl)-acrylanm de To a
sus e mglimethaiol Adiethyleth@lantl driwdla) 45°C in vacuum. Yield 352 mg (72%)
3= ' romet hoxy- phenyl) -acrylic acid 30 in
3%41§rlér$1§b{)\]§tf§éhydr ofuran and 0.3
N, N- di net hyl f ormam de a solution of 2.70 WD
200500 OBIR1ITL O EBAIRS. 082 8%¢h 1, -1 dcHCH 384 !
E ’5 2?2%%@, 2 C%i';dCIrﬁz 'a'mgolggge%@(s,) 2H,

o) [_chlarjde Tn_ 5.0 m_ tetrahydrofuran wa

D 45 O R hiaagihErDL (S (e sl 6 PP 3H, 7-
s eal Lor e o ) T P Sath 21 AfOCF),
5] O dEE vl aGadt b nfealh ol 8/ ThcARIChS. £ B 1m
duiaedes 823w bHaoeable).i on. After stirring 5 for 30 min.

the precipitated am de was col |l ected, washed with
water and dried at 40C in vacuo. 4.48 g (92%

FExample 5 | uor omet hoxy- pheny! ) -acryl ani de. Ms; M =
B3 2 N ool
R TIgxy)iey Yi‘-"-ﬂi&}%%@? 1H, NH), 7.70(d, 2H,
2'-/6"-H. 10 iii) _ -
D BIARY o S aTRsiggy P )i
3-(4-Trifluoronet hoxy-phenyl)-acrylam de, 2.80 g (22.2
I [ Q. .

o e fo-21 ot 26Ah Ay Ag: whp difth gk Cp0'E08 Rl of 100
retpetranmel) latdexby-chissowpthyl-bennansead €19 mg|f5.4Aimeol) 2-(2H-
(a0l oML S5 Sod to r
IR AR &t ﬁ?redé%"éfl%.is ¢ aZtSP %/Fﬂ wafqr aﬁfi@fé?ﬁhﬁrf@rré%@% wiap gejlected
tvhith p&@duﬂt di&ﬁll(fi_orrﬁgﬂﬁe,tmthét l@qhetoals ayﬁﬁkgmg&{teéox{vﬁh 10 ml

e stal,ljze rial.isola iltration,
A o b e Britnin MR e gVer Narbbp
4- Chl oronet hyl -2-[2-(4- trifluoronethoxy-phenyl)
~AL - L. . = | +
Slél'-l‘rﬂ}lﬁl\/lk?s}( %%8%@%61513%%@41 agglocﬁ.e %%@e %ﬁgéﬁ% é]quc’)matography on
-p_ﬂg:gggl’ (ethyl acetaty / heptapmgl) to yield 992 mg (70%) pale yellow oil.

MS: M = 282.3 (ESI+, M + Na*).

'H-NMR(400MHz, Ds-DMSO): 8= 3.86(t, 2H, CH,-CH,-triazole), 4.35(s, 2H,
OCH,Ph), 4.54(d, 2H, OCH,-vinyl), 4.59(t, 2H, CH,-triazole), 5.24(d, 1H, =CH,),
5.37(d, 1H, =CH,), 6.04(m, 1H, CH=CH,), 6.88(d, 2H, 2’-/6’-H), 7.12(d, 2H, 3'-
/5’-H), 7.77(s, 2H, triazole).

ii) 4-(2-[1,2,3]Triazol-2-yl-ethoxymethyl)-phenol

A solution of 950 mg (3.66 mmol) 2-[2-(4-allyloxy-benzyloxy)-ethyl]-2H-[1,2,3]-
triazole in 20 ml dichloromethane was added to a solution of 1.71 g (11.0 mmol)
1,3-dimethylbarbituric acid and 104 mg (0.09 mmol) Pd(PPhs); in 40 ml
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2H, Ar-H), 7.58(d, 1H, =CH), 7.87(d, 2H, Ar-H),
8.19(s, 1H, oxazole). iv)

wa2(408409033§ 2-[ 2- (E) - (4- Tri f 1 uor onet hoxy- phenyl ) P@i/Bp10p35/@02834

xazol - 4-yl met hoxy} - benzyl oxy)-ethyl] -1 H [ 1,2,3 ]
triazole 25 ng (1.00 mmol ) 93%.Sodi um hydri de were

given to a solution of 219 ng (1.00 25 mmol)
4-(2-[1,2,3]triazol -1-yl -ethoxymet hyl)-phenol in 5.0
nﬂicmEomaﬂhaﬁé hiid stitred fmrr 4356h a’t mO°c3 Qe mBixfule Ofs BX@Aked with 3 x

enylsfp\rﬁgnﬁ ﬁ) S’(l{“é% é‘n%,elrse gﬂoégtcf)mbﬁrheél aqueous phases

CUﬁltel m@b‘a@cd with 2Zow efOning MlchlAmecthamﬂ dThé orgamic 2@tradts were

Ao BT B TS 8l e
xP‘irg)i‘?ﬁ behrRERENETaRhy cnlicageh esthyd meetaiel adhentangsa )it yield 690

Vﬁn@L(gW,)}ﬂfﬂjedlt@%g gﬁ/sﬁJZ% col orl ess powder.
H NVR(400MHz, D6- = 3.80(t, 2H, CH

-CH2-triazole), 4.40(s, 2H, OCH2-Ph), 4.58(t, 2H,
dm-NMRamn\emz, Bﬁmmso) 28 8HR- DNaCHL AT H,Gridflé), 4249(s, 2H,

3ocrfz1>{£ 4%}?@&% iyl %}ﬂ@%%ssé?(d o 2 O, %ﬁi@,dz P5-H),

777 52 ,ItHaZ(tlii)bai@GSeyH Ph@H).d, 2H, ArOCF3), 8.08(s,
triazole), 8. 22(s 1H, oxazol e). Exanple 5 10 2-

5. eI Yo bagheRp b phenr) W osmls

t eAzylofy)Althyli-2 ethyl] -2H
L g e T R ANy ) <ot

hydri de were given at -50Cto a solution of 1.00 ¢
(B tig (hfoinmdl) 85%\Hodiwym hydtile weregiher tcbs saletien af dl@i&% 1.00

nid) 3T L Shoichnée i e e i 58 S ANTE B yiered
@fr 13 .minst 3¢4r @ei ¥ &P nimghel) abhlonoimetlyl-€r [2adideifluofdreethoxy-
e lswﬁgﬁez“é%?dgé% A et Sonh e AATBL AR, Afver
@Fﬂl‘%} 6&&%@ genthg %@H&ﬂrﬁﬂﬁwew@ sashedgwicsathitQ mlwater,

02/1:‘ 10 el 2&Hanchlisthfitethorng diRERY 85°C iR WMAGHH nmelactstzmg (52%)

i fied by chromat ography on 20 silica gel
?‘Hﬂj B@‘g@%{te / heptane 1:1) to yield 992 ng (70%

paI e yellow oil.

'H-NMR(400MHz, Ds-DMSO): &= 3.87(t, 2H, CH,-CHj-triazole), 4.36(s, 2H,
OCH,-Ph), 4.60(t, 2H, CH,-triazole), 5.00(s, 2H, OCH,-oxazole), 6.97(d, 2H, 3’-
/5’-H-Ar), 7.14(d, 2H, 2’-/6’-H-Ar) 7.23(d, 1H, vinyl-H), 7.40(d, 2H, ArOCFs),
7.56(d, 1H, vinyl-H), 7.70-7.86(m, 4H; 2H, triazole; 2H, ArOCFs), 8.22(s, 1H,
oxazole).

Example 6
1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-thiazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazole

i) 3-(Trifluoromethoxy-phenyl)-thioacrylamide
A mixture of 60.0 g (274 mmol) 3-(4-trifluoromethoxy-phenyl)-acrylamide and

12.2 g (274 mmol) phosphorous pentasulfide in 2.0 1 dioxane was stirred under
reflux for 4 h. After evaporation, the residue was dissolved at 60°C in 100 ml
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M. M= 282.3 (ESI+, M+ Na}). 'H NVR(400MHz,
D6-DVBO) : 8= 3.86(t, 2H, CH -CH2-triazole), 4.35(s,

WQR)o5/0038Ph), 4.54(d, 2H, OCH2-vinyl), 4.59(tPCREP2005/002834

CH2-triazole), 5.24(d, 1H, =CH2), 25 5.37(d, 1H,

=CH2), 6.04(m 1H, CH=CH2),3$..88(d, 2H, 2'-/6'-H),
7.12(d, 2H, 3'- /5 -H), 7.77(s, 2H, triazole). ii)
4-(2-[1,2,3] Triazol -2-yl -et hoxynet hyl ) - phenol A
R6b1ebhRdl Hd P nilOw4t3r 8@dedMTlhe precipitate was isolated by ﬁltratlon,

AUEIREE LR

s0yellbwaplovkedlprodug. (11. 0 nmol ) 1, 3-di met hyl barbi turic
acid and 104 ng (0.09 mmol) Pd(PPh3)4 in 40 mM WO

2005/ 090338 PCT/ EP2005/ 002834 -31 _dichl oronet han

H NIRI( 4000 He.dDs- DMSB): 8t 74061 Hrherimibiar dligheH, Ar- H), 7.64(d,

t
%‘f{ %ﬁ?er ¥ WA, F1XAc-A0, 99§ 1}&46!&@21?@(;(15%11qm)and 15

the conblned aqueous phases were
reextracted with 2 x 40 m dichl oronet hane. The

25 @AH16roRxthylct-R2- (e tréfludz Onethivag-phiedylghvired] - thisroldVy SO4.
Solvents were distilled off and the residue 5 purified
by chromat ography on silica gel (ethyl acetatel

02 hegot(@m Rib)) Bq4yFrifubré@ethony -aglthisemide |18.4 g (145

f? d}cll]loro 41%9%471'5 ﬁ%ncﬁ%en% i%ﬁ(ﬁ(ed %ik-li‘ 4Gl After
eviporationr ®1|1@)f¢81©1€68\(ad pmﬁedzby/@rorn)itogmpéman g2 gel (ethyl
%fftét%/lid%xaneﬁ 10\ & yield 2.46 ig2ZChRYom&hBE-92-( HriflitbGiethoxy-

pheqyl)-yiny}] sthiagple@a yetlow solidr onet hoxy- phenyl )-vinyl]-oxa
zol - 4-yl net hoxy} - benzyl oxy) - et hyl ] - 2H

AL ek (e R i 7

Qi{,%n{yll—ﬂ, BV5si Hipthiazelg), -7eﬁ5l(1<b>@}‘he°trhlyli)) phenol in 5.0
DMF and stlrred 15for 15 min. 304 ng (1. 00 nmol)
4 Chl or onet hyl - 2- (4-trifl uoronethoxy

phieny | 1 [2r(4af2- []2-(ﬁaa(édfreﬂlmpmeﬁmwh&ﬁﬂl)wﬂ’ﬂ%m'
conti %Jﬁﬁinres Iben§>18£ﬁleﬁtst1} 1Af ey 3]taskdid i on of 20 m

wat er t t|n priéci pitate was washed twice with
10 M water, 2 x 10 ml nethanol, diethyl ether and

dgh e @?.0(915@1&)1@ 9v@CSodium Yiydride Apte giger{ E4golution of 1.50 g (7.00
mmol) 4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenol in 7.0 ml DMF and stirred
for 15 min. 2.06 g (7.00 mmol) 4-Chloromethyl-2-[2-(4-trifluoromethoxy-phenyl)-
vinyl]-thiazole were added and stirring continued at r.t. overnight. After addition of
20 ml water the resulting precipitate was washed twice with 10 ml water, then with
n-heptane and finally a little amount of diethyl ether and dried at 45°C in vacuum.

Yield 2.4 g.

'H-NMR(400MHz, Ds-DMSO): 8= 3.82(t, 2H, CH,-CH,-triazole), 4.41(s, 2H,
OCH,-Ph), 4.58(t, 2H, CH,-triazole), 5.18(s, 2H, OCH,-thiazole), 7.00(d, 2H, 3’-
/5’-H-Ar), 7.19(d, 2H, 2’-/6’-H-Ar) 7.37(d, 2H, ArOCF;), 7.51(m, 2H, vinyl-H),
7.66, 7.69(2x s, 2x 1H, thiazole, triazole), 7.82(d, 2H, ArOCEs), 8.04(s, 1H, triazole).
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col orl ess powder. 20 1H NVR(400MHz, D6-DMSO : 6=
3.87(t, 2H, CH -CH2-triazole), 4.36(s, 2H, OCH2-Ph),

W@ 2@8090332H, CH2-triazole), 5.00(s, 2H, OCH2- ORCE/BPB);/002834

6.97(d, 2H, 3'- /5 -HAr), 7.14(d, 2H, 2'-/6'-H Ar)
7.23(d, 1H vinyl-H), 7.40(d3 2H, ArOCF3), 7.56(d,
1H, vinyl-H), 7.70-7.86(m 4H, 2H, triazole; 2H

ArCIFs) 8 22(3 1H, oxazole). 25 Exanple 6 1- [2-

Eﬁﬂﬁ - (E) (4- Trlfluoronethoxy phenyl) -vinyl]
i- -r(i- -&2— 4- Sr%%’f oxy—elrllzle Ovﬁ{?rl] %S{Qi’olh—fl&leﬁiox[y} 3 rﬁetﬁyl—
Bex(z"r;rldxfyb Hdiyﬂnﬁﬁﬁm;&pmm )-thioacryl am de 30 A

m xture of 60.0 g (274 mol)
3-(4- trlfluoronethoxy phenyl)-acrylam de and 12.2 g

0274 dredlydoxpRomethyt-beszaldehydaul fide in 2.0 1 di oxane

was stirred under reflux for 4 h. After evaporation,

t he residue d | ved at
2665 Gabawe Grresanerboasand o35 7S B Crepssiy iodide
erWﬁd glsolatida bf 1hteeg |01 Ecmmdl}i&éydasmbm@h)éd)ehg/aldehyde

s L Ak LR Ay

6B?®Lﬂohénmwda Ghstﬂl&di—l-o[ﬂkﬁ(&ﬂ@l\xleﬁdu@dw@p}lg@d een ethyl acetate
]‘f %&hl}}%g JgOE%lH ﬁ“]&é l(f_gamg ITlazyefrwaJ'D sepgraﬁﬂ( shd tRe d4heous

90]@@@3 exttmcted\m)ce Wlﬂ‘) ethyl acetate. The comblned orgamc Iﬂxases were dried
gab%%@a W@v@ﬂ.@g(@s%y bf4-uﬂ)ﬂ@f9921iﬁéthylpﬂtﬁﬂadﬂéhy~dbnyl ]

3 (4- Trlfluoronethoxy phenyl) acryl thioamde, .18.4 g
0H4’§IMRMD®M , DAl Baceio@e3HNCHER0L6M (bt HAMOCH,-vinyl),

me Lor r eyap
071, Rt (i, AShDh 600 o YBRCEE CHE, 406 4 1. 50,
(6e1416s1 lHa,dieHaIkﬁ é:bnbkéfié),lom)(s,tlgl @%E%)d 2.40 g
chIFroneLhyI f [2-(4-trifluoromethoxy- phenyl)
-V|ny -thiazole as yellow solid. 1H NVR(400MHz,
@allylpxy2-wethyl-phenylcpethapol 7 40(d, 2H, Ar-H),
7 54(s 2H, vinyl-H), 7.75(s, 1H, thiazole), 7.85(d,

2H
8.50 g ( 2'2_2 ‘mmol) lithium aluminium hydride were given to 250 ml THF and

stirred for 20 min. A solution of 19.4 g (110 mmol) 4-allyloxy-2-methyl-
benzaldehyde in 100 ml THF was added dropwise and stirring continued for 3 h.
The reaction mixture was cooled to 0°C, carefully hydrolysed with 40 ml
concentrated ammonium chloride solution, stirred for 60 min. and adjusted to pH
= 5 with conc. hydrochloric acid. A formed salt precipitate was removed by
filtration, washed with THF and the combined organic solutions evaporated.
Chromatography of the residue on silica (n-heptane/ethyl acetate 1:3) gave 16.0 g
(81%) (4-allyloxy-2-methyl-phenyl)-methanol as a slightly yellow oil.

'H-NMR(400MHz, Dg-DMSO): 8= 2.23 (s, 3H, CHs), 4.40 (s, 2H, CH,OH), 4.52
(d, 2H, OCH,-vinyl), 4.88 (t, 1H, OH), 5.23 (d, 1H, =CHa), 5.37 (d, 1H, =CHa),
6.03 (m, 1H, CH=CH,), 6.72 (d, 1H, 5-H), 6.74 (s, 1H, 3-H), 7.20 (d, 1H, 6-H).
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15 iii)
1-12-(4-{2-[2-(E)-(4-Trifl uoronet hoxy-phenyl)-vinyl]-t

whe@z0903381- yl met hoxy} - benzyl oxy) -ethyl] -1H [PAT/RPBP5/002834

triazole 182 ng (7.00 nmmol) 95% Sodi um hydri de were

given to a solution of 1.50.g4(.7.00 mmol) 4- (2-

[1,2,3] triazol- 1 -yl-ethoxynethyl) -phenol in 7.0 m

DMF and stirred 20 for 15 min. 2.06 g (7.00 nmol)

450N ol -aiiploly4-cldrdn{edhyl-2-iktigl-be@ichexy - phenyl ) vinyl ]
-thi azol e were added and stirring continued at r.t.
overnight. After addition of 20 ml water the

r Asolutiongf 68 (8P Lanmolyed-allshge- mm}qbphm;m tidtidnol in 270 ml

oo i L UPCEA 4 o

%qyl zhl&ﬂgle WE’ESC adql eIDStlm(fD’r 1 h:ﬂt 308@(temperature.
2blichf{drondeténk Ma@ﬁi%ltlﬂ}d off; ﬂddﬁll tdliene kd azaga)ésolv%né%é 8ved in

Zﬁcué:Hth% r@!& O!&% ’takyn ii@glg ZOQIIFII tz)iuepg -andy weshe (cgncentrated
2d4ddivin @aHRnate7sdbdi{on. T, orgasity Iphie way dfi6d add Qe%f»’d&aﬁd to give

O PO, Do o

PCT/ EP2005/ 002834 - 33 Exanple 7 1- [2-(4-{2-

s NM édeN/ij[PrI? oxylae-nye% (VISW@H%Xﬁ? 4213(1I Ylnyl),
a%?ﬁ éSi %Hﬂcﬁzpi)b o§é52(-dnéﬂay?c D3 édhy 5@112),76 62 (m, 1H,
(CE2OHW) 6.7 7@ aEs5-3, 6.82 bonat 6-12)19.29. (31119, 4-53: ESHgDI )

potassiumiodide were given to a solution of

(115 mol ) 4- hydroxy-2-net hyl - benzal dehyde and 55. 4 g
(458 niv2-[4-Allylpky-Brmathgbbényyhi§)-ethyl- L anmeia6k

stirred for 16 h at 65C Solvents were distilled off

and the residue distributed between ethyl acetate and

L. N%%dﬂ@?ﬂrﬁmboﬁ)@%éodm hydgdaiveert gyven avaS0%k pan abkdion of

anehot e(AQaama) Lamabali gg}og&ﬁahﬁ@ S4nORgRL AR §hiY) 525 ¢
ggz.&dpgllo E ](ﬁ-gil,@éﬁlfga@ X gg%ang]f in DMF The mixture was allowed
4oardrit Soylydo et hyikred gbZ 8hdeRY U8Be mlﬂﬂTé\W &M ated in vacuo
_a\I/lldrl:]%gE)r?Sldlg.% p(aatltgqﬂg'd%_ew c)ﬂgyl @ietetd‘, anﬂHvaterC%;' organgglayer
(was dridd @@e-Ba)Qy @dothie dlvediHyastdibilled off under reduced pressure to
yield 7.30 g (86%) 1-[2-(4-Allyloxy-2-methyl-benzyloxy)-ethyl]-1H-[1,2,3]triazole
as yellow oil which was used without further purification.

'"H-NMR(400MHz, Dgs-DMSOQ): &= 2.10 (s, 3H, CHs), 3.80 (t, 2H, CH,), 4.38 (s,
2H, CHy), 4.52 (d, 2H, OCH,-vinyl), 4.57 (t, 2H, CH,), 5.23 (d, 1H, =CH,), 5.37
(d, 1H, =CH,), 6.02 (m, 1H, CH=CH,), 6.69 (d, 1H, 5-H), 6.74 (s, 1H, 3-H), 7.10
(d, 1H, 6-H), 7.71 (s, 1H), 8.06 (s, 1H).

V) 3-Methyl-4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenol

A solution of 7.30 g (26.7. mmol) 1—[2—(4—A11y10xy—2—methyl—benzyloxy)—ethyl]-
1H-[1,2,3]-triazole in 100 ml dichloromethane was added to a solution of 13.02 g
(83.4 mmol) 1,3-dimethylbarbituric acid an 959 mg (0.8 mmol) Pd(PPhs), in 30 ml
dichloromethane and stirred overnight at 40°C. The mixture was extracted with 3 x

sat. NaHCOs-solution. The combined aqueous phases were extracted with
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6.74 (s, 1H, 3-H), 7.77 (d, 1H 6-H), 10.07 (s, 1H,
CHO. 15 ii) (4-allyloxy-2-nethyl-phenyl)-nmethanol

wW@2®8/09p36224 ol ) [ithium al um ni um hydri de WeCEEPI00&002834

to 250 mM THE and stirred for 20 mn. A solution of

19.4 g (110 nmmol ) 4-al |yl oxyss2-net hyl - benzal dehyde in
100 M THE was added dropw se and stirring conti nued

for 3 h. The reaction m xture was cooled to 0C,
Qﬁdflﬂ(f)ﬂd)lrﬂeyhdned'['bé y&aibinat olfgahik eiira2@ wenadead bﬁér3¢a2804 Solvents

TR Bl DA T i s B Py cresprioBiaphy Shsilica e

f(bcptame/samyl mcetatqom/htte) WAl rtenpividd 339 of i(53%at 3-dethyl-4-(2-
Ll t o
i e T e R S R

(n hept ane/ et hyl acetate 1: 3) gave 16.0 g (81%
(1141 RiMB4oaViEE, MRLHVE smdds csn@Hh ? §\$9@t SH Gi‘}'ib)/433 (s,

C%\ﬁé;)‘i 6 (tg8Hs CH: 5DS‘I)5§ 55((d; 1@4 Péaqgs (d, 1H, 6-

-HI) ayn)s, 13H)88.0% (s, 11H|?L923‘03, 118, (ZBI)(d 1H, =CH2 5. 37
1H, =CH2), 6.03 (m 1H, CH=CH2), 6.72 (d 1H,
5-H), 6.74 (s, 1H, 3-H), 7.20 (d, 1H, 6-H. WO
)05/ 09(23E8{2PCTAED DGO HOdS3%-phen@-viriyi] F9xazol-4-ylmethoxy}-2-

- I hyl -b A sol ut
P e mt - phonyl)
-msthanol in 270 n1 di chl oromst hane and 1.5 m DW
was rﬁ&ﬁir@d dfo #1530 (016 ( Jram%l)g 3%9&1@1@5& 1@@1@&%&1 1-yl-

Bereadeg]ﬁéow{y ?e}g stirre

ﬁv -Bhenol ang H9cREg o Cﬁﬁgmdpagbpmt%dnowfml 2-

M@amilnetwdtsu stieed da liﬁi)°6nfibr83ﬂ \nghhﬁes,r elivpy e4b imhg d((l)%uﬁhmol) 4-

T [ en I.n uene, an

Efcﬁocon Cent ?g(tie%ﬁ %roé‘?eg‘%ﬂ’%a?zlﬁa‘x%én@i) Pﬁ?ziol)enandrﬁgg‘ mg (0.86

angabi potpishse igdide drereaddeddrevsipungtved doatigiedovetdight. ghfter

| i

%2%%%‘”%.4‘3 e ok oy ﬁ*ﬁ? THNE460 Exiied with

cHey] jacgtateq T ccznblrr@éwﬂwiﬁywsfre 4evgBor(a§ed z@d 'the product
Ged . oR- éiﬁca( (teth%H" acetetd?) to i 14, rﬁﬁ" 26(402-12-(4-

g%’loropeé@mfygpﬁmz )—\gn)gd (ogﬁtz\?} i 11?1etli?oxy} 2- r%etfisl ben[';yloxy)

EtHy?- (M- [A12, 3} krdacples mpdHitel solié arejtigxat 11 41294Q - 1H-[ 1, 2, 3]
triazole 1.122 g (46.7 mmol) 95% Sodi um hydri de were

iven at -50C to a solution of
MS: M =483.5 (ES+)

"H-NMR(400MHz, Dg-DMSO): 8= 2.12 (s, 3H, CHs), 3.81 (t, 2H, CH,), 4.40 (s,
2H, CH,), 4.58 (t, 2H, CH,), 4.98 (s, 2H, CH,), 6.80 (dd, 1H), 6.84(d, 1H), 7.13(d,
1H), 7.14 (d, 16.7 Hz, 1H), 7.21 (d, 2H), 7.31 (t, 74.5 Hz, 1H, CHF,), 7.53 (d, 16.7
Hz, 1H), 7.71 (s, 1H), 7.79 (d, 2H), 8.07 (s, 1H), 8.18 (s, 1H).

Example 8
1-[2-(2-Methyl-4-{2-[2-(4-trifluoromethylsulfanyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]triazole

A mixture of 201 mg (0.86 mmol) 3-methyl-4-(2-[1,2,3]triazol-1-yl-
ethoxymethyl)-phenol and 169 mg (0.52 mmol) cesium carbonate in 10 ml 2-
butanone was stirred at 60°C for 30 minutes, then 275 mg (0.86 mmol) 4-
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5.630 g (31.2 nmol)
1-all yl oxy-4-chl oronet hyl - 2- net hyl - benzene and 3. 525 ¢

wa2006840328 mol ) 2-(1H[1, 2,3]-triazol -1-yl) - et PErBP20051002834

DMF. The mixture was allowed to warmslowy tor. t.,
stirred for 5 hours. The m.xgdgure was concentrated in
vacuo and the residue was partitioned between ethyl
acetate and water. The organic layer was dried over
NaR SO ethyH 24D 4 seifluertmethgsudfasyi-phengtl ) efifiyliHoderole andaed mg

USRS ) ot (AR e v spiug g
tAﬂeAzemwratm 5&@ diue wras inhixedh wath amasou@&@ow {10 wand extracted

]EVH{H bey1 :R:‘é‘cra;téc 'T%@tcbﬁiynéd"%@é}mmd nga%@d and thé ptOduct
‘pvkifcq gn sih (e s<piatg) YAl 590 pug (S305) it A apg white solid
bhblti 2°®. 37 (d, 1H, =CH2), 6.02 (m 1H, CH=CH2),

6.69 (d, 1H, 5-H), 6.74 (s, 1H, 3-H), 7.10 (d, 1H

6-H), 7.71 (s, IH), 8.06 (s, 1H). 25 v)

MBIy 178 (EB+H) 1, 2, 3] tri azol - 1-yl - et hoxymnet hyl ) - phenol

A solution of 7.30 g (26.7. nmol)

l - 2 4- AII | oxy- 2- msthg benzyl oxy) - et hyl
zdDMSOn: 46Q- 13 (sddldh brﬁe&ﬂn n@HWART), 4.40 (s,

Q@@HE)%@SS@'ZH'@HZP% ob3(s échﬁ g%ﬁs -8l ()m 2 gé 7.13(d, 1H),

h Ib b
b e s 130 h 6 (e ot 0o 0 (0. 80U 4 or, 5.7

Qy,err), g.hs (@tlHZ}OC The m xture was extracted with 3 X
0 sat. NaHCO3-sol ution. The conbi ned aqueous phases
were extracted with WO 2005/ 090338 PCT/ EP2005/ 002834
Ex3ample®d chl or onet hane. The conbi ned organi c extracts

GZ@ ZﬁMeﬁl 121/ - 2%—2@ u})f(?ﬂétgggéﬁ %ﬁﬁ@r nﬁ.{xg%%&'a#lslq%lﬂ‘refthoxy}
éenzsdaxs@@tthyll th&lahﬂ)trIMI acetate 1/1 to 0/1) to
yleld 3.30 g (53% 3-Wethyl -4- (-

t | - th h
s”m .m&u&e?l?&fg 1 921393 oxé”ew%bnqs o 1- &Tbﬁébfmcé—l -yl-
grB)the(ﬁldB)ands‘mE;%m@t (0. %éﬁll?)ces1ém3%r66nate 21,10 ml 2-
%Ei@‘?“ﬁo tgbiged gt o for g miblity Bidn 363 S o) -
Thjqrodettyl-252- (1Hr1ﬂﬁbﬂ0meth¢xy—phenyl)—v1nyl ]-oxazole and 143 mg (0.86
4- I
]rﬂln% )E‘%c{t%s%ldnf écﬂa h&?&cgéa's i ﬁ%rlﬁg %¥ hcz){l 1?% %lzeg Bh0 After
r:V@p@anon, rthazwdelews,qnmesltvuﬂeaweomma B&lc}maétr%cted with
R ¥ ated K1k EdmBimddl { &xtAER! wéreYdiried, evaporated and the product

purified on silica (ethyl acetate) to yield 208 mg (49%) of the title as a white solid
melting at 84-85°C

MS: M =501.6 (ES+)

'H-NMR(400MHz, Dg-DMSO): 8= 2.12 (s, 3H, CHs), 3.82 (t, 2H, CHy), 4.40 (s,
2H, CH,), 4.58 (t, 2H, CH,), 4.99 (s, 2H, CH,), 6.80 (d, 1H), 6.84 (s, 1H), 7.13(d,
1H), 7.21 (d, 16.7 Hz, 1H), 7.40 (d, 2H), 7.57 (4, 16.7 Hz, 1H), 7.71 (s, 1H), 7.86 (d,
3H), 8.07 (s, 1H), 8.21 (s, 1H).
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et hoxynmet hyl ) -phenol and 169 ng (0.52 mml) cesium
carbonate in 10 nl 2- butanone was stirred at 60C for

w@oosmmises, then 246 ng (0.86 mmol) 4- chl or oPET/BP10026002834

[2- (4-difluoronethoxy-phenyl) -vinyl] -oxazole and
143 ng (0.86 nmol) potassi upyi-odi de were added and
stirring was conti nued overnight. After 15
evaporation, the residue was nixed with aqueous NaCH
(mldgd_extract ed with ethyl acetate. The conbi ned

t d
oL A AL s
oxy-gthy}f- ]{H_*{{,Z,-”Itmazﬁﬁfl uor orret hoxy- phenyl )
-VI nyI ] - oxazol - 4-yl met hoxy} -2-nethyl - benzyl oxy)

hyl 3]triazole as a white solid nelting at
1159 &@é%%ﬂumpm Dsmethangl 11 NVR( 400MHz,
D6-DVBO) : 8= 2.12 (s, 3H, CH3), 3.81 (t, 2H, CH2),

gﬁ? s %%?F}H%l%s’siﬁgf ggétai’m% H,%ndct;'%% (gﬁ(’zglgq ﬁ@@éf}gmssium

(i0dide6. Werkiz giveh) ;to 7.a2 soludion2 Hf, &1B1g( t(42.94 ntmbb), ZLﬂlloro 4-

W&gng ;ﬁﬁgﬁ&fh%&d %o. ggzg(l 73 F%fﬁ i @o’mld@n 290 1 of [22butanone

fonr 32 fat 655C. Solvents were distilled off and the residue distributed

(H’eﬁv&érf étH ra‘é@‘[ﬁierh\ﬂdSPNfs%ﬂwm B?@fb\ﬁ@e Fh@ﬁ%éamc?éf&%as %fparated
oxy).- et hX

/_érrtﬁd; %%J g gt gb Znﬁ)|(§5%) of (4- a]lyloxy—z fluoro-phenyl)-

&nméhhgll 4 (2 [1,2,3]triazol-1-yl- ethoxynethyl)

-phenol and 169 ng (0.52 nmol ) cesium carbonate in 10

r§1 2- 30 butanone was stirred at 60C for 30 m nutes,

t MR E0ONH D GIRClnnd)1. 70 (\OH, (S ), i3 3,82 H, OCH,-vinyl), 4.67(d,
/ / _ -

(F:%hi‘;Ir oréggrrg?ﬁ QQ& 41 éﬁz}lsuélr(o Hﬁ CHf)f a6n0y2I(mpheﬁy ¥ QHZ)’

i N3 (- Bie )eﬁa ]2135 K> 7@@@8@Hnﬁ1ﬂ)) pot assi um i odi de

wer e added and stlrrlng was conti nued overni ght.

After oration, r esi was m xed with aqueous
NHoH (ﬁ%ﬁﬁ% g)‘(‘PF‘hét‘ mwea‘ﬁ’?@f’ﬂ%neacet ate. The

combi ned extr act s vver e dried, evaporated and t he

2 SR B LG DS i m
wsmetshaﬁe 31 (e 4 0:5 r@EBMF was cooled to 0°C. 2.17 ml (3.57 g, 30.0 mmol)

thlonyl chloride were added slowly and then stirred for 1 h at room temperature.

Dichloromethane was distilled off. The residue was taken up in 100 ml ethyl acetate

and washed with concentrated sodium carbonate solution. The organic phase was

dried and evaporated to give 4.47 g (97%) 1-allyloxy-3-fluoro-4-chloromethyl-
benzene as coloured oil.

'H-NMR(400MHz, CDClL): 8= 4.52(d, 2H, OCH,-vinyl), 4.60(s, 2H, CH,CI),
5.31(d, 1H, =CH,), 5.41(d, 1H, =CH,), 6.03(m, 1H, CH=CH,), 6.64(d, 1H, 2-H),

6.69(d, 1H, 6-H), 7.29(d, 1H, 5-H).

iii) 1-[2-(4-allyloxy-2-fluoro-benzyloxy)-ethyl]-1H-[1,2,3 ] triazole

816 mg (32.3 mmol) 95% Sodium hydride were given at -50°C to a solution of 4.32
g (21.5 mmol) 1-allyloxy-3-fluoro-4-chloromethyl-benzene and 2.51 g (22.2 mmol)
2-(1H-[1,2,3]-triazol-1-yl)-ethanol in 30 ml DMF. The mixture was allowed to
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' H NVR(400MHz, DB-DMBO : 8= 2.13 (s, 3H, CH3), 3.82
(t, 2H, CH2), 4.40 (s, 2H CH2), 4.58 (t, 2H CH2),

wG2@8/09638 2H, CH2), 6.75-6.88 (m 2H), 7.13(d,PAFEP2003/@2834

7.33 (d, 16.2 Hz, 1H), 7.60 (d, 16.7 Hz, 1H),

7.67-7.79 (m 3H), 7.86 (d,-zH), 8.07 (s, 1H), 8.23

(s, 1H). Exanple 9 1- [2-(2-Methyl-4-12- [2-
(4-trifluoronmethoxy-phenyl)-vinyl]

wexaz sibwl- 4ol ey btirxed ovéiﬁighy landt yi- il hwaledr ad]deﬂi- The ni2tu?e was

§x{r5<%t%¥ ?{V&_ ]\gtlf‘f{ﬂéff §ﬁtf§t|e’a : o%?‘ll}- @?m()g‘leﬁ organlc phases dried over

é‘ﬁz@&yrﬁﬂ‘fﬁyﬂt% mmm@homddml@@cwgl (t0. Bdnérd$ )g a2t (@rllyloxy-2-
t
%bmeeﬁzgldxg} 1&31111}% 1%@&9&1@ Wﬁg@s 4831[ rtﬁ?toeu?as ngec{ ithout

tﬂ] nut 0. 86 romet
fgr TR wHCAiRmbr omet hoxy- phenyl) -vinyl] -oxazole and
143 ng (0.86 mol) potassiumiodi de were added and

M&@M@% e et Qn":}%iledé&izf(ﬁ}ééﬂm NS 2H,

QCH.Rind 4652(d,a2te @H-inybt h‘{j)B(ta(E{Zatrazol'Eh e5.28(dhi 188 d=CH,),

SUSEh, CHE) Mot SR IRILRIES EOAd B8, BIS Mes e, s,
(7494h 16§ 6’&1})&7@3(% éHaglaaOIﬂhﬂt@(Ssd) tilaZnéDtl ng at 84 85C
: M=501.6 (ESt+) 25 'H NVR(400MHz, D6-DVMBO : 8=

MS:

2 12 Zﬂ%O(‘%?Z% 3@25291- Etﬁlgéﬁ‘éiggg%ﬂ)%hggo (2 802(H d,

1H) '6.84 (s, 1H), 7.13(d, 1H), 7.21 (d, 16.7 He,

1iq 4 scfudign o6i10.€ 5l 56. dal) ngcﬁ%g}yyﬁ'@yg%@@e%;%ﬁ&% and 774

2005/ (0903386l ER2605. BAFREYIphosiine Epallpivan 10inl- 100 ml

(Rad 0 ek LA L S ASEOAEL PN DB k) ¢
Qlogg—ﬂfﬂmmbgnz»loxy —ethyl] 1H- [1 2 3]tr1azole in 30 ml dichloromethane

(aﬁd thrYﬂ%)%is( Sc’)onft n4ed SNy rd af B 0af0kasoaitbived t8 c§ oWn over

i um car bonate and

ot LTheisaciioh P e e Griatied i Gt d 0 gore grorgonseefgodium
(Acrtbnaebglullomh,| ther drgénic extract was dried, evaporated and purified by

chromatography on silica (ethyl acetate / dichloromethane 3:7) to yield 2.97 g
(56%) 3-fluoro-4-(2-[1,2,3]triazol-1-yl-ethoxymethyl)-phenol as oil.

'"H-NMR(400MHz, Ds-DMSO): 8= 3.79(t, 2H, OCH,-CH,-triazole), 4.38(s, 2H,
OCH,Ph), 4.56(t, 2H, CH,-triazole), 6.53(d, 1H, 2-H), 6.56(d, 1H, 6-H), 7.11(d,
1H, 5-H), 7.71(s, 1H, triazole), 8.05(s, 1H, triazole), 9.91(s, 1H, OH).

V) 1-[2-(2-fluoro-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]triazole

A solution of 201 mg ( 0.847 mmol) 3-Fluoro-4-(2-[1,2,3]triazol-1-yl-
ethoxylmethyl)-phenol in 5 ml dimethylformamide was treated with 22.5 mg
( 0.890 mmol) 95% sodium hydride and stirred at room temperature for 20 min,
then 257 mg (0.847 mimol) 4-chloromethyl-2-[2-(4-trifluoromethoxy-phenyl)-
vinyl]-oxazole were added and stirring continued for 14 h. After addition of water,
the precipitate was isolated, washed thoroughly with water, twice with ether and



hydr oxynet hyl phenol and 20.8 g (172 mmol ) al lyl
brom de in 250 m 2-butanone and stirred for 32 h at
W@ 205/086B8%/ent s were distilled off and the resiPCEEP2005/002834
di stributed between ethyl acetate and 1 N sodi um
hydr oxi de. The organi c | ayer3zgvas separated, 10 dried
and evaporated to give 4.27 g (55% of
(4-all yl oxy-2-fluoro-phenyl)- methanol. 'H NVR(400MHz,

GbEY) . t@=give7 0Y-{2-(2HnofH-{24 25 F)-d4-teAfiio0akthasiyryhenyl)-vinyl] -

S g A B TRt

1H, 5-H), 7.29(d, 1H 6-H). 15||)
PfENMRQPOMNﬁ-sz Imﬁonwo)c f‘a—oe%rzpi " @g_guor Gtri%zélgi/utﬂ LA, 21,

m 14 ﬁsés%l ﬁﬁ) - r%a/%tzi‘laﬁ%cﬁﬁexﬂog MR iﬁld/FlH 5-H),

v@%(dp@Hed Hp 7021(d,211417viﬁy1 8, 326a, 130.QH)RL) (d, M, omadcm )

e S i gecesial pvend et o den T

ﬁh@ﬂﬂé&Bd&@,Mﬂsnmaﬁeh up in 100 m ethyl acetate 20
and washed wi th concentrated sodi um carbonate

sol ution. The organi c phase was dried and evaporat ed
to give 4.47 g (97%

1-allyl oxy-3-fluoro-4-chl oronethyl - benzene as
coloured oil. "H NVR(400MHz, CDCl13~ 8= 4.52(d, 2H, OCH
-vinyl), 4.60(s, 2H, CH2Cl), 5.31(d, 1H, =CH2),

5.41(d, 1H, =CH2), 6.03(m 1H CH=CH2), 6.64(d, 1H,
2-H), 25 6.69(d, 1H, 6-H), 7.29(d, 1H, 5-H). iii)
1-[2-(4-allyl oxy-2-fluoro-benzyl oxy)-ethyl]-1H][1, 2, 3]

triazole 816 ng (32.3 ninol) 95% Sodi um hydri de were
given at -50C to a solution of 4.32 g (21.5 nmol)
1-allyl oxy-3-fluoro-4-chl oronet hyl -benzene and 2.51 g
(22.2 mmol ) 2-(1H[1,2,3]-triazol-I-yl)-ethanol in 30
m DMF. The m xture was allowed to WD 2005/ 090338

PCT/ EP2005/ 002834 - 38 warmslowy tor.t., stirred
overnight and 10 mM water added. The m xture was
extracted twice with ethyl acetate, and the conbi ned
organi c phases dried over Na2SO4. Sol vents were
renoved in vacuumto yield 6.18 g |-[2-(4-allyl oxy-2-
fluoro-benzyl oxy)-ethyl]-1H[1,2,3]triazole yell ow oil
t hat was used wi t hout



5 further purification. 1H NVR(400MHz, CDCh : 8=

3.84(t, 2H, CH -CH2-triazole), 4.48(s, 2H, OCH2Ph),
wa2®30e0332H, OCH2-vinyl) 4.58(t, CH2-tri azol e) PCBERH(£002834

1H, =CH2), 5.38(d, 1H, =CH2), 6.06(m 1H, CH=CH2),

6.62(d, 1H, 3-H), 6.68(d, 1Hgp5-H), 7.14(t, 1H, 6-H),

7.68(s, 1H, triazole), 7.69(s, 1H, triazole). 10 iv)

3-fluoro-4-(2-[1,2,3]triazol -1-yl -ethoxynet hyl ) - phenol

TdstofReferenees of 10.4 g (66.9 mol)

1, 3-dinmethyl-pyrimdine-2,4,6-trione and 774 ng (0.67

mol ) tetrakis-(triphenyl phosphine)-palladiumin 100
raselgp.dhrad Slermend Luwbs Oaddledy 67 6vmips &) £2098) 6itlison of

6BabBndR §.22 a} OFRNid Prbc| Res( Hey. 4 (39%% zﬁ27:43is "

all yl gxy-2-f|.uorao-benzyl oxy) - 1,2, 3]
t¢]?‘%‘zgl'%'>f‘ Q@W'%i Wi P Bive EHE0L§ @ﬂ%@?@%ﬁoﬂng was
ckiht eyausrl for 24 hours at 40C. It was all owed to cool

W o 8 SRS B P o bonac s

SRenson.dv,, anfl Sliwkapaski, M &kt @actlogyets @upmdl) (@oeg)dr7azed

Ao 4 T 1 , i b et hyl
AL, PR in CRIATTLABLREMAEN A2 67 5 (5609
WQ 973197 (2- [1,2,3] triazol- 1 -yl-ethoxymethyl)
~Wienajo3asaoi | . 20 1H NVR(400MHz, D6-DVSO : 8= 3.79(t,
- -triazole), 4.38(s, 2H, OCH Ph), 4.56(t,
g‘&?%ﬁ? azol e), 6.?33(d, 1I(—|, 2-H), 6. 56(d? 1H, 6gH),
WOLE8/03503, 5-H), 7.71(s, 1H, triazole), 8.05(s, 1H,

twhi.azole) 291 1H,
1Wflfﬁt3§‘e‘fel‘ta%’l%fdﬁ{aﬁce[rfs&%gz()ﬁ)l?'rlﬁl uor onet hoxy- phenyl )
-Yarden, [Y-,aodAdlrich; Ay AmatihRew Bidvhamy b DKYBS p44dyd]8 1H |
1,2,3]triazole 25 A solution of 201 ng ( 0.847 mmol)
3-Fluoro-4-(2-[1,2,3]triazol -1-yl - ethoxyl nmet hyl)
-phenol in 5 m dinethylfornmam de was treated with
22.5 mg ( 0.890 Mol ) 95% sodi um hydride and stirred
at roomtenperature for 20 mn, then 257 ng (0.847
mmol ) 4-chl oronet hyl -2-[2-(4-trifluoronmethoxy-phenyl) -
vinyl] -oxazole were added and stirring continued for
14 h. After addition of water, 30 the precipitate was
i sol ated, washed thoroughly with water, twice with

et her and WD 2005/ 090338 PCT/ EP2005/ 002834 - 39
dried to give
1-[2-(2-fluoro-4-{2-[2-(E)-(4-trifluoronethoxy-phenyl)
-vinyl]-
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oxazol - 4-yl net hoxy} - benzyl oxy)-ethyl] - 1H [ 1,2, 3]
triazole. 'H NVR(400MHz, D6-DMSO : 8= 3.83(t, 2H, CH

WO gidgioeasssazol e), 4.45(s, 2H, OCH2-Ph), 4.58(tPCREP2005/002834

CH2-triazole), 5.04(s, 2H, OCH2-oxazole), 6.85(d, 1H,
5-H), 5 6.94(d, 1H, 3-H), 74121(d, 1H, vinyl-H,
7.26(d, 1H, 6-H), 7.41(d, 2H, ArOCF3), 7.57(d, 1H,
vinyl-H), 7.71(s, 1H, triazole), 7.87(d, 2H, ArOCF3),
8.07(s, 1H, triazole), Bat2d(Glaim#, oxazole). WO
2005/ 090338 PCT/ EP2005/ 002834 - 40 List of

Ref erences Basel ga, J., and Hammond, L.A., Oncol ogy 63
(Isupdihe compopodedf fermgla @istin, R J. et al, Organic
Proc. Res. Dev. 4 (2000) 427-435 Chan, A C., and Shaw,
A.S., Curr. kn. Immunol. 8 (1996) 394-401 5 EP 1
270 571 Larsent et al., Ann. Reports in Med. Chem,

1989, Chpt. 18 Ranson, M, and Sliwkowski, M X,
Oncol ogy 6277syppl . 1) (2002) 17- 2R Wlks et al.,
Progress i awt h Factor Research [97 (1990) 2 WO
01/ 77K © U3/ 031442 WO 03/ p58%07 WO 98/ 03505
Wight, C., A_Br. \J. Can 992) 118-121
Yarden, Y., ang® I rTjeh, \A., /Ann REV. Biochem ﬁ?
(1988) 443-478 WO 200 W PCT/ EP2005/ 8928341
Patent Clains 1. The cdnpounds of formula (1) \}
R2 .

formula I,

wherein

R! is  -O-alkyl;
-S-alkyl;
-NH-alkyl;
all alkyl groups being optionally substituted with one or several
halogen atoms;
R? is  hydrogen; or
halogen; and
R’ is  hydrogen; or alternatively

R' and R? together with the carbon atoms to which they are attached
form a 5 or 6 membered heterocyclic ring, being optionally once or
several times substituted with halogen; and
R’® is  hydrogen; or

halogen;

G is  oxygen;or
sulfur and

R* is  hydrogen;
C,-C; alkyl;
C;-C;3 alkoxy; or
halogen; and
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-'N RBRON GN formulal, 5 wherein R is
-0-al kyl; -S-alkyl; -NHalkyl; all alkyl groups

wheionmosps i onal |y substituted with one or seveP@l/EPD05/002834

hal ogen atons; R2 is hydrogen; or halogen; and R3 is
hydrogen; or alternatively 1 R and R2 together with
the carbon atons to which they are attached forma 5
or 6 nenbered heterocyclic ring, being optionally once
or several tines substituted with hal ogen; and R3 is

hydr : . I : I.s.coxygen; or sulfur and
R4 i ﬁ%?%&gﬁimé? %@gab‘%ﬁ %}f &leﬁ)f’d -C3 al koxy; or

hal ogen; and WO 2005/ 090338 PCT/ EP2005/ 002834 . - 42
phar MieeYhipoRhllyaR6ERE RRIANS 8! Wherkiier eof .

R'is -O-CFs;-O-CHF,; or -S-CFs;
R%R’andR* areall hydrogen;and
Gis oxygen;and

pharmaceutically acceptable salts thereof.

3.  The compounds according to claim 2:

1-[2-(4-{2-[2-(E)-(4-Trifluoromethylsulfanyl-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)- ethyl]-1H-[1,2,3]triazole;

2-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-2H-[1,2,3] triazole; or

4-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium methanesulfonate;

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium p-toluenesulfonate; or

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl] -oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium chloride;

1-[2-(4-{2-[2-(E)-(4-Trifluoromethoxy-phenyl)-vinyl] -oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazole;

1-{2-(4-{2-[2-(E)-(4-Difluoromethoxy-phenyl)-vinyl]-oxazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazole.



10

15

20

2. The conpounds according to claim1l1, wherein R is
-OCF3i -OCHF2 or -S-CF3; 5 R2, R3 and R4 are all

whyasogsss and G is oxygen; and pharmaceut i caP@HEP2005/002834

acceptabl e salts thereof. 3. The conmpounds accordi ng
toclaim2: 10 1-[2-(4-{2- -43 -
[2-(E)-(4-Trifluoronethyl sul fanyl - phenyl ) -vi nyl ] -oxazo
| -4- yl met hoxy}-benzyl oxy)- ethyl] -1H[ 1,2, 3]

t4.i aZbheconpounds debofding felaifi)l; wherein

(4-Trifluoronet hoxy-phenyl) -vinyl]

- oxazo| - 4-yl net hoxy} - benzyl oxy)-ethyl] -2H [ 1,2, 3]
triazdlie: orO-£F:-0-CHE; or -§-CFs;( E) -

(4- Trlia‘iguorpﬂg%ehpw phenyl ) -vi nyl ]

- oxaél?a}é;l%/‘*l me 2}(‘)@/}- 15 penzyl oxy)-ethyl] -1H]

1,2, = aZBf eYoganpany._ [ o

[ 2- ( hatshadeutitillycicespribiowyts peeot ) - vi nyl |

- oxazol - 4-yl met hoxy}- benzyl oxy)-ethyl]-1H[ 1, 2, 3]
triazolium nmet hanesul fonate; 1- [2-(4-{2- [2- (E)-

(%- TrTHd wwonmmatihaccprdihgto/dldim vt ny| ]

- oxazol - 4-yl met hoxy}- benzyl oxy)-ethyl]-1H][ 1, 2, 3]
triazoli umf-tol uenesul fonate; or 20 1- [2-(4-{2-

[ 2- ( B3T3 BotoReprodytrifherapethoiynphdnyl)-vinyl]-oxazol-4-
- 0xazol - 41MkiFRLNONAL sloRP &N 1q»m-F ebhiblole; okt [ 1,2, 3
] t”afohi—ﬁnc o%ﬁs; 1- [2-(4-{2- '

[ 2- ( B[4 EorohiuprodyriBnerapnathylsyl fanyl-phenyl)-vinyl] -

- oxazol - bxytotet-jlmeoxy bbaaaploxyy) etefl iy H- [ 1,3 btribzole. 2, 3]
triazole; 1- [2-(4-{2-

[2-(E)-(4-Difluoronet hoxy-phenyl)-vinyl]

-G x azie-comypomptihaxyiding® dany il whereiret hyl | - 1H

1,2,3] triazole. WO 2005/090338 PCT/ EP2005/ 002834 -
43 4., The ,conpounds according to claim1, wherein R

i s - & @ed R’ o CcHngether with thg carken; ajomalteydrich they aRS attached
an::l R4 ﬁre ﬁ},ggrzgggmuﬁgq,egchmgqmﬁgﬁl cal Iy acceptabl e
salt 5R3tanﬁrRQo are hydrogen; and

pharmaceutically acceptable salts thereof.

7. The compound according to claim 6:

1-[2-(4~-{2-[2~(E)-(2,2-Difluoro-benzo[1,3]dioxol-5-yl)-vinyl] -oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]triazole.

8.  The compounds according to claim 1, wherein

R' and R? together with the carbon atoms to which they are attached
form 2,2-Difluoro-benzo[1,3]dioxolyl;

R® is  halogen;

R* is hydrogen; and

pharmaceutically acceptable salts thereof.
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5. The conpounds according to claim4: 1- [2-(4-{2-
[2-(E)-(2-Fluoro-4-trifluoronethoxy-phenyl)-vinyl]

WO eo0apei338t- yl nmet hoxy}-benzyl oxy)-ethyl] -1H PCWER2083/002834

triazole; or 1- [2-(4-{2-
[2-(BE)-(2-Fluoro-4-trifluorogethyl sul fanyl - phenyl)-vin
yl] - 10 oxazol - 4-yl net hoxy} - benzyl oxy) - ethyl]
-1H[1,2,3]triazole. 6. The conmpounds according to
d. ai itk conipeuaidnc&irdagdo BRirhodjet her with the car bon
atons to which they are attached form

, 2-Difl uoro-benzo 3] dioxolyl; R3 and R4 are
hydr dgEn{4-Enil-{B)- iﬂa%.ﬁfﬁ WQMqHéM:emleﬁoylé virgl}-exazol-4-

t her eof . - 6. 1-
12 a2 TS T T R P

di oxol - 5- yI) vi nyl] -oxazol -4-
yiloe tTexpnpoendy hesydingtdWhin -1 Mith fokmtilad]-Af ri azol e. 8.
The conpounds according to claim1, wherein 20 R and
R2 together with the carbon atoms to which they are
attached foRm 2,2-Difluoro-benzo [ 1,3] dioxolyl; R3
i s halogen; /R4 is hydrogen; and pharnmaceutically
accept abl essalts thereof. WO 2005/ 090338
PCT/EPZO& 2 -44 9. The conpoyhd according to
~4-{2- [2-(B)-(2, 26«Trifluoro-benzo |
1, 3] di oxol= ylx Vi ny
yl met hoxy} - bengyy | OxXwW
10. The conpo
I-A, RORA Rz ~

} 1,2, triazol e.
to cls J.w@ onmN&N

A=

formula I-A,
wherein
Rlis  -O-alkyl;
-S-alkyl;
-NH-alkyl;

all alkyl groups being optionally substituted with one or several
halogen atoms;

R*is  hydrogen; or
halogen; and

R’is  hydrogen; or alternatively

R' and R together with the carbon atoms to which they are attached
form a 5 or 6 membered heterocyclic ring, being optionally once or
several times substituted with halogen; and
R’is  hydrogen; or

halogen;

G is oxygen; or
sulfur and

R* is fluorine; methyl; or methoxy; and
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3'""NNN ~~-N 5 fornmula I-A wherein R is

-Oalkyl; -Salkyl; 10 -NHalkyl; all alkyl groups
wWheiongospt | onal |y substituted with one or sevePEI/EP2005/002834

hal ogen atons; Wis hydrogen; or halogen; and 15 R3

I's hydrogen; or alternativelys R and R2 together with

the carbon atons to which they are attached forma 5

or 6 nmenbered heterocyclic.ring, being optionally once

or stgglélpgim?‘?cﬁﬁgc XB&?ePfai“ﬂee‘aﬂWth hal ogen; and 20 R3

iI's hydrogen; or halogen; Gis oxygen; or sulfur and

25 R4 is fluorine; nethyl; or nmethoxy; and WO

2A005/Tiecesporads &ralibg G0A&88Y 10 45 their

pharmaceutically acceptable salts. 11. The conpounds

according to claim 10; 1- [2-(2-Fluoro-4-{2-

[ 2- (EyL% -Ehupmxér{aI{@tﬂ’ﬁaﬁﬂbﬂmwmeﬂmq%ph]enmm}-oxxazol-4-

yl met hoxyimeth6RAYb ety 1 E-Ib 31 trdazRlc3]

-triazol ér; 5 1)-@2}[2-( -mthy?qh-%g- [IZ-(E)

-(4-di fl uoronet hoxy- phenyl) -vinyl] -oxazol -4-
1-[2-(2-Methyl-4-{2-[2-(E)-(4-difluoromethoxy-phenyl)-vinyl] -oxazol-4-

ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)-(4-difluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Fluoro-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] -oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methyl-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-oxazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] -oxazol-4-
ylmethoxy}-benzyloxy)-ethyl}-1H-[1,2,3]-triazole;

1-[2-(2-Fluoro-4-{2-[2-(E)-(4-trifluoromethylsulfanyl-phenyl)-vinyl] -
oxazol-4-ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3] -triazole;

1-[2-(2-Methyl-4-{2-[2-(E)- (4-trifluoromethylsulfanyl-phenyl)-vinyl] -
oxazol-4-ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3] -triazole; or

1-{2-(2-Methoxy-4-{2-[2-(E)-(4-trifluoromethylsulfanyl-phenyl)-vinyl] -
oxazol-4-ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole.

12. The compounds according to claim 10, wherein

R' is -O-alkyl;
-S-alkyl;
all alkyl groups being optionally substituted with one or several

fluorine atoms;
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yl met hoxy} - benzyl oxy)-ethyl] -1H [ 1,2,3] -triazole;
1- [2-(2-Methoxy-4-{2- [2- (E) -

W@ 2e0dio9d3sor onet hoxy- phenyl ) -vinyl] -oxazol - 4-PCT/EP2005/002834

yl met hoxy} - benzyl oxy)-ethyl] -1H [ 1,2,3] -triazole;
1- [2-(2-Fluoro-4-{2- [2- (KR -
-(4-trifluoronethoxy-phenyl)-vinyl] -oxazol-4- 10

yl met hoxy} - benzyl oxy)-ethyl] -1H [ 1,2,3] -triazole;
1- [ RY 2- Nkt hiydrégdRand 2- (E) -

(4-trgpsfl uoro - phenyl )..-yinyl] -oxazol -4-

yl met%oxy}l-g bg}r?]%}?g%(hy r-glé%ﬁ%‘/?‘jdx 114- [ 1,2, 3]
-triazole; 1- [2-(2-Methoxy-4-{2-

[2-(E)- (4-1¥rifd - VM -4-

yl net hoxy}I¥ b%%z%g%getwﬁﬁlt?g aﬂ}ﬁr’% afdn?sﬂzo! %?ﬁg?lﬁ&aazrg ptached
15 1- [2-(2- ﬁp%?,@:él.ﬂ{lgro%gnzod Bpldioxolyl; and
(4-trifluogonmeishyhk ddokam)dr- phenyl ) -vinyl ] -

oxazol - 4-yl net hoxy?- benzyl oxy)-ethyl] - 1H [ 1,2, 3]
-triazole; 1- [2-(2-Methyl-4-{2- [2- (E) -

(4-tr@fl uas ometygghssul f anyl - phenyl) -vinyl] -

oxazops+ 4- vl me - benzyl oxy)-ethyl]-iH[1,2,3]-triaz
oIe;q%r 1}8[2E?§§%%¥hoxy-4-{2-

[ 2- (E)- (4-triEitorlaybohyl sul f anyl - phenyl )-vinyl] - 20
oxazol - 4-yl mejhoxye: ahgnzyl oxy) -ethyl] -1H [ 1,2, 3]
-triazole. 12. The conpounds according to clai m 10,
wherein R is -0-alkyl; -S-alkyl; all alkyl groups
bei nghaphaaatdlly a6ebsbld diltethevddfh one or several 25
fluorine atons; WO 2005/ 090338 PCT/ EP2005/ 002834 - 46
R2 is hydrogen; and R3 is hydrogen; or alternatively
R3. aritheRantpogedheromiingito demc amdtnfoamakdE-B,o whi ch t hey
are attached 5 form 2,2-Difluoro-benzo [ 1, 3]

di oxol yl ; and R32i s hydrogen; or G is oxygen; R4 is

hydr ogen;
R' R*
Y © >
S (:>P
N
formula I-B,
wherein
R'is -O-CF; or -O-CHFy;
R%is hydrogen; or
halogen; and
R* is  hydrogen; methyl; methoxy; or fluorine; and

their pharmaceutically acceptable salts.

14. The compounds according to claim 13:

1-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-ylmethoxy}-

benzyloxy)-ethyl]-1H-[1,2,3]triazole;
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10 A -C3 alkyl; or fluorine; and pharmaceutically
acceptable salts thereof. 13. The conpounds accordi ng

wao eoosh20388 1 with fornul a | -B, R2 R~ R4 N O NEIN/ER905/002834

formula I-B, wherein R is -OCF3 or -OCHF2i R2 is
hydr ogen; or 20 hal ogen; andyR4 is hydrogen; nethyl;

nmet hoxy; or fluorine; and their pharmaceutically
acceptable salts. 14. The conpounds according to claim
13: 29214-22R2(@){(2- dlﬂIZm(OE')ethoxy-phenyl)—wnyl] ~thiazol-4-ylmethoxy}-

it ool Egrﬁg’p‘ﬁ%’ ﬁé%@?fﬁﬁiﬁﬁr“ n(%(e’et hyl] -1H [ 1,2, 3

] triazole; WO 2005/090338 PCT/ EP2005/ 002834 - 47 1-

Ot ST T AR SRR o] V“"f%‘{’%j"
-t ri azol glmethoxy)- 13(6223111)39’@76@1%1% -[152%3]- E)zole,

-(4-difl uoronet hoxy phenyl) -vinyl] -thi azoI

{5 bk b

[2 (E) (&hﬂetﬁbmm@ﬂaﬂm&w}mpmwDl,zgls]nt;t[a]zolei hi azoI -4-

yl met hoxy}-benzyl oxy) -ethyl] -1H [ 1,2,3] -triazole;
1- [2-(2-Methoxy-4-{2- [2-(E)

- (4- dt ﬂk(@ekfloﬂw%dxvr Rreny(4) diflyprophdthoxyrplenyl)-vdnyl]-thiazol -4-
yI met hoxyis ARBEY LRI 8H bel) -1t 4 3 el - L1 aZ0l €

1-[2-(2-Fluoro-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methyl-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole;

1-[2-(2-Methoxy-4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] -thiazol-4-
ylmethoxy}-benzyloxy)-ethyl]-1H-[1,2,3]-triazole; or

4-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]-triazole.

15. The compounds according to claim 13:

1-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] -thiazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3]triazolium methanesulfonate;

1-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl] —thiazol-4—ylmefhoxy} -
benzyloxy)-ethyl]-1H-[1,2,3]triazolium p-toluenesulfonate; or

1-[2-(4-{2-[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]-thiazol-4-ylmethoxy}-
benzyloxy)-ethyl]-1H-[1,2,3] triazolium chloride.



1- [2-(2-Fluoro-4-{2-

[2-(E)-(4-trifluoronethoxy-phenyl)-vinyl] -thiazol-4-
waoghmssdhoxy} - benzyl oxy)-ethyl] -1H [ 1, 2, 3] PCT/EP2005/002834

-triazole; 1- [2-(2-Methyl-4-{2-

[2-(E)-(4-trifluoromet hoxy-pfgenyl)-vinyl] -thiazol -

yl met hoxy} -benzyl oxy)-ethyl] - 1H [ 1,2, 3]

-triazole; 1- [2-(2-Methoxy-4-{2-

[15— ( Bhe( firocedsfou tho menbbixtore lo€rilé rompoyhds addirdiaglto 4taim 1,

Rﬂ?ﬁé benzyl oxy)-ethyl]-1H[1,2,3]-triazole; or

15 4 4-{2-

[2-(E)-(4-trifluoromethoxy-phenyl)-vinyl]

-thi azpl -fe M&rﬁﬁ&@ﬁ&(bfﬁforrgﬁlﬁﬁv hoxy)-ethyl] -1H [ 1,2, 3]

-triazole. 15 he conpounds” according to claim13: 1-

[2-(4-{2- [2-(E)-(4- trlfluoronethoxy phenyl ) - vi nyl ]

-t hi azol - 4-yl met hoxy}-Rbenzyl oxy)-ethyl] - 1H |

1,2,3] triazolium nethanesul fonate; 20 1- [2-(4-{2-

[2 (E) (4-trifluoronpEThoxy-phenyl)-vinyl]
-t hi azol - 4- y| médQox p
1,2,3] triazolium p-Yol¥enesy)

- 1H

1- [2- (4 {2-
[2-(E)-(4-trifluoromethoxy- phéﬁ§\§£§b

-t hi azol - 4-yl net hoxy}- benzyl oxy) '\g;y -1H 1,2,3
] triazoliumchloride. WO 2005/090 ﬁnnnﬂa(vy

PCT/ EP2005/ 002834 - 48 16. The process for the
manuf act ure of the conpounds according to claim1,
wher ei n (Vﬂier&ﬁ@(‘l@l@mldfgﬂlﬂ%ﬁnéeo%f%' a (V) R& HOON-N
5 N formula (V) wherein R4 has the significance
given, is reacted with a conpound of formula (1V) R
"QN is reacted with a compound of formula (IV)

Xl oxy) - ethyl]

formula (IV),

wherein R', R%, R’ and G have the significance given, to give the
respective compound of formula (I);

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

(c) if desired, converted into a pharmaceutically acceptable salt.
17. A pharmaceutical composition, containing one or more compounds as
claimed in any one of the claims 1 to 15 together with pharmaceutically

acceptable excipients.

18. A pharmaceutical composition according to claim 17 for the inhibition of
tumor growth.



R3 EXC formula (I1V), 10 wherein R, R2, R3 and G

have the significance given, to give the respective
wa@orpsosas of forrmula (1); (b) said conmpound of PEDEP200E002834

(1) is isolated fromthe reaction mxture, and 15 (c)

if desired, converted into a4Pharnaceutically

acceptable salt. 17. A pharmaceutical conposition,

contaiﬂlng one or nore conpounds . as clainmed in any

oh2 ofh¢ mee ef ajqmppupg in BN St ofeiaigyst hito 15 for the treatment of

phar mggeet. i cal |y 20 acceptabl e excipients. 18. A

phar maceuti cal conposition according to claim17 for

the inhibition of tunor growth. WD 2005/ 090338

PZY/ EPRO0S Q0L 83dpoundth an]ygonerffeclalBB lofo fbﬁ)ﬁlﬁ)@ﬂfadufaﬂture of

any o r e n

c a% c e%@‘r%@oﬁéﬁﬁg %ed}cag'r%ngasgfgé 81 6% A gmon Oeftthglog‘

1 to 15 for the manufacture of correspondl ng

medi canments for the inhibition of tunor grow h.
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