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WD 2007/ 074078 PCT/ EP2006/ 069722
ARYL- | SOXAZOL- 4- YL- | M DAZOLE DERI VATI VES The present

WO pvent40a i s concerned with PCT/EP2006/069722

aryl -i soxazol - 4-yl -im dazol e derivatives of formula I
RRNO2RRAI RZIN~NRs R6 wherein 5 R to R3
are each i ndependently hydrogen or halogen; R4 is
hydrogen, |ower al kyl, cycloal kyl, -(CH2)n-O 1 ower

al kyl or lower alkyl substituted by hydroxy; 10 R5 is
-(CH2) maryl or -(CH2) m heteroaryl which are
optionally substituted by one or nore substituents
sel ected fr ARYIBESQXABOLCOBNEHMIDNYOILE DERDYAMIVEY ano,
nitro, |ower alkyl, [ower alkoxy, |ower

al kyTseipifesony linvehdoeis cahéeyrhedswuls tityl-idoeakob - iamadyeole derivatives of
f‘%ﬂ%ﬁ( ower alkyl, -C(O-0O1ower alkyl,

- )-Olower alkyl or -C(O-NHR, wherein 15 R
dosubstituted by

is lower alkynyl or |ower:al
hal ogen, or is -(CH)n-c ,
- (CH2) n- het er ocycl yIRN- (& ~yt eroaryl or
-(CH2),,-aryl, optional ubst tuted by hal ogen; R6
i s hydrogen, -C(OH, ;- 4CH2¥n- . ,
-C(O) Ol ower al kyl, 110\/\/L=:r al k)N )0 substituted by
hydr oxy or hal ogen, is cycl %I’ yR3 aryl, or is
-(CH2) n- O CH2- aryl, optl onal | R substituted by hal ogen
or lower alkyl, or is -(CH2)n-O CH2-heteroaryl,
Q,ﬁglieglnal |y substituted by hal ogen, |ower alkyl or

ower, al k¥1| substituted by hal ogen, or is

taJé)fﬁe (egependendydydeagen of haldges:n i s 0, 1, 20r3 WO
2007/ 074078 PCT/ EP2006/ 069722 -2- misQOorl; ois 1, 2

gl

3,
1s hydrogen, lower alkyl, cycloalkyl, —(CH,),-O-lower alkyl or lower alkyl
substituted by hydroxy;

R’ is-(CHy)p-aryl or —(CH,)y-heteroaryl which are optionally substituted by one or
more substituents selected from the group consisting of halogen, cyano, nitro,
lower alkyl, lower alkoxy, lower alkylsulfanyl, lower alkyl substituted by halogen,
—C(0O)-lower alkyl, —C(O)-O-lower alkyl, -NH-C(O)-O-lower alkyl or
-C(0O)-NH-R’, wherein
R’ is lower alkynyl or lower alkyl substituted by halogen, or is -(CH»),-cycloalkyl,
—(CHay)q-heterocyclyl, —(CH3),-heteroaryl or —(CHj3),-aryl, optionally substituted
by halogen;

R® s hydrogen, -C(O)H, —(CH>),-O-lower alkyl, -C(O)O-lower alkyl, lower alkyl
substituted by hydroxy or halogen, or is cycloalkyl, aryl, or is
—(CH3)5-O-CH;-aryl, optionally substituted by halogen or lower alkyl, or is
—(CH3),-O-CH;-heteroaryl, optionally substituted by halogen, lower alkyl or lower
alkyl substituted by halogen, or is
—(CHa3),-NH-(CH3)-heterocyclyl;

n 1s0,1,20r 3
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as well as pharmaceutically acceptable acid addition
salts thereof. 5 It has been found that this class of

weompomeds show high affinity and sel ectivity POI/EPIBABH69722

A a5 receptor binding sites and m ght be useful as
cognitive enhancer or for the “treatnent of cognitive
g sojgel,s.1 i ke Al zheiner’'s di sease. Receptors for the
maj or I nhibitory neurotransmtter, gamma-ani nobutyric
aci dis I BaBA), are divided into two nmain classes: (1)

: ' . th
1t SRS R TR R nelhs) "G

receptors, which are nenbers of the Gprotein |inked

recept ' - tQr e ' LS o
e RS AT TR OB LSRR O SN B, cis o
COIBR04 €8 redepfe ibpadih ¥ sieh ad nlightdRchsefM] SWobiMitivSenhancer or for the
Presentlg a total nunber of 21 subunits of the GABA A
Frexewnbef sog0iive disarder e lzesmghydisdéfuenced. Three
types of subunits ((x, (3 and y) are required for the
CONSREdBirOfdr Bhe mhRE AR heddBAN fn 1t RF,2RFGA S atii B tyric acid
gﬁé% closely mmc the-blochezhc )

£ 3fhyidst gyp £up McIptey &E%%@ PBFePtQTRcthighharegpembers of
Pt d- idh ¢RARALAp& fARIdIad) GBS reBprets, dRicRladd Members
cell's, There is strong. evidence that the

plths Suprosepilinkedichentpigfamdlyt Bhg G a8ALetsREIAT ¢HRPlEx Whighys a

i ts ' . £ S .
o e e BB DR o GRRP { RERER} Aikipd of . B ana
BaRusiet ypes, whereas a2(3272, (3272 and (x5(3272
Ion channels are terned type-Il BzR._ 1t has been shown

by MRIGsEIY A taiRY n‘S@@FIt ‘_?fr?liSH 1F-‘§§ﬁ(ﬂf élﬂﬁ @AEQ)A, regqptg@havg@gen cloned
N AT L —

veab mibinan e G AHAWe veeep to( BwiGCiMmars ticlotehan intio nivebib cloamaikal,

enzodi azepi ne receptor .i nverse, .25 oni s r .
BRSSP BBl s TG oL e iR B GABRK peogrrgrs obtained
Asmcagmintadlian bexih a¢isi Tigere aganh g evideheenthasthe benaddizépionbinding
t hese conpounds are non-selective within the GABA A

pitscisp Peves et #rd ¥ i Htis AR oaaBXe TacyBbinaridpfBp A receptors,
PR Shint PO o SRR B ub Rt B el

act Vi y ot .
6SBARLAN oBRRM Y RhtiRE £aRrRRd typead BYR, Provide a
medi canment ich is useful for ‘enhancing cognition

wi th reduced or 30 wthout proconvul sant activitg. |t

s altdes pesshpme bydleNenaasnd Akeloniinverdebialgon? 51&-108 that the

K25 kbR AR b g ORG Pufh BT R o

HeREhLRNALLY VG EB LRINIR d foPer 30N %ANE AL PR SHBMAL t&eptor inverse

However, inverse agonists WO 2007/ 074078 - '

PEOTSEREO 06708979t Or gonilsant whish pedvertsithasr dsgras crg@Alion enhancing
. and. o . aetivi t

SR R R A LA 55 B bt cma

picgfter subainitObyletdas adiABAA gff es@indr pantid b fdhinaée agonist which is

conpounds of fornmula | and pharmaceutically
relatively free of activity at GABA A ol and/or 02 and/or o3 receptor binding sites can be

used to provide a medicament which is useful for enhancing cognition with reduced or
without proconvulsant activity. It is also possible to use GABA A a5 inverse agonists
which are not free of activity at GABA A ol and/or o2 and/or a3 receptor binding sites

but which are functionally selective for o5 containing subunits. However, inverse agonists
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acceptable salts, the preparation of the above

nment i oned conpounds, nedi canents 5 containing them and
wo b@i7n7qwesiuf acture as well as the use of the abOWEP2006/069722

menti oned conpounds in the control or prevention of

i1l nesses, especially of illnesses and disorders of

the kind refe Ler. or int ufa ture of
?EVEFP&?)%?FF&P Eloh S A SR sub gl Pl farRra gt acthity & GaBA A
£ present invention is
Q%eﬁ%ggfgk ggg@gg%%gg*ﬁ%bpa%Fomnng definitions of

the general terns used in the present description
appl Pbjectsoé rsgutieneingén tismetrth epmpdrendsext i niwla aekphasmaceutically
?&Q}ﬁ%@f) e%lllpsnﬁle%l{f):}i a?at gln”&gtdgg&ﬂ ;fQ’g {meA%’loﬁ%Fgonb&fu%ldg m&ﬂgaments
berdaaio hedheahand tlaﬁtnklyllanufgctocqﬁsomﬂtaarthﬁ urg of therbdvementioned

. r - . r. .
BOFRSAR T o PR 908 SRS s iorers
of thatyld rafedretl he edriikieor i SheTmenwfeetnre’ dimmeesprinklylg medicaments.
substituted by hal ogen" denotes a | ower al kyl chain as
def i i S
ot eﬁﬁ%y@?@%@ﬁ?@‘g@é%oﬁ Bn | la(fsco ﬁﬁéée kx)itﬁttﬁ Ik%}:(e ‘P ef?{_ﬁ%r_l is
Alrhomane diseasdi ne, fluorine or bronine. Nbst preferred
is CF3, . The term "l ower al koxy" denotes a | ower
al kyl chain as defined hereinabove, |inked via an
oxy g&he tetllerin emeaintsioas obthe|zengsal tarmoyspd At @er?ém@&@eserptlon apply
RERpYiveBelwh &fer thg frmdGh JM&tibE ﬁgﬂ)ealr ANBE oAlnkaonth ity | "

denotes a | ower al kyl chain as defined herelnabove

i nked v a.s r a es of |.ower re
ot hot wire e Rl iR RenGks €@ og Braf g8k ancy
peumcdataditig ftemot- éspraferabﬂr}sﬁomrla{ #chrbar ftomsy fongxanide, methyl,

. oup. A
%égﬁg%ﬁgg“ﬁpgﬂx%rdﬁ%pfghu lﬁ@ﬁ%g}%ﬂg{erﬁr"halogen"
denot es chl orine, i odine, quorlne and brom ne. The
t er nihe {eeme ioweyatkyhabsiitaéedbydypdagee” drn@ws Flpygy alkd ghig as
ﬁéfﬁ{éﬂ%eﬁ&na%o@@ﬁvﬁf&ﬁ i§ éu{bgtlltuﬁéd% lefoj(g ﬁn(ﬁ‘%‘ e?a;bly one, two of three

clo cl.open or cycl ohe
R ioge RS  oxfi e s Mot e TR ng

contarnrng from one to three heteroatons, such as N,
0 or Tk srmarisowdDakkopl’ edenotes aucheradlojralidiic ah@etfmredx aeneinatbve, linked

%91% gg%/dég Rorh Ca;éaﬁgﬁ (1@1(996% ﬁ(%x?/ ali% n%tﬁgggozlaelrtﬁexy and the like.

I'SO
furan thlophenyl i m dazol I, oxazol yl

or
pyraz %lcﬁy:rm ‘}q@rtagqy}eplfﬁgﬂ”e@@mp)l@wer@élfyé@}@@n as defined hereinabove,

H@l&d&ﬁ@mmﬁ aR R EXANPRARE (R rﬂkegy £ @h 1bNghn yIf Jr@M yRA®anyl and
hree het eroat oms, such as 0O or S atons.

%f& {es of such non-aromatic 5 het er ocycl yl groups
are norpholinyl or tetrahydro-pyranyl. The term
" phaThaeent agdl donotssae pnadthmtaldadb @didn ¢, ifarexamiplesd’ phenyl, benzyl

gfme[p%(fﬁﬁ gic"oqipt A p\%fteﬂed aryl group is phenyl.

The term “halogen” denotes chlorine, iodine, fluorine and bromine.

The term “cycloalkyl” denotes a cyclic alkyl ring, having from 3 to 7 carbon ring

atoms, for example, cyclopropyl, cyclopentyl or cyclohexyl.

The term “heteroaryl “denotes an aromatic 5 or 6 membered ring containing from

one to three heteroatoms, such as N, O or Satoms. Examples of such aromatic heteroaryl
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i norgani ¢ and organi c acids, such as hydrochloric
acid, nitric acid, sulfuric acid, phosphoric acid,

wa@dorioroagi d, formc acid, fumaric acid, malei BCHEPTNNG/069722

acetic acid, succinic acid, tartaric acid,
nethane sul fonic acid, p-toluenesulfonic acid and the

Rk E%fyf VSRS, SRR NER Ra B ly Mo.
&ﬂob¢@#PW@%@Ysubunlts and are relatively free of
activity at GABA A al, a2 and 0 receptor binding

sit g$he Mﬂﬁ:“hﬁﬁeﬁf élz Qle}%t?s ?Hﬁiﬁl@kﬁiﬂa&lc\/@gémmaﬁ%@reﬁ ring containing
I naln ClI an
E reS ethYPé‘ ‘EP%% a5 @ﬁ At é@’i‘?nhgrg %Wﬁ%?ﬁfﬂ%h gen-aromatic

ﬁaéﬂmyc&yl|grouqzlse1r63ﬂnbrphbﬂinﬁ_lorttarﬂ§/dﬁf eyiaaglh i ndependent!|y
hydrogen or halogen; R4 is hydrogen, or |ower alkyl;

RS i¢ r

het er oar %éﬂ{lﬂ%ﬁ t?é’allg éwp’fesam a}giﬁltfgﬁrggﬁg ee%braces salts with
h@rgﬁ@mndcqramc agifls; ﬁwﬁh 4Sénwélf00blomyla01dl oifeq acxd, lsebﬁyrlc acid,

h@(‘f‘&%floﬁ& koth ki3B! formli OWRT, f@dhkNd acRShEL BEig Chcbic a01d succinic
al ogen, - (CO) -| ower _al kyl, CO - O] ower al kyl

aqily trityjC 9(914 é%élilangrwpmcﬂsldr g(tﬂlyal?f'ég%mc &g |a6§|th€y1rke

I I | k t tituted
o FobiHertzdare cnpdensR P Eh Rty g et i bBYiar ey than 100
RECERE AP 'se%c?&!f’ ﬁ)r@&%}s A% s8lh S M!i%@ %1 tlve%/Efréerbf taa‘?wty at GABA A

conpounds o ormula I, according t e I'nvention:
Rll 0c$ami @3 &fcqhbiybﬂmddfgcsg&ﬂ Mdst ErefeRredl ﬁe porapeuradlwhich have a
ogen, i s_preferably hydrogen, F or

Emdngﬁmﬁﬂnﬁgﬂ%}%QQWQ%mﬁnﬁ98P%gen methyl, ethyl; R5 is
-(CH2) maryl (preferably phenyl) or -(C}Q)n}S or 6
menban echboainesndar yHe pré@ﬁﬁﬁq@érﬁhinyaré 5608 pa @ dglof fantulll, Rblerein

{ pysyimdinyl) optional sub tltuted by one or nore
ﬁ éﬁefﬁ$é¥@%585 tb%' ﬁﬁrgﬁ?gﬂbyano nitro, |ower
Rfkyhsﬁﬁm@@ﬁrap%y@ﬂgkﬁyl 35 or ethyl), Iomer al koxy
prefer net ho wer al kyl sul fan r ef
%\o 2@0@5 PacrE %c@fﬁlﬁzogev 0 red lsft?lfﬁ%/fﬁ {pdinne wb%s%/lwted by
| owepne@bkitbresil b@%&:htdyﬁﬁ& nftyo hahagan(nseé ylowéiFéikylsulfanyl
C(Olovver al k C;ﬁf?(}lo r aIkyI -NH- 89
al kylover aké(se?stmeﬁab 2e9, (SO leniraligl- ki G-O-Tower a
(pr efreHallQ)- Qq@ﬂ@ygk%J) or is -(CH2)n-cycl oal kyl

gycl opropyl cycl obutyl, cyclopenty
&( Crpidrrgerrcaelgeliyl arglirdp weiky) OHB?%EXISPWHWW by lower alkoxy-

aryl;
m isOor1;

as well as pharmaceutically acceptable acid addition salts thereof.

In the compounds of formula I, according to the invention:

—_

R"  is preferably hydrogen or F;

R®  is preferably hydrogen, F or Br;

R’  is preferably hydrogen, F or Br;

R* s preferably hydrogen, methyl, ethyl;

R’ is-(CHy)p-aryl (preferably phenyl) or —(CHy) -5 or 6 membered heteroaryl
(preferably isoxazolyl, pyridinyl or pyrimidinyl) optionally substituted by one or
more halogen (preferably F, Cl and Br), cyano, nitro, lower alkyl (preferably methyl
or ethyl), lower alkoxy (preferably methoxy), lower alkylsulfanyl (preferably
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5 tetrahydropyranyl), or is -(CH2)n-heteroaryl
(pyridinyl, imdazolyl, furanyl) or - (CH2)n-aryl

w@ pivenydoys optionally substituted by hal ogen (PQT/ERB06/669722

hydr ogen, -C(O H, -(CH2)n-OIQ\g/e_r al kyl (preferabl
methyl), -C(O O lower alkyl, IFower alkyl substituted

Ezclh%% 1f§1{cy)}ﬁ ?A\Q&ggv 3%%93 ei‘&rby@ﬁc)r%ﬁgyrefe&bi’;p CF:), ~C(O-lower
- ( CHakyls @@32) -tower alkght NBRGI 0)O-darbs taikylioedC(63) - NEI- B R’ is
F t [

o Ber e Pl rop VL B I LGy Selonti (eyqopropyl

opt i oyeadbluyyl, aydloperitylitads bYCHal-dgtenogyely] (prefeblyailoypholinyl or

t l. bst,.i Vi

(e BV S5p 085 QPR AT P P T i or

m i s@o});-amyl i ghedyl) loptRnely @ibstimtddsbylhalskeor(FB; as wel |

as pharnaceutically acceptable acid addition salts

thereof. 20 In a certain enbodi nent, the conpounds of
Rhe islh\yél’ﬁgbmr’rc&@ﬂ{t*((i?Ha)nC@mpwndkyldprefefrablnmdtthylb _C(0)O-lower

wh - 5

net coisd Bvel s AR Y hadloxs bERROR i PEEPHL S
foll cymiqaﬁiyl:@lyﬁoplmqbs]:) aryl (phenyl) or is _

o- et V- 30 E?lnyaryl oﬂtlongf1 Wsiidubd 1Y by ha;ilzg%lrl (14’,_ dll) bi {Re Syl

ol e,

2- | 46iihabidit ~CibheOyCHySoicago$roftonolypycidios)- okl
pyr i ding teqzby }{aﬁogeglgl:jvgol E%la]ké(l A h%ﬂyl OQ’VXCIa%. Rl do¥icdied by

-1 m dazo

( 5- nedlbgdn-(EHphemys -(CFOxa NGl - (@Hy)l Jheteroaydigz @herphelihyl);

- pyri m di ne,

4- (1-benzyl -1 Him dazol - 4-yl ) -5-net hyl - 3- phenyl -i soxaz
ol e, isObr f4- [ 3- (2-fluoro-phenyl)

- 5- met@)il | S xazol 4-yl] -imdazol -1-yl}-pyrimdine,
30 215{ - f 1 uor o- phenyl ) - 5- et hyl -

bsoxazloBoA.%;yl ]-imdazol - 1- yI }-pyrimdine, 2- {4- [ 3-

g 3)311% heng/lc%vraﬁ,ﬁpwgaiﬁa ey amd %ﬁiﬁ?oilosla ts g}%réof

(4 br ono- phenyl ) -5- et hyI "i soxazol - 4-yl]

- |

o (1ToERS T fmbo D SFE STonqungs it misptigh aif, hgsesoppunds of
hyhmllﬁbwmaln&{ i2= (({le-)m-[arﬁ or CECH)HHS biubmembpbedye)eroaryl which is

g%su%etltu¥ed % Sr%))égnzlf))lle the %hll)wmg COldanO?lll’ldS yl'}-pyrimdine,

2- r{l&hﬁ&ﬁ pyénm((s ;rmh;mymammmyu -yl)slsmazcdlb 4-yl)-im daz
Bty B R B ol PR Ty e 11
znyx(snwdlhples pwem@@%mmg iIRARLEPR006,A8RE22 - 6
% [%5 be nﬁglrs Ph 2?{5' OXY e i M2z Alidiny ! ) - 5- meth
4-(1-benzyl- 1H-imidazol-4-yl)- 5 methyl-3-phenyl-isoxazole,
2-{4-[3-(2-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-pyrimidine,
2-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-pyrimidine,
2-{4-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-pyrimidine,
2-{4-[3-(4-bromo-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-pyrimidine,
4-(1-benzyl- 1H-imidazol-4-yl)-3-(4-bromo-phenyl)-5-methyl-isoxazole,
2-{4-[3-(3,4-difluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-pyrimidine,
2-[2-methyl-4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-pyrimidine,
2-[2-benzyloxymethyl-4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-pyrimidine,
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4- {4- [ 3- (4-fluoro-phenyl) -5-nethyl-isoxazol-4-yl]
-imdazol -1-yl }-pyridine, 3- {4- [ 3-

w@ de07onro- phenyl ) -5- et hyl -i soxazol - 4-yl ] PCT/EP2006/069722

-im dazol -1-yl }-pyridine, 6

[3 phenyl 4- (1-phenyl - 1Hi m dazol - 4-yl ) - i soxazol - 5-yl ]
t thyl h I
b s AL T e S e S

é{{4 [3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }- pyrldlne

R NI TSR, s

E:?ap’p@lyhés(1qfhenwelfﬂﬂmedazobﬁybrleoxah@sfeyﬂomﬁbmuis of
I
BIHIIJ:‘[ %éﬁ o'éé@;/(&% %g} lgiu%ré%(ﬁ%ol{s C&%‘g&gﬁc led @nethyl

mmr@rhal ogen, for exarrpl e the foll ow ng corrpounds 4-

Llé% b(ef}lz‘;{/ :&@J ﬂﬁﬁ)qﬁengoxaz %glzgl E45¥111Jthy1 3-phenyl-isoxazole.

1-(3-fluoro-phenyl)-1Hi mdazol 4-yl ]
- 5- bt hedrtad: grheedimen s dlxacooh pound4 of fheinvention are those compounds of

fogmqn@ %ﬁ?rglgqﬁ% ) Cfi'g%x§ ?é ’E&Hé_ §[ (lr16_ membered heteroaryl which is

e ny
QltbstjnmrbbWImorchlqgnm cfalz@damcplq/tlh]a following compounds:

iﬁﬂp%@%k?gﬁgw Wgﬁfgrﬁﬁdazoth% 3 P ]jlengl lso?ahzo >3- phe
iy 1 -(BSbwaz-phenyl)- ZlH 1Enldazol 4-yl]-5-methyl- 3 -phenyl- 1soxazole

&éﬁ ief%ﬂ:ﬁrg 'ﬂg{ﬁ@?} eFleﬁ%dAzo} a )LI]TS qﬁ@tﬂ% 4 p}{l:rlyl isoxazole,

I soxazol-e
4-( 34130rdme p]ratnyJD filﬁb myidpzdltd- ylﬂHSdlazidnlyl— 3-phkhyl-isoxazole,

ﬁ}ggf:]ﬂ%%lpgplﬁg Wﬁc&){r gﬁp enyL{ ?‘] fA I—Elet[}nﬁyda BEIgSppeote.
441 18 hdiflu Gopptenyl) - il ox alzodled- yl] £-methyl-3-phenyl-isoxazole,

%—%g—ﬁe h(ﬂfl (grl p%heng{]eﬂyllr}ndjawll M y@%zl%ethyl glﬁhenyl isoxazole,

I SOXazo

4] 13{021049d1| fhindrorhepileriy- )rnﬂib:laolm dadahethylyBphBayletdxytole,
% ?gggﬁ}%}%ox ZO| lxlé' 1%1%(1&2“0/]' 31 y%l]_'_i meth 1 3- O];rh_eﬁylyils?xazole,
455-1{(@14?@4&1}181’-0;3131&]13;/1) 11-omadaabled- yl]KS—n{ethyl 3-phenyl-isoxazole,
& égiet u%?or gﬁ% | %)h éfx)azO:jl%zlc?az_ﬁﬁzl—%ﬁ]]ﬁ—methyl—3—pheny1—isoxazole,
Q—Zl{(hiﬂfmm ﬂ)hlezyy)L )H—lﬂnlrdiazni @@k]eﬂ aethpll{3-phenyl-isoxazole,.
?lg g?t ﬁ%orgﬁgﬁyﬁ;')fhl }2 -5 inet}lgr § phenyl-isoxazole,
451 (e tthyinopheh elmilH- lrﬁﬂ]ﬁﬁﬂ@l d] 52[‘.ﬁethy1 3-phenyl-isoxazole,
§ Agihu{olré.:%%@%?—T?@%ﬁ?&%—gﬁfm}% Hll[gi imi azopxl)h] g‘ Ifr'iéﬂlir}lfldlgjlozxgtlzole
4 (444 omo- ];piaaeylyl IH- ﬂrﬂdlaﬂ)ld@glﬂ)l?)—(lﬂ-ﬂ!ddro -phenyl)-5-methyl-isoxazole,
%24%{118%'? %gr 2 é)ﬁ ﬁ;l] %h) 10ro- phhl}/yl) lﬁslgn)% azol yl] § methyl-isoxazole,
4*[Q&Sfchl@b@hpﬂﬁﬁﬂfl}rrﬂﬁbztdlﬁ%]&@l(44}uy)|r<}—phenyl)—S—methyl—lsoxazole,
?1-_?'&g{?&'ﬁf@@ﬂ%ﬁgﬁﬁ}kﬁ%ﬁhﬁ%&gr (43flyprp-phenyl)-5-methyl-isoxazole,
431434t difloso- fHeany DH-tmdatdlyd-yl] i 3sexzaboephendh - fmethyl-isoxazole,
0 PR A Pon 5oy -Smev ol
8r[1- (3, 4-difluoro-phenyl)-1Him dazol -4-yl]-3-(4-fluo
4 (t &ggg n%i:l%lp{?o{)rlg naﬁ e]r{%lu?lo ZII-C—)JIL';SIQ éSZ—gAF— ﬂ&gryr 1Theny1) -5-methyl-isoxazole.

-3-(4-fluoro- phenyl) 5- et hyl - |soxazole or 4- [ 1-

(3, 5; dlchloro I1Himd
(4" IRt ST el i PR SR A5 it vehgai pyp tose compounds of
fehfudd Nwedabiad e ntCHA herg onpaligs- Dbr 6 MemibexedMete@taralréhich is
those conpounds of formula | wherein R5 is

-(CH2)maryl or -(CH2)m5 or 6 nenbered heteroaryl
which is
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30

WD 2007/ 074078 PCT/ EP2006/ 069722 -7 substituted by
one or nore cyano, for exanple the follow ng

wa@orpomds: exanples 4- [4- PCT/EP2006/069722

(5- et hyl - 3- phenyl |soxazol 4- Wl) -im dazol -1-yl]
-benzonitrile,

LE)SHtht(Qy y &Teog}qaglle[cgeﬁﬁ?é 1o ;}%x 9}%%%5(%11%%&01%&11 examples

¢84riBtrgehyI35-phenisosxdnbl-intidgtol |- jlibdazoitiie y |
3323(32 o%tflgll & ?Teﬂﬁlﬁg% hg}’%d‘j‘lfd ﬁglgﬂf%g%n)m?e et hyl -

3—-[2@{18}4((%&1[}5&1’4@(5@{11@@1 3-rhemBtibypazol-4-yl)-imidazol- 1-yl]-benzonitrile,
%—‘;{g—ﬁggglﬂu%ré( tph +ﬁ%§lqﬁ811¥/1]1s%!§%?(lbf g‘ﬁ%ﬂlll(ia]zgh yﬂrbeﬁzoilﬂrﬂe
31'{Fh'[aaéfﬂuoiejph]anylhémze:jhyltlscwiaeol 4-pl]-amadsizblai 4yl }-benzonitrile or
%m &g{g}(g?leﬁﬁl %?#;ﬂ%%ﬁ”@émgél i Eﬁ F&lg‘lnc‘fa%gf Z%ﬂz?én‘%oﬁlﬂl‘ﬂ%gr

-(CH2) m5 or 6 nenbered heteroaryl which is 10

subsin a eareah ybediteo, tlﬁmon@mlmb ef thisenfeptibwaierihose compounds of

- - ok e
fo&lf@%ljg\g@eor'ﬂ_ﬁﬁg% Th(}d_%zf}rﬁ—ﬁ%% )(/)F Q 3% @}heﬁ%hl)bered heteroaryl which is
Qbstufté iy mitlphédmyka)mﬁlercﬂeftﬂoybwmg cpppdnds: t r o- phenyl ) -
| Him dazol -4-yll -isoxazol e,

- | L

(I PSRBT 4 g phend ot

3-(23liororbempe hryhdth B-4rel-tdrhitep-phenyl) - IH-imidazol-4-yl] -isoxazole,
2La.; e

MR AR L el Dk agiseal o

B1tB3-daigob- ];ﬁl-eyyl]) Srmgbha]zé-l[é (4-nitro-phenyl)- 1H-imidazol-4-yl]-1soxazole,

? fﬁzhll% %[S,S',ﬁ {flt E{I}/hltfb thﬂly))l H 1mé%a)%glz4 Iyl -isoxazole,

34(1(b,rqut[fheuyﬂ)d—@h@lryyﬂ)[jlﬁflfmtrmyhemyl) 1H- 1.m1dazol 4- yl] -isoxazole,

E-?(%,gﬁ%{}]hé@?ﬁ}&ﬂ?ﬂ)‘ﬂ-ﬂk&l’;’lhlﬁQﬁ-zn%a-‘b‘@éh}l)-'1%15-%1%5%191’-y1]-isoxazole,

p-amatkylvy [2-mefitd i (e witnob@repl]) - 1EHim adelz’ ] 8- phidnyl-isoxazole,

PR S S ey Sy el st b Ry

soxzﬁcol@et hyl - 3- phenyl - 20 i soxazol e, 5-nethyl-4-

| B i.mi.
A
{514{ﬂ¢10mephyﬂy—1)851mn¢th3d-4bhbh%fh])ethyﬂ-la-mtmdﬂwobfl)AHYh]udazol 4-yl]-

' ol e, 5-ethyl-3-(4-fluoro-phenyl)-4-
iség{zg-éhi tro-phenyl)- I Himdazol-4-yl] -isoxazole, 25

5—e;i;b¢-l3d|érﬂlpyb—pdae{1§]1) 44-1ni4tricogitenyl) ) Ht bk idakd alz gl i sbxyidle,
PO B ST BB phen s i igidapol ol ohenmisoge ey
]j4—ﬂj=|me[h3di—32;dien21—1ydn}aze]n@tyl’)aho4 n1tr04phenyl) 1H-imidazol-2-yl]-methanol,
L1§2 cﬂhgr)&?l P%l ynll 0- g)olertl rlgl L 201 ]4H§71] @‘me‘}ﬁ%' 3- phgn)ll isoxazole,
4—((5 SHGmylhypha}ybht&ngdo-l |4$(b)ea-z(é4n-1t49-)plh)3n3]l) (lIﬂ—mltiazmle 2-carbaldehyde,

I | mda oI e
PR AT RN PR R ERIR. ST PA N epsniTRaly daa -3
plﬂraagzbﬁsoﬁazyble], - 3- 30 phenyl i soxazol e, 4-

uo

R S AR R R RS
phenyl-isoxazole,
4-[2-(4-chloro-benzyloxymethyl)- 1-(4-nitro-phenyl)- IH-imidazol-4-yl]-5-methyl-3-

phenyl-isoxazole,
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4-
[ 2- (4-chl oro-benzyl oxynet hyl )-1-(4-nitro-phenyl)-1Him

w0 dazob404s yl ] - 5-net hyl - 3- phenyl -i soxazol e, V¥XT/EP2006/069722

2007/ 074078 PCT/ EP2006/ 069722 8 4-
[ 2- (4- brono- benzyl oxynet hyl )-1-(4-nitro-phenyl)-1Him

| ,
Hvdobhed IE&’E%@'Ié@“ﬁﬂﬁ)ﬂlfﬁ%‘ﬁf’lﬁdﬂﬂ% S B
phdnghmokazdley| | - 5- met hyl - 3- phenyl -i soxazol e,
S S M ASRE B Y TR kP LR az%‘l‘%%-kfn’f@hﬂﬁ-
pRenyBisoranote; benzyl oxyrret hyl )-1-(4-nitro-phenyl)-1Him

3

P ol s B R b A P Ak - sty
pliabisodazpld - 5- et hyI 3- 10 phenyl -i soxazol e,

- - et -3 ~ -4-v| ) t
iz-g%i%i‘?yﬁ‘?ﬂ%@@%ﬁ%-1§<ﬁﬁ%ﬁﬁégﬁ%§ﬁ$¥ﬁ%-#ﬁﬁzﬁ'4 g methyl-3-
Phampt-twpkazdld, 4- ( 5- met hyl - 3- phenyl - i soxazol -4-yl ) - 1- (4 n
! 65‘{213%%?3 ‘b}i%zyﬁpéﬁeﬁl 0] 20 FRENVBERNL 1 4-y11-5-methyl-3-
ﬁhe{n@d (s5xznzeiehy| 3- phenyl -1 soxazol 4- yI )-1-(4-nitro

Jiﬁ? Ihdih s Pﬂ‘?y? oy L AR Bax )'%X§_1%-_1H9%§ih9z'o'1‘-%— 5
glmemhd)«ymeﬂi}da]nyjrr)dme 1H i m dazol - 2 yI met hoxynet hyl ] - 2-

i f id : .
b PERE TS Chareals g gl ytpitse-phemyp 1§ imidazol-2-
ylp’melnydyh}eﬂlfﬂ]l mruihlml -2- 20 yl net hoxymet hyl ] - pyri di ne.

di h
P dnTah s et e R RS PSR A Miwobn s
'lﬁleﬂ((@ylﬁ])erhﬂr]yjfrl(hne (CH2) m 5 o0r 6 rrenber ed heteroaryl
?@ﬁﬁgﬁlﬁay R‘ﬁ%{;mstg?}g Eyl Elnl‘crlé%)lhbnylf)l fr(naiquo? the
ﬁnmmhmﬂ}ynhmmyﬂu@kémfm lpglhghlne])H- i mi dazol - 4-yl )-i soxa
I 2 . : .

Ao Hp R BRAsR R (A S BRBROY ) T ek -
yhyicfhoxgoxdr |- eyridae.

[ 2- benzyl oxynet hyl - 1- ( 5- et hyl - i soxazol - 3-yl net hyl ) - 1H
- i m Hezdrtadr sthpodibent thydondpoumlde nf/theiise@r aohee, those compounds of

% ?}Eﬁ;{‘]y \L\/?]éFln[R 18 (ZCPP),23 aryl or ?}CITIa)m 25 orh6e rrllle{nbiﬁdlhrfr:]te(rj%ar%]] which is
m@sthute@bwﬁ@/ﬁwl yl; 6 gxanaple theg%llowmg comp)o/unds examples
8 nﬁé’chﬁlygﬁ&ryme(ﬁyﬁl)w@i TRLYidazbl-uly i dHle 1H i m dazol -

é met%ylI 338 en (1) 4-[1- {4 propyl-phenyl)- 1H-imidazol-4-yl]-isoxazole,
4-[2-benzyloxymethyl-1-(5-methyl-isoxazol-3-ylmethyl)- 1H-imidazol-4-yl]-5-methyl-3-
phenyl-isoxazole,

5-methyl-4-[1-(5-methyl-isoxazol-3-ylmethyl)-2-phenyl- 1H-imidazol-4-yl]-3-phenyl-
isoxazole,

3-(4-fluoro-phenyl)-5-methyl-4-(1-m-tolyl- IH-imidazol-4-yl)-isoxazole or
3-(4-fluoro-phenyl)-5-methyl-4-[ 1-(4-methyl-3-nitro-phenyl)- IH-imidazol-4-yl] -
isoxazole.

In a certain embodiment, the compounds of the invention are those compounds of
formula I wherein R° is —(CH2)m-aryl or -(CH2) -5 or 6 membered heteroaryl which is
substituted by lower alkoxy, for example the following compounds:
4-[1-(4-methoxy-phenyl)- 1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole,
4-[1-(4-ethoxy-phenyl)-1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole,
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3- (4-fluoro-phenyl)-5-nethyl-4- [
1- (4- et hyl -3-nitro-phenyl)-1Him dazol -4-yl ]

w0 s@gazole. In a certain enbodi nent, the conpoP@DEPDNG/069722

the invention are those conpoupds of fornula I
wherein RS is -(CH2)maryl or -(CH2)m5 or 6 nenbered

PF S MR8 S st s

{41 @ tthoxy-sphethyky-phétyDrd ldamad azal-gHy]]-5-methyl-3-phenyl-isoxazole,

%izmog%héngﬂ%mﬂ(fﬁﬁn éé}gein_ylliflg?%ir}ﬁdazol—&yl]—S—methyl—isoxazole,

353 dryt phen pihvanii (A meshazpipb en YADI B0@AA £/l @-38] - 5-methyl-isoxazole or
/| EP / -9 A4-T],- )
CT GRS R o) Samgpy-3-phenyt-isoxazoe

- 5- net hyl - 3- phenyl -i soxazol e, 4-[I-
g é: %@%;ﬁ%ftg{ngﬁ%%?@2%&%@%@%%5&&3@ Averfid dre those compounds
8f foPmfiladorviergih &1y Y(CL] d-aryl or ((CH,)w-5 or 6 membered heteroaryl which is

g@:sﬁ%%}y 1[05%1)9( %%\lt/)l%ué ; |r_1|§/1|, H)ir%%gbfezgﬁé/ foliowin g compound:

$-n@h 1H41pi-64-preeygsiu) farylfrihet ) rHet- inoxdyizqdHieyiy-3) phihly ino xhadlo.
| -4-yl]-5-methyl-isoxazole or 5

4- 1p( 3- C1H-i 0 -yl 155 methyl - 3-
e
fefrmuieel WinereintR 65— (&Te) & haod er e B ourider 6 memberediblegerdaryl which is

Gliftledl o&%{ %IE%M%%% Lb??%]to-é%l%)ﬁqgr\?\lg%rthg fJﬁ%Wﬁ% c%gnpounds:

eteroar
Sinkgth gled-plaenyll-4-[fl o3- teilanpinecth Yiepheol ) O -ingide otploidsoxale,

Al LR RIT ML AT B R e

t-ongbylAt shofyl-tHe - (2rviéln brommet Bylephteh plg € He onjoloznddk ylpfisoxazole,

l<a .. erein,R5 is - )y aryl, orc- of -
B T L T T A SR
al(RyH difudrst pltenyR & - impthyh - d g p- triflooroaxainy! phen yie- 1H-imidazol-4-yl]-
fo)l( Izgyé/i ng conpounds: 5-nethyl - 3-phenyl -4- [1-
l(sg-at rifluoromet hyl -phenyl) -1Him dazol-4-yl]
Sinsakdzb[ 2 mellyl- 1-(4-trifluoromethyl-phenyl)- 1H-imidazol-4-yl]-3-phenyl-
1SSE)m:%topeyl - 3-phenyl -4-[1-(4-trifluoronethyl - phenyl)-1Hi
m dazoft -4-yl]-isoxazole, 5-nethyl-3-phenyl-4- [1-
{2 2 tben tyll esgrrenietl-Hy(4- pHeoyd heth - phengB zIH -id idakd1-4-yl]-5-methyl-3-

- soi<azol e, 4-[1-

E’fé‘?“é/-'bsuoéa-‘ztonl“’rfl uor oret hyl - phenyl ) - 1H i mi dazol - 4-yl ]

38 4+fiohyph &y &mydth ylsbkia g tréfluoromethyl-phenyl)- IH-imidazol-4-yl]-
3-&3 f di fl uoro- phenyl ) -5-net hyl -4- [1-

PRI | uor omet hyl - phenyl ) - 1H-i ni dazol - 4- yI |
I3s@xBz@bepheR)-5-methyl-4-[ 1-(2-trifluoromethyl-phenyl)- 1H-imidazol-4-yl] -
5-nethyl -4-[2-nmet hyl -1-(4-trifluoronethyl-phenyl)-1Hi

RP 426t - 4-yl]-3-phenyl - isoxazole, 4-

P2t 3z fnorogthlen§13-4- [(14(-4t tiiftu b roon @hwt fheh yipHéh yrh )dadt-4- pii -
dazol - 4-yl] -5-nmethyl -3- phenyl-isoxazol e,

39¥%0l% o 0- phenyl ) - 5- met hyl - 4- [[ 1-
(Bphéenyl-U[ar(@reiflbytonpdieylyphen Hil+liHvimlaizaod1-Aylylidoxazo25-yl }-methanol,

i zole,, .3=(4-fl poro-phenyl)-5-nethyl.-4- y .

(5P R Progpanic Rl BRERRS ST ARRBo Hamppb Eai)-sovazol-5-y1)
methanol,

3-(4-fluoro-phenyl)-5-methoxymethyl-4-[ 1-(4-trifluoromethyl-phenyl)- 1H-imidazol-4-
yl]-isoxazole or

4-(5-methyl-3-phenyl-isoxazol-4-yl)- 1-(4-trifluoromethyl-phenyl)- 1H-imidazole-2-
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I soxazol e, 5-ethyl-3-(4-fluoro-phenyl)-4- [1-
(4-trifluoromethyl-phenyl)-1Him dazol -4-yl] -

wo sexazore, 30 PCT/EP2006/069722

{3-phenyl -4-[1-(4-trifl uoromstp(yl phenyl ) -1H i m dazol -
4-yl]-isoxazol -5-yl }-nmet hanol ,

yl)-4- [1-
%aib§)€5']l Iaﬁgr gﬂi?ﬁé} phenyl ) -1H i m dazol - 4-yl ]
-i soxazol -5-yl }- nethanol, 3-(4-fluoro-phenyl)-5-neth

oxymnet hyl -4- [ 1-
( 4- t I ¢ carouoerabodimeph élrydom pornidsp tithe ah veatioy hie those compounds of
Ed %%%&Fﬁf ?ig e(nCI?Z)Ii[1 ryl gE o CIZ{Z){ﬂ % or,6 181ﬁmtbere Ihl,%err%arr% which is
tueery/by) (ﬂ@)rlnwv@azlbyleﬁoz exa o 0r/ fol;lq\@mg compounds:

P ter.
rglzﬁcé&)t%gflﬁ er?é%oc}i 4rré12tlr,n?(?¥e c r]'p@ unglé %g}fatntla ﬁ%’ et
il {¢-dAt(Donethyle3-phep-ivemebydnds inofdazdlolr- piHphchyl Whdaedme, RS
S .- - 5 h I
A SN Stllen S oS I el TREPPASRUNER 2T
&xerppte] 1t (Henifrot phoniying He onjsleawieb yl]-3iphepgl-ispxzole,
53 ﬁggjﬁi’(bequ%gﬁgﬁgﬁyl)‘llsyr'?%fhyﬂ[ 93,4889 §1}-iidazol- 1-y1}-phenyl)-ethanone,
454{&{[53(3 fﬁmmehytﬂylj—éﬂn@thyihs@tkaydﬂ)él yi] finddazol- 1-31 jypenyl)-ethanone,
y_‘(gﬁgﬁ MEL RS %pﬁl_)-;s"-snfeﬁl;%l Sid318 y?lH.n;idazol—l—yl}—phenyl)—ethanone,

I SOXaz azo
lﬂhdﬁ;[B}(4d1d®aWhenyl) S—metthylhs@@akcbl 4-4H rimtidage b hghyphenyl)-ethanone,

El— 4- {g] [?_a(é'_o lrrgmo enpl.éS 1s )Sizi(l)zéoox 6}/;]o:im@azyoﬂ'—]_l—)(lﬁ—i)héndﬁf_l)—ethanone,
-11(Fh{ddzﬁ(B-41d1§lh§>r0p1b‘lfﬁnyl))5—ateﬂa/h0m&azol 4-yl]-imidazol-1-yl}-phenyl)-
éhéno 4-[3-(3-fluoro-phenyl)-5-nethyl-isoxazol -4-yl]-i

-1-yl }- phenyl ) - et hanone,

1-{#42{reth@-4-85- bredn;d>—3p1ﬁmnyl kotznedy)limisomoa oll} ghanly] -déthanone,
?g?—f[g—l_‘t%efll%%(l?%@geﬂgﬂ— g & ﬁ%’?g )H%en%l iSO 6(?1:%§flg)l—liﬁnidazol—l—yl]—phenyl}-
ethamalaezol - 1-yl } - phenyl ) - et hanone, 1- (4- {4-
E%flh({g e{? el?hn? 3P etrl]%%é @eﬁgfﬁgﬁz&i% ﬁ]z fgldizéi 1]4yl} {pﬂem[l) gthanone
Q3444c{Sfdyclopmpphmphbl)yl—lﬁ}xanﬂwyl) nrﬁﬁiaadlel ylé}-ghlejlyl} ethanone,
Ry ot SR R SR sk inyiageot 11} phenyy)-
ethomalaezol - 1-yl ] - phenyl } - et hanone, 1- {4-
- I t hyl -4 : o

R R B S netgpmeyisorgfyyimidagply 1-v -pheny)-
ethheond. } - et hanone, 20 1- (4- {4- [ 5-ethyl-3-
(4-fluoro-phenyl) -isoxazol-4-yl]

-im dazol -1-yl } - phenyl ) -ethanone, 1- {4- [4-
( 5- clcd oppraopgthb@ipleen yhe ¢ogmpamdb oﬂthytlu)ventlnm dazbbselcopipounds of
foghﬁl'i‘%ir\}vﬁ&EmﬁQf‘ CH),, (aﬁ)fl of 4((;1%12)3 5 &% FleHRERARRERYL which is

Suhﬁlm%gﬁ(y Q(EC&?)}Odﬁ‘é’ﬁfyflﬂfyl fOé@%@mr&ﬁ@ﬂeépllwng@omprQS 3-
(%441‘(514@&95/1@9%&@1 1so§azfasm4t5@)xﬂﬂﬁhmll VIPO¥RAM ackd Mlelhyl ester,

4- {g] [§%§ Auoro plhénﬁ) g n¥et?1yl isoxazol-4-yl]-imidazol-1-yl }-benzoic acid ethyl
ester or

4-{4-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-benzoic acid methyl

ester.

In a certain embodiment, the compounds of the invention are those compounds of

formula I wherein R° is —(CH2)m-aryl or -(CH2) -5 or 6 membered heteroaryl which is
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25 ethanone. In a certain enbodi nent, the conpounds of
the invention are those conpounds of fornula l

wob@rer47RsS is -(CH2)maryl or -(CH2)m5 or 6 PenBEPR1086/069722

heteroaryl which is substituted by -(CO-O I ower
al kyl, for exanple the follow ng conpounds:

gﬂlsﬂmQéf C{]\QX%@&PQQ&@%@%@F&lam‘iﬂé/lh)e'f&ﬁ{mﬁg Bmpoild:-

enzoi c
{5 3-Bre(lgd 3t plengl-venayl-3-yb-imaddrpl-1-yl] - phenyl }-carbamic acid tert-butyl
E&@xazol-4-yl]-inidazol-l-yl}-benzoic aci d et hyl

ester or 4-{4-[3-(4-fluoro-phenyl)-5-nethyl -

i soxazol -4-yl]-imdazol -1-yl }-benzoic acid mnet hyl

est e a ¢antain erebodimen g tivoehinmEvnds phidiedovep tomdes thosetdegpounds of

g&&%‘i‘& 1 \?%ng;u%tlé‘ Oﬁiﬁ% ? %?ﬁgl@ 53% 4 Q% n;g%%laaeg hetELG Which is

hrdtsttuder yy - Cm)dwrl& whr@md?/ls)M@vslkm@?thm@@aﬂ@B@mzuted by
' : - |
?%égeﬁ-ﬂ%ﬁé}l %}%?%olwgg%nkﬁéﬂ&, —qwz)nallléfé/ljocycﬁﬁ,r—(%i(—l%ﬂlpllle%eroaryl

o (CH ) barybtopyibr lypibsiith tefl dyhalogen, 4ondxpmiphd e fdlowingy | |

ﬁﬁg@ﬁl gs-carbamc acid tert-butyl ester. In a certain
nent t he compounds of the invention are those

Necrypwn@wlméthylsél A &1 Prunh eth y1- 3nplegneyi-mso REzol-4- W X- DAy ol - r yl1 -

Bézh@j )m5 or 6 nenbered heteroaryl which is

substl uted by -C(O-NH R, wherein R is |ower

&l[ kaf hyrhetbyl-3-pheryl-adokgdol-dephs imidatad d - Y- N-hedpegenylebenzamide,

l@{%&é et}j]glt ekﬁenyﬂ %H%H&l (ﬁ‘r}éﬁzﬁﬁ E%Atlelr \tl)lliN 3 morphohn 4-yl-propyl)-

b¢rZ)de; ar yl , opt i onal |y substituted by haI ogen, for

X I f,0l<l Qw0 ounds: .
SR B bl A 0 R 1 s i
Ny¢y):loﬂ>ntyli—dz[dl—(51my1|h]yl—3b)dan1zjdfi$qj<azol44—y194midazol 1-yl]-benzamide,
&Eﬁy%%)hpftgl a r];RQ%rb}%e{‘{;;ch%lséj—éggnoyll—_is%igzlol—4%'/11%191%%%1—_ 15 bbnzamide,
4] El4 5 {rﬁethﬁt %pherﬁd foempll -4t § o xaiziatol4- yi] -N-( teiralagiod pranl-4-yl) -
rpholin-4-yl-propyl)- benzam de, 15
vhi &m . .
RE opr opyl - 4-[ 4- (5- met hyl - 3- phenyl -i soxazol -4-yl)-i
m[daﬁﬂhet]iyly?o bhéetriarazdé Ayl NioidetadduylyHN-Ayridid-3-ylmethyl-
gSHZg%tl Eyl - 3- phenyl -i soxazol -4-yl) -imdazol -1-yl]
enzan’de, N-cyclopentyl-4- [4-
¢ 54{(§trh]g¢hyl33 phanyHisoksk-azyb)-ididytgl- I- ylinNdagadin 4-ylnjethyl-
-benza
herzgimg rret hyl - 3- phenyl - i soxazol - 4-yl ) -i mi dazol - 1- yI ]
NN3C ﬂl@(trbqﬂipdyl())ApMF@qméEM—B-phlaﬁylZMadﬂ 4-#0-imidazol-1-yl]-benzamide,
AL Sb B R 2B srdahsoxazel sl ol gl oy} -
benzamide,
N-cyclopropyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclobutyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclopentyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-(tetrahydro-pyran-4-yl)-
benzamide,
N-cyclopropylmethyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzamide,
2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-prop-2-ynyl-benzamide,
N-cyclobutyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,

N-cyclopentyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
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4- [4- (5-nethyl-3-phenyl -i soxazol -4-yl)
-imdazol -1-yl] -Npyridin-4-ylnethyl- benzam de, N

W@ 3oof7lozors- phenyl ) -4- [4- PCT/EP2006/069722

(5- et hyl - phenyl | soxazol - 4- Yi) -im dazol -1-yl]
- benzam de,

ﬁ%%'rﬁé’c Fﬂ%ﬁﬁox?@ﬂﬂ nﬁ%&%l éyﬂf‘ ﬂréég:% ﬁd?@’i@fa%' a41)-
b@lzammctwl 3 phenyl -i soxazol -4-yl) -imdazol-1-yl]

?Ig(?}@n@?ﬁam&eth%‘éﬁﬁg—l[g ggiﬂaﬁlzog? pﬂérg}r% 5- meth a1sZoo zo 4 ?/]]] -imidazol-1-yl}-

byyeamadr, de, N-cycl opentyl -
%—gg— Zt@ o§o%BgﬁW 'nslfé%ﬁf?’l %xa%olyél %rl] 1fnrﬁaqglzPlyI}lNyﬂr1)p 2-ynyl-
Be{z4mfds, et hyl - 3- phenyl -i soxazol -4-yl)-imdazol -1-yl] -

ﬁ%g&%@%g& Qn[g%/(@flh %@Yd[hz?gyl?-%%&ﬁ{‘yﬂ{%mazol- 4-yl]-imidazol-1-yl}-
b&rzmmtidey| - 3- phenyl - i soxazol - 4 yl) -imdazol - 1 yl] -
REERRL P, At (o R <3 RS PR
bergoliddyut yl - 2 [ 4- (5 met hyl - 3 phenyl -i soxazol -4-yl)-im
i L-1- v ], N-cycl |2 [A- .

N Rerge Y Lo BN phe P SR bt 11
béenmad, de, WO 2007/ 074078 PCT/ EP2006/ 069722 -12 2-

Lda [%?g i utohé’ | hen)gtswetﬂylsl%xx%%&l 290 %lds zom 9A2R! 2-tya¥dy-ethy1)-
bbrrzyn:ﬂldrpropyl met hyI 4- 14- [ 3 (3- fI uoro phenyl )

%S{ﬁrf? AEEnym(% P Frll}/ 0% n&eﬁé%l] 1F3xaéol ?lﬁ nimciazx i yl}bl\elré morp%bhn 4-yl-

ethoydearandidy) | - i m dazol - 1-yl } - N-prop 2- ynyI

P AT o S REOUP B AR o wpdaep Tnidedo L YRR R b4y

Ndpybtb}:hm:tmidﬂ 14 [ 3- (3-fluoro- phenyl

TR ook RSUEEL s dhetb - e Ph ot qalb b Grdhypyidasol-+-

yl%ﬂﬂﬂ]hyénzammeazol 4 yl] -im dazol | -yl }- benzam de,

Gty o RSB S Y myaealel SRy >-imethyi-
bﬁmmﬁﬂaje 15 4- {4 [3-(3-fluoro-phenyl)-5-nethyl -

sy Subitdnin D SRy e bR DRl >
yisaxiag Oennyidg,- i m dazol -1 -yl }- N-(3-norphol i n-4-yl -
N-(3-fluoro-phenyl)-4- {4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-
benzamide,
N-cyclopropylmethyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclopropyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclobutyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclopentyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,

3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-(tetrahydro-pyran-
4-yl)-benzamide;

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-N-pyridin-3-
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20

propyl)-benzam de, 4-14- [ 3- (3- flu oro -phenyl)
-5-nmethyl - isoxazol-4-yl] -imdazol-1-yl}-N [2-

W(Q Yodziomodazol -4- 20 yl) -ethyl] - benzarri de, PCT/EP2006/069722

4-{4-[3-(3-fluoro- phenyl) 5- nek?
i soxazol -4-yl]-im dazol -1-yl} furan 2-yl met hyl -
[ - flu oro -phenyl) -5-nethyl-
?gox gﬁéfm%fi%é-lmdazol 1-yl}- N pyridin-2-
- mtoipymt-ybér{é—e[ #i(ddluo2& phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl}-
N 3qfiduor o- phenyl ) - 4-{4-[ 3- (3-fl uor o- phenyl ) - 5- et hyl
>“E0xazol - 4-yl]-imdazol -1-yl}- benzam de,
N- cycl optlopyilesmt hgipBundspf f¢rnBra [ Zad llh@'m md)aphamyﬁ()ally acceptable

S ] BY bich3RH 999 docd] dorip uffiRBLEd e |- Denzam de.

uoro-p en yl)
WA |n1dazol 1-yl}- 30

éﬁ%gﬁg COhﬁg%ﬁa?%gﬁFM?Jg 14- [3- (3-fluoro-phenyl)
- b- nethyl-lsoxazol 4- yI] -imdazol - |-yl}- benzam de,
N-cycl opentyl -3- 14- [3- (3-fluoro-phenyl)
-5-met hyl -i soxazol - 4- yI] -| Rdaz§ -1-yl }- benzam de,
35
3-{4-[3-(3-fluoro- phenyl)
azol -1-yl }-N-(tetrahydro-p 4-yly}- benzam de;
4 {4-[3-(3-fluoro- phenyﬂ§ 5- et hyl -

b6 e iET U EPI O e b0l Seniy ek iy T mish safvater n the

pfesé‘d'cé weh bpeNtyh-4aqhdbus boBum(idfdxidy ©-gfeaidsnpound of formula
-met hyl -i soxazol -4-yl] -imdazol- |-yl}- benzam de.

re present conpounds of formula | and their
pharmaceutical ly acceptable 5 sgis can be prepared
by a process conpri sing th&'st &ps of : a) reacting a
conpound of formula Ilz2 R JO BRIR3 1 Il with
hydr oxyl am ne hydr ochl ori abuitabl e sol vent,
such as et hanol and water he 10 esence of a
base, such as aqueous Bddi v hydroxi de to give a

conmpound of fornmula |111:
b) reacting the compound of formula III with a chlorinating agent such as N-

yl -i soxazol -4-yl]-imd

chlorosuccinimide in a suitable solvent, such as DMF to give a compound of formula I'V:
. .OH
R N

|
2
R Cl

RS 1A

cl) either reacting the compound of formula I'V with a compound of formula V:

MeO
74

R4

O \"

in the presence of a suitable base, such as triethylamine, in a suitable solvent, such as
DCM

c2) or reacting the compound of formula IV with a compound of formula VI:



RLI,OH R\ H R31 Ill b) reacting the conpound of

formula I'll with a chlorinating agent such as N
w@bkdosnosecci ni mde in a suitable sol vent, suchpEEERRMB6/069722
to give a conmpound of formula . R 1T,OHR2 d R3

IV 15 cl) either reacting the conpound of fornula IV
with a conpound of formula y: MO R4 OV in the
presence of a suitable basey such as triethylamne, in
a suitable solvent, such as 20 c2) or reacting
t he compound of fornmula IViwith a conpound of fornula
VI : WD 2007/074078 PCT/ EP2 069722 -14- O R4 OV
in the presence of a suit@ble base,, such as sodi um
hydri de or sodi um net hoxide, in a "suitable sol vent,
BllJfH’eh @ssebdbda surivlabade, §1d110asg‘io‘dﬁlrﬂ hgarfipovndodifim methoxide, in a
la, VI OVII d) reacting the
%18 L?H{Ye%tf Sﬁgjfﬁ%@?ﬁmﬁh% °lhromine in a suitable
soI vent such as chloroformand acetic acid to give a

ORI LIBLANL R N4 R R

d) reacting the compound of formula VII with bromine in a suitable solvent such as
chloroform and acetic acid

to give a compound of formula VIII:

VIII
el) either treating the compound of formula VIII with formamide in the presence of
water under heating, e.g. conventional heating or microwave heating

to give a compound of formula IX:

IX
e2) or treating the compound of formula VIII with a compound of formula X:
HN
§,NH2
R’

X
in the presence of suitable solvent such as dichloromethane

to give a compound of formula XI:



R31 ~O10 Br VIIl el) either treating the conpound
of formula VIIl with formam de in the presence of

wowdoen74ngler heating, e.g. conventional heati NBCDEP2006/069722

10

15

20

25

m crowave heating to give a c_opg_ound of formula I X R
NO2RRII3IN. "~ NHIX15 €2) or treating the
conpound of formula VIIl with a epnpound of formula X
HN ~-NH2 R6 X in the pr
such as di chl or onet hapg 4 conpound of fornula
Xl: WD 2007/ 074078 PCT/ 722 -15 RNCO 2 R4
R3 N *~NH RX fl) eit reatrd Qg the conpound of
formula XI with an el B¢frophi | eNgf Formul a X- RS,
wherein Xi s a hal ogen atom f2) NHeating the
conpound of fornmula XI with andlgd ectrqphile of formula
B(OH)2-R5 5 to give a conmpound of forhula l: R NO 2

R4 eitfer3rdatin RtHN¥ compound of formula XI with an electrophile of formula X-R’,

wherein Xis a halogen atom,

£2) or treating the compound of formula XI with an electrophile of formula B(OH),-R’

to give a compound of formula I:

wherein R! to R® are as described for formula I hereinabove,

and, if desired, converting a compound of formula I into a pharmaceutically acceptable

salt.

The following schemes describe the processes for preparation of compounds of

formula I in more detail.



10

15

20

25

~N,Rs R6 wherein RL to R6 are as described for
formula | herei nabove, 10 and, if desired, converting

wa2acnpoend of forrmula | into a pharnmaceuti cal PQT/EP2006/069722

acceptable salt. The foll ow ng. schenmes describe the
processes for preparation of conpounds of formula I
in nore detail. 15 20 25 7/ 074078
PCT/ EP2006/ 069722 -16 Sche‘#e?g%g% NO X\R7 R Ra
X= Halogen R NN ~ R K2C031 DV, 120 C6 I-a R F
RI-NO2 RAT RNOa R3 NK20C03, DW, 120 G,R2 R
NHOH6 3RHO-B\ RN X 1 i R8 R&\ N opper
catal ysis 5 wherein R7 igu-?@HZ 3 7
ituted

)m t -5 Q
-(CH2) m t-heteroaryl which are opti onal
by one or nore substitdenti°%Ekl ect ad-FrgM t ke Yroup
consi sting of hal ogen, ar. Mok, | oner aMkafﬂ
| ower al koxy, |ower alKkyl'su anyol, | ower 13l ky/l
substituted by hal ogen, F - (O -1 ower al kyl,
-Q(0) - O howay-Gal kyl | -NH-@-QI over al kyl or
-C( Qe NHIR Ml wperein R i SRdefi ned above, and 10 RS

i s halog cy\ano, nit¥o; | kyl, | ade oxy.
I owe%3 Nyl , | BWek, LMK VA0 °C - 2
>\/NH oH
]
6
R -B R N
HO >\/N
Xl \@Rg R’ s
I-b R
Copper catalysis

wherein R is -(CH2)m-1-aryl or -(CH»)m_1-heteroaryl which are optionally substituted by
one or more substituents selected from the group consisting of halogen, cyano, nitro,
lower alkyl, lower alkoxy, lower alkylsulfanyl, lower alkyl substituted by halogen,
—C(0O)-lower alkyl, —C(O)-O-lower alkyl, -NH-C(O)-O-lower alkyl or

-C(0O)-NH-R’, wherein R’ is as defined above, and

R® is halogen, cyano, nitro, lower alkyl, lower alkoxy, lower alkylsulfanyl, lower alkyl
substituted by halogen, —C(O)-lower alkyl, —C(O)-O-lower alkyl, -NH-C(O)-O-lower
alkyl or -C(O)-NH-R’ and wherein R’ is as defined above.,

In accordance with Scheme 1, compounds of formula I-a and I-b can be prepared

following standards methods.
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15

substituted by hal ogen, -C(O-I|ower alkyl,
-C(O-OClower alkyl, -NHC(O-0O1ower alkyl or

WO g0k R and wherein R is as defined aboveCT/EPI006/069722

accordance with Scheme 1, conppunds of fornula I-a and
I-b can be prepared 15 follow ng standards nethods.
20 25 WD 2007/074078 PCT/ 069722 - 17 Schenme 2
RNORNOR NOaRa?2|I o 2R4 RI\ ~RR3 OBr
HN OR3 NI\ NH VIII XIl OBn MIlI BnO ROR4 RZ
R3

t 0
w
e

| \,RB /[(NNN BnOl-c Bs RO ZRt ~1\ R/ N
- O R- and R8 %rejasydgfined in schemeR1 N7\ ..
are as_descRnpe we. 5 | n_acgor drrge /

w’th~hex@nethyl enet et RAM¥E i 0 a RN
such as chl ordf orm and t hen react%th HCl to give
an i N{'Br nedi ate ani ne salt %hich can‘eggacyl at esiwi tfy,
benzyl oxyacgt yIN-Ochl oride in the presence of sodium
hydr ogep: caftbodaig,Rin ethyl acetate and water.
Fur-ther re on\w th ammoni um acetate in acetic acid

N
\_NH

as sol vg '
can be Iaborati?\/'q\]n accordance to Schene 1.

I-¢ BnO 8

N
\
s
BnO

R’ and R® are as defined in scheme 1 and R!- R* are as described above.

I-d

In accordance with Scheme 2, the alpha-bromoketone can be treated with
hexamethylenetetramine in a suitable solvent, such as chloroform and then reacted with
HCl to give an intermediate amine salt which can be acylated with benzyloxyacetyl
chloride in the presence of sodium hydrogen carbonate, in ethyl acetate and water.
Further reaction with ammonium acetate in acetic acid as solvent affords the imidazole

derivatives which can be elaborated in accordance to Scheme 1.

Scheme 3

The definitions are as described above.
In accordance with Scheme 3, the acids of formula XIV which can be activated following

standard procedures by 1-ethyl-3-(3’-dimethylaminopropyl)carbodiimide, 1-
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Schenre 3R -OR4A RNOa2RR3N RBENNR CONHR

C2 HXIVI-e 15 The definitions are as descri bed
w@bave740iy accordance with Schene 3, the aci dSPOI/EP2006/069722

formula XI'V which can be actlv%ed foll ow ng standard

procedures by 1-ethyl- 3- (3" - dinethylam nopropyl)

ﬁ%B% B%tﬂg olél' t%églglzl{c a%ﬁQK F gt/eg%g%gl a%gg g‘g’NH &%?chmce

r enzo ri’azo riethyllamne an hen react et
tal gike eomporinde of RriNb) [-of choice to give conpounds of

it tituents are as
Egésg‘lfﬁlﬁm%}l 3\?}%%“9@@ h‘% % dg&g%g Wa RNOR NO 2R
R Ra2 R4 R3/ ~R3 g Br hBnkd NH VIII R N O XV
XVI Oz 2R41 / \ as Schene 1 RNXNs OR %1-f
In accordance with Schene 4, conmpounds of formula VIII
can beloxkedsed with DVBO, pwateO to produce the
. | h lcs iﬁen be reacted

as Scheme 1

In accordance with Scheme 4, compounds of formula VIII can be oxidised with DMSO,
water to produce the compounds of formula XVI which can then be reacted with a
mixture of ammonium acetate in water and acetonitrile at 0 °C together with 2-hydroxy-
2-methoxyacetic acid methyl ester to give products of formula XVI. These can be

transformed into prodcuts of formula I-f following the procedures described in Scheme 1.



2- met hoxyacetic acid nethyl ester to give products of
formula XVI. These can be transformed into prodcuts
woboo7orqwng a | -f foll owi ng the procedures descrPdEEP1006/069722
Scheme 1. 15 20 25 WO 2007/ 074078 PCT/ EP2006/ 069722
-19 Schemre 5 RNO RNOalZZ Ra RZRR3I NR3/ N~
t NI\ 8Bl RBOHR I-c ~ RNORNORZ Ra
1Z2 R4 R3NR3 N tt NI ﬁ@%hpgg Cl ) RB XRB8 I-i
1-h RO X =0, NH RL-R4 are as described above, R8 is
as described in schene 1 and R9 |snlomeb alkyl, 5
- CH2- aryI IthNgmally substituted Py hal pggn or | ower

al kyl , Bt eroaryl , RBQ y substituted
by hal aIkyI or | ower -\pstituted by
hal ogen,, & CHz) -het er rcycry accor dance
with Schenms 5 0 uounds of fornula I- ZCQ he
transofrmed int unds of fornula

treat ment wilR RKOH. The alcohol%*o Fﬁuhg
I-g 10 can then be onverted into the chlorides of
formula I-h,in;BgMat 0 Cin the prgsenQ§ of
triethylame Hndy e hanesul f onyl r‘These can
then bet're ith a range ofR or amnes in

the prese aH in DME Lo giv ducts of
3
f or nul &k’ AN R .=
cl \G\ X R
I-h R°
X =0, NH

R!-R* are as described above, R®is as described in scheme 1 and R’ is lower alkyl,
-CH;-aryl, optionally substituted by halogen or lower alkyl, or is -CH;-heteroaryl,
optionally substituted by halogen, lower alkyl or lower alkyl substituted by halogen, or is
-(CH3y)o-heterocyclyl;

In accordance with Scheme 5, compounds of formula I-c can be transofrmed into
compounds of formula I-g by treatment with TFA and TfOH. The alcohols of formula I-g
can then be converted into the chlorides of formula I-h in DCM at 0 °C in the presence of
triethylamine and methanesulfonyl chloride. These can then be reacted with a range of

alcohols or amines in the presence of NaH in DMF to give the products of formula I-i.

As mentioned earlier, the compounds of formula I and their pharmaceutically

usable salts possess valuable pharmacological properties. It has been found that the
compounds of the present invention are ligands for GABA A receptors containing the a5

subunit and are therefore useful in the therapy where cognition enhancement is required.

The compounds were investigated in accordance with the test given hereinafter:

Membrane preparation and binding assay

The affinity of compounds at GABA A receptor subtypes was measured by
competition for [3H]flumazenil (85 Ci/mmol; Roche) binding to HEK293 cells
expressing rat (stably transfected) or human (transiently transfected) receptors of
composition ol 372, a2B372, a3p3y2 and aSP3y2.
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As mentioned earlier, the conpounds of fornmula |I and
their pharmaceutically usable salts possess val uable

w@baroemaes ogi cal properties. It has been foundpeehar20béresy722

15 conpounds of the present mydantl on are ligands for
GABA A receptors containing the a5 subunit and are

t her 8@1?15{@13%3\?%8 % ﬁ@n&e‘&ﬁ ‘Ié?%at% pHREr & @ ascrﬁﬂ/f‘kd 9> mM CaC12, 1.2

enhance
v d4gClg d 26 enNiNagd clormadhEas; itk ﬁ51h1@dlnég$sajgbwfé¢x) homogenized by

E@l@zﬁ’bﬁ‘ adiigroso %@E&%ﬁd%@t@ﬂ g’éH'f&%(ﬁﬁ% Rianvdi BYORSS BYrvall, rotor:
hé affinity of GABA A receptor  subtypes

ounds at
M-@‘l ey smbyh 6955) BIIFHEtSTe FshsPeBreq lgl-lﬁrF‘P%Wﬁi”é]ﬁﬁe{ agg
Bp@lized RYPoR)rddi BEENJS k& JEK2 PBoteidl Wi m@%@feﬂ%Btdﬁl@ard method,

t te
1%%43 ?@@ﬁﬁiﬁ%@i@@&%@ PRralRg kAR HDRE S
a2(33y2 a3p3y2 and a5(33y2. WD 2007/074078
PCT/ Rriohgihd daviieg ass@B weet tarped detis awehens oS30 male (P6-well plates)
%ﬁﬁ%ohfaﬁr&dtl@bfrﬁ oi(c%ﬂ%léﬁil\éb% %H%ﬂmgﬂﬁ%ga cénc%ntrﬁ%n of 1 nM

pH ;. binding assay
Eﬂnyfleﬂ)? a%&%@éﬁ?&%@ 561}\4 f?fdl‘%/%“rbéﬁlt? @)‘?d g tespeorgpeurghin the range
%ﬂﬁ) atlmﬂx cenM. Ndmgp&lﬁcqﬁn(ﬁﬁ magld@ﬂneé b ()s@@aﬁlz%mm and typically
orva

mrf‘éel?t'sé %Fé?)é’ﬁa ed’ ?%RP%B@W ifg A é‘iﬁrealﬂﬁ‘?%“tedo g8 ibrium for 1

hownog drifiCzad hayvepod yh tooGFACOuniefdterd@aslecd oy filaatiodPnsih g b ®Packard

HAR BB i A 0L o TR0 B tfer PR AP 5% 8 hvine

ﬁltﬁdﬁetvgnfalsrgé})@@,ct%@tryevaé deterted by liguidriciatillgfiamenupfin2dQ vialues were
Eaneh Lisikb E&&‘{; 131‘[ (M]&I%Ebf?)%ﬁ%&@ﬁl@ OB BEwRf de@éarhlmatlons

menebr anes; 'umazenil at a concentration of 1 nM
for @hecArp 0L91d§ 'éth&' deorfpdh yih Eéxﬁﬁ{bfe@'ive?@teﬁékbiﬁﬁhé §b&%diescr1bed
the test coqgound in the ran 10 of 10-10-3 x 10-
ASHs Bae tha Reeisiad Forg Powidsrere @ dsg pegsess al\ﬁldﬁlélfé‘ifa‘}ﬁpéﬁ‘ément of
Lﬁ@éﬁﬂ{azgn ﬁ&ﬁrcﬁﬁs%%ﬁfés J)fetgg' th}”}@%ﬁ?&’ Qée I I?%f 56?6 ?]L/I or]}ess Most
ASS& s were | neubat o equi Pibri um
pmfﬁrrealtaréc@lpmdldsahmeesKﬁ(dﬂ\d)m 85 Gﬁla@refmred embedisnent the
(Packard) by filtration using a Packard_ harvester and
%@ﬁ?wsm th inyention ae WASH eoEiFetbe 1950 RSP retfve to the
15&2 gsuu i ng, filter-retained radioactivity was
et ect I'quid scintillation counting. Ki values
wer e 15 calculated usi ng Excel-Fit (Mcrosoft) and are

t Reanplens @fi[ntviioh @ket|erirangiie ons éﬁpﬁh@gmncﬁmﬁh@mﬁoi &i[nM] has
accgnpanyli ng exanpl s e tested in the|above

descPibed assay, and th&:-preflerred conpounds were
found to |possess a Ki value for displaceprent of [3H]

fTumazeni|l fronvyab dubundd s off theonat GABA Alvecepio
of 100 nMor less. Nbst preferred are cpnpounds with

= (N

)

' t he 20
conﬁ%unds of %%@ inventi%ﬁ ar e bi%ﬁﬁ;g selecﬂ@ge fof 25.6

the a5 subunit relatlive to the al, a2 and O subunit.

Exanpl e Ki [ nMg3.has Bxampie Ki[[nM 233 Exanpl e2io. 770
Ki[nM hab
5 29.1 62 54 125 13.6
7 30.9 63 14.4 126 11.9
9 25.5 64 14.7 131 21.5

10 204 65 19.1 132 4.7




No. No. 2 21.7 49 9.1 119 33.7 3 29.6 50 21.6 122
25.6 4 33.1 51 28.5 124 27.2 5 29.1 62 5.4 125 13.6
WO 28002068 14.4 126 11.9 9 25.5 64 14.7 131 Z2ACHEPH06/069722

20.4 65 19.1 132 4.7 WO 2007/ 0%14
-21111516667133298 1

078 PCT/ EP2006/ 069722
5571167134127

15 1L74 511 128 7 6627 0\ 75 26? 140 UB?S 0 298

76 10.9 146 17.1 19 28.7 77 27.3 147 18 1 20 32.4 78

12. 82148 |23. 35521 31.5 701 14. ) 149620.9 |24 2340 82 12.7

19.5 153 |17.3 30 9.9 84 31.8(154 13.5 .315097 10.0

158 17 0+3219-3 9817716012 F=33—15104 161
o35 36|76 163 315 162 26.4 38 0 job 31 16b O

9.5 39 18.3 114 31.[0 164 27.0 46 4.7 116 13.2 165

18.24 47 |16.630717 13.3 48 17.6 118142D. 0 YWO 20136/ 074p78 1.71

PCT/ EP2006/ 069722 -|22 The conpounds of formula | ap

weH—as—thei+r—pharmaceutical-y—usaple—acidaddi-tion

& 139 28.2

17 27.0 75 2.7 140 9.8
18 21.0 76 10.9 146 17.1
19 28.7 77 27.3 147 18.1
20 324 78 12.8 148 233
21 315 79 14.0 149 29.9
24 29.0 82 19.5 153 17.3
30 9.9 84 31.8 154 13.5
31 5.0 97 10.0 158 17.0
32 19.3 98 17.7 160 12.7
33 15 101 27.0 161 16.3
36 7.8 104 315 162 28.2
38 24.0 106 32.1 163 9.5
39 18.3 114 31.0 164 27.0
46 4.7 116 13.2 165 18.2
47 16.6 117 13.3
48 17.6 118 29.0
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salts can be used as nedi canents, e.g. in the form of
phar maceuti cal preparations. The pharnmaceutica

w@e@parars ons can be admini stered orally, e.g.PCTEP1966/069722

formof tablets, coated tablets, dragees, hard and

soft gel atine capsules, soluti®ns, enulsions or

susp

be eﬁ? (}qﬁgo%n-elc—lg t%gl ﬁrﬁfyﬂ Pés%éilaars 'tlﬁé]r @%a@%ﬂﬂusaﬁ% 38d addition
salis sas be wicdas medtcampaﬁs;sm én éhd form @f gharipceiical preparefions. The

#Hir%ké&ﬁaﬁﬁjewrht@&?s carl B8 a&ﬁfﬁ%Q%g%rﬁf £ grlﬁlﬂlll@fokm%f Gablets, coated
hei r pharnaceutlcally usabl e acid g ion salts can

abb gragsselprdionf spih §F AP S ?%}Uti“ﬂ’ér?mu}ﬁlﬁa? gasiseensions. The

@drgﬁlmtﬁauex QhIpIh%WBSerf QEO b&ﬁfeo&ﬂ@&tﬂﬂlyl eR. iafthé RpinaifSuppositories, or
coat ed .t abl et nd h el ati ne capsul es.

B%E?%§%W3C%H% 8Ha:?n88 U&%?lves t hereof, talc,
st eailhecaupaingis of f(Brnsldxal k avdegtheir pharnipeewtsetly asibguchl addition salts

C e%r%@és§ed ﬁt?ghir%céﬁﬁ%@ ﬁert%@lgg%ﬁﬁ ot I’(l)ggéﬁif ?&mplents for the

at’li ne caps ul table exciplients
g@ld&?‘il%Of t@&ssf’m@sedata@e@ ¢ragépe et hayd eelgfing capalge dLactose, corn

§t§1toﬁ,or$1@fﬂfa‘%%é e thik Gtafic ROH P ht§ sis@ic cRHibk akddas such excipients
AT LA P S A R

gipsﬁlesaeetgc Vegﬂzﬁbﬁwﬂts,asbdxes émglsamﬁnhs alﬁabhqmﬂ jpebolsaitc,

sol u ter coh l s l.vcerao
vege Ul a]%ee COXIC péen’t Yi‘% m fa cetureexoC |sgl|hte1§ an,r% slyrup% arec.g. wa‘ter
polpploshtainiass, laveet L0, ghlaossrrem or hardened oils,

WaX €8yt dbf ki 16?1%"@@ ﬂé‘:‘t’l'og futibh Gt d, %ﬁéplaﬁoﬁgﬁ olyals, glycerol,
2

Nbr eover, phar madeut | cal preparations can contal n
preesblecdbictfes, sol ubilizers, 20 stabilizers, wetting

agenslﬁtabede*k@hd‘nltﬁbs suPFPORIES 1RR AF Se. Gah@ERHHSrdened oils, waxes, fats,
fl avor ant or varying the osnotic pressure,

B epd 0%@@?? RQE@H%S or antioxidants. They can al so
cont Mdﬂecﬁfer lthe plﬁrhﬁbemheﬂrmqmuitlm lchy cotethingivéservatives, solubilizers,

%Hﬁlﬁ%e?gg&ez%n Lﬁ-’r %gnggezﬁgllﬁltﬁg v%’e%{%ﬁﬁgn Jo:ﬂ#] r|1 fga%o%an% s ?&dvarym g
theqimogigenassirerbudigeth m@é{:ltlg @gﬂnmor@aggmdmﬁs geéres can alsp gontain still

biver ﬂﬁ?ag)egficaﬂgahlugﬁem‘ﬁ'cg ration a dail y dosage of
about 10 to 1 g@f person of a canp

genel B¢ dp3EGEAN Y Wibig vde Emats apd pills é?tf %Ouréﬂ Pﬁ 8{}541“1 the
ION €u 1 pRRlireheAtstin eaih @kﬁ@lh&as&l@ @ed, Mg case of oral

(fces tx éf%ﬁ fosI | O ag% ?I(ﬂ:ﬁj}[ %ﬁ 4 Ielfspt rsaﬁ%fggompound of
%%E“é ORGSR SRAFF PHETE (R g s Rer PRSP

arpe faturle b shaudd g appnopnmtel attheesh tBelabovwesipp¥dimit can also be
égg;ﬁg%ﬁgﬁ%cgggé P2006/ 069722 -23 Exanple A Tablets

I'ow ng” conposition are manufactured in the

R %Hommple@ﬂiﬂghﬁtme ﬁlcetsén\f hveHhSt #E6utimitin git. All

temperatures are given in degrees Celsius.
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5 Lactose 45 Corn starch 15 Mcrocrystalline
cellulose 34 Mgnesium stearate 1 Tablet weight 100

wdaBooEwanps e B Capsul es of the foll owi ng conpospPeT/@P2086/669722

manuf act ured: m capsul e Actiy%é;ubst ance 10 Lactose
155 15 Corn starch 30 Talc 5 psule fill weight 200
The active substance, |act corn starch are
firstly mxed in a m xer a%&lﬂmq‘lﬁ in a conm nuting
mac hTaldets Sheherfplawing commpostior arednana facheaedrinxdie usedlenanner:
talc is added 20 thereto and m xed thoroughly. The
mxture is filled by machine into hard gel atjnGpiet
capsul es. Exanpl e C Suppositories of the fngg%‘r‘rg
conposi tion are manufactured: ng/supp. 25 Active
Sotstsahgences Suppository mass 1285 Total 1300 5 The
&gsuory mass is nelted in a glass or steel aessel,
m xed t horoughly and cooled to 45 C. Thereupon, the
orestgrcpowder ed active substance is added therkto and
N@%g&g{aﬁlggggﬁﬂgg/ EP2006/ 069722 -24 stirred gyntil it
sperse conpletely. The m xture is poured into
pwma@raﬁmm ds of suitable size, left to clbol,

the suppositories are then renoveg,fLom ds and
packed individually in wax paper of et al%ﬂ[f [ The
foll ow ng exanples 1- 69 are prow ded for illustration

of the invention. They shdh@ple®3 not be considered as
limting the scope of the invention, but nerely as

bei NgapdRRLERRTERSWME cbBEEQEn al@ﬁ@dﬂﬁlfz?ctﬁlred:

mg/capsule
Active substance 10
Lactose 155
Corn starch 30
Talc 5
Capsule fill weight 200

The active substance, lactose and corn starch are firstly mixed in a mixer and then
in a comminuting machine. The mixture is returned to the mixer, the talc is added
thereto and mixed thoroughly. The mixture is filled by machine into hard gelatine

capsules.

Example C

Suppositories of the following composition are manufactured:

me/su

Active substance 15
Suppository mass 1285
Total 1300

The suppository mass is melted in a glass or steel vessel, mixed thoroughly and

cooled to 45 °C. Thereupon, the finely powdered active substance is added thereto and
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1- {4- [4-(3-Phenyl-isoxazol-4-yl)-imdazol-1-yl]
-phenyl |-ethan one 10 a) (E)- and/or

w¢ Z)o7Benzal dehyde- oxi me To a suspension of beneei/deivyaes9722

(5.30 g, 55 mml) and hydroxyl%{n ne hydrochl ori de
(3.82 g, 55 nmol) in ethanol m.) and water (12 niL)

ﬁﬂ?ﬁ(@%ﬂg% H(ag %bs%gr%e(g%qgnm% Fhe ﬁl‘&tyférlg Eg@%ﬂ?ﬁ%gﬂgﬁ dtgr&/ moulds

df opable eizd. Jefivia ¢vioh the &@)pmntorpte piegtler( teanpeed &toor thermadds and
18y n%ngdﬁaz]fym&/aé%a ok ﬁq IlTDS’t of the solid
1Ssol'ves t n s irring at roomtenperature a

white solid precipitated and the resulting mxture

Whe fallesin g xbuompéed 1wi Gorarevatayidedddr llosteitione the nkerion( Fhey should

T s

DR 0 GEL B0 158 AR LG50 e

efpfosentativeetheiepf.e conpound (5. 31 g, 88% which was

obtained as a colourless liquid. M5 20 mle (El): 121.0

[M. b) (E)- and/or (Z)-N-H, day-benzenecarboxi m doyl

chloride To a solution of ([HEpmpénd/ or

R

port| onwi se over 1 h, keeping the 25 tenperature bel ow
mxturevvas stirred at room

et POt e ni xture was then poured

oo Tacsurspeammbébcnzalddh}ebet(ﬁaﬁ eth mintdh) zﬂtdﬁyyldr@qhinahe hydrébidoride

CER brp oA e g TR D Sl e G pen »

tadutadif off ddivme hydrbklde caiEol2ddn ibl)di vapter88 MWL) Whisalidatbdropwise

PR S8y Rerid e Gre BB 25157 FGhhtr gt of the

palixitdigselves. A(ftE) 30 argl Sttrin g at room temperature a white solid precipitated and

E{]g)re N dr OX %éleeqrﬂlgcﬁﬁ\t %ﬁlgmg\%?% lag% gmglileg letﬁ}LHéli%lqﬂ) The white

mmip)tatemaéltnehi filtcoeed i ansh{dBithivhter was daddledder high vacuum to

triet am ne 4 ) dr e under o

oS B EeTien 57 R v BIRAR s P Blyrlgsiauia. ms

e (Elgact jogM]m xt ure was then stirred at 5 C for 15

mn, and 35 then the ice-bath was renoved and stirring

was continued for 30 mn (resulting in an increase in

betmenad/ur &)t N-Badrexy-béesndédas axintiderechi@sder e- cool ed

under ice-bath cooling WO 2007/ 074078

PEh/sERZ00 6f Qﬁg 42 or ¢ 2Bbdnanldaimalchaim805.27 g 4dmimbhén DINE (44 mL)
e n I

w%so ad a[%hrN cior é&}lé@%l%lﬁd? g_?%l ?rg%hr% h;f) nw1sre\§§§feﬂ HpkeeBmg the

tnrrmemterevt@ipw BeC.pdwereattion mxtmmwa.s stijedaut godng éemmr@tmre

Qﬁqni?g? Ahe )ﬁ{&ﬁ% @/gs ﬂ’ﬂeﬁ go%teﬁ%lnt@ﬁg k& ant&nQEQANiG ethyl acetate.

extract. was then dried over sodium sul phate and
ehapyphingd orggnicdaxres werg dlanopsbed WithyyteriapdPrigs, dipdmver sodium

§1ﬂ plRredRDEapitddsh QfordptiaiBeombbyhd eXEt @8e%F whikdh Wasddbtained
as a lsépt ygﬁow sorlil%i MtSh /et(LEi) ?55 0[M].

¢) 1-(3-Phenyl-isoxazol-4-yl)-ethanone

To a mixture of (E)- and/or (Z)-N-hydroxy-benzenecarboximidoyl chloride (7.41 g, 48
mmol) and 4-methoxy-3-buten-2-one (4.77 mL, 48 mmol) in dichloromethane (48 mL)
was added triethylamine (6.64 mL, 48 mmol) dropwise under ice-bath cooling keeping
the temperature below 5 °C. The reaction mixture was then stirred at 5 °C for 15 min, and
then the ice-bath was removed and stirring was continued for 30 min (resulting in an

increase in temperature to 32 °C. Then the mixture was re-cooled under ice-bath cooling
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compound (6.35 g, 719% which was obtained as a |ight
yellow solid. Ms: me (EI) = 187.1 [M. d)

wQ28r0mp7$ - ( 3- phenyl -i soxazol - 4-yl ) - et hanone 1BCT/@PA06/069722

soI ution of 1-(3-phenyl-i soxaz% 4-yl) - et hanone (6.35
g, 34 mol) in chloroform (50°nL) and AcOH (1 nl) at

I
80 R0 R O8O0 Ll o
taemp eanaptenate rdpmlddedt EeermghAﬂiherre@@digtmmremme theagomirghinto HCI (1

g:)] éhéil i&. \”%é zﬁitdI tHYF gxtfa%teﬁ% h( gg%ﬁ{‘%@r ?ﬁé;&ﬁg%@ el (V%S then

pour e I'cé- water IFayers” wer e
degphoar @@Idlamdsulﬂmteamql@w@orhaﬁ &0 leaxd 7 padlowbiWPthfiddbion by

. r r
CASRiSRY QIR SR pe ST DAk 7 9000 £ NGB0 R nd D
sarh phatde( 6a1daR, é\]/%fmﬂlaﬂlems obtainddi asatligbnydbpw solid. MS: m/e (EI) = 187.1
@ngmat ography (Si 02, heptane:ethyl acetate: 100:0 to

:3) afforded the title conmpound (3.72 g, 419% which
was obtained as a light yellow solid. M5 me (EI):

Te (a%ekuhenly)lf li(éq&anjdhso&-aydl)él—yelb fedraonee (6139¢, 3¢ mmiohmiEhloroform
D RELIT bkt o e R BRI Bt L 36 manon
. cthsme'res(LlIStmh)gom @ omire kewpén ¢ the renpuate e baidw SHAL(AftdNaddition
mr and extra ed wi. th ot hyl acetate. The a Ueous
e reactron m ure was a cd to cool. to oom t%m érature anc?&o into ice-
ayer was R VAR asic w AP UM HYBTBXT 9@ INS:
azatd:r QE)OtmE)w Tax layamstv\@de saphﬂateeltdnyllthmrpteauelayéﬂmtrmemwnhd
RPN i 35 o BLE e EN Gl B then SR MELRIRE brine
biedcbved mmdmglr@mmte an8i e@%;orhte@tfanﬁicemdsryby doemate@raphy (SiO,,

%bégﬁﬁgﬁcé\tgtg) I(;tl(()):] d gftgpcged tb%hﬁe o oun (73284[%) which was
obaired 24 2 light] yed $0lid301S /e (EI): 265.0/267.0 [M]
1-14-[ 4- (3- Phenyl -i soxazol -4-yl ) -i m dazol -1 -yl | -phenyl
| -et hanone To a sol ution of
ér {-1H iImidtanbi-vih- YpheBA{doamyle i soxazol e (106 rrg, 0.5

(a1 05 OB AT A e a0y GTBAPE Lt | T 10 g mamide (69

I 1 T olpad diver (roemhu 4Bgmmokt mselebteatmdleamcﬂa&hvétat 140 °C for

PR g R e hF paded e PO sl daf Exr e win

ehhiycdeetdte. TAS athens lé@ﬁrh@d thdri Ihaﬁ)d’ b3, wieh $0@1(ihrﬂ\h@dro&ﬁiél(u N) and

| hat t P t ‘
R BT R o C 5 i oAb sy i Sapts vere igo dgjed over
Edﬂlﬂnkﬁ@}laafaﬁld feflgbritbe td lehvetn YA RQOTd. Plfifid@ion by chromatography

A e i R G E

Bfﬁ\%b‘ﬂvhlchmlﬂibta&lea as a light yellow solid. MS: m/e=212.1 [M+H]".

5- Met hyl - 3- phenyl - 4- (1- phenyl - 1H-i m dazol - 4-yl)-i soxaz
ol e

f) 1-{4-[4-(3-Phenyl-isoxazol-4-yl)-imidazol-1-yl]-phenyl }-ethanone

To a solution of 4-(1H-imidazol-4-yl)-3-phenyl-isoxazole (106 mg, 0.5 mmol) in DMF

(2.5 mL) was added 4-fluoroacetophenone (61 mL, 0.5 mmol) and potassium carbonate
(138 mg, 1.0 mmol) and the resulting mixture heated at 120 °C overnight. The resulting
mixture was then poured into HCI (1 N, 200 mL) and extracted with ethyl acetate which
was then washed with brine, dried over sodium sulphate and evaporated. Purification by

chromatography (SiO», heptane:ethyl acetate = 100: 0 to 0:100) afforded the title
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5 a) 4-(1H I m dazol -4-yl)-5-methyl -3-phenyl -i soxazol e
A sol ution of

wd2qoonomwoacet yl ) - 5- net hyl - 3- phenyl i soxazol e  PCT/EP2006/069722

(comercial ly available) (6.8 ,9, 24 mml) in
formam de (23.2 nL, 583 mmol) and water (2.3 nL) was

r esh%dn§6w§tza?2 ésﬂa% eoz)ttaﬁ%%?aesg ﬁgﬁt %&ﬁg’l%lldﬁqgﬂ)lée 18301
BvyHdhd extracted with et hyl acetate. The aqueous

| ayer was then nmade basic x% ?dl um hydroxi de (4 N)
and then extracted with ethy gce ate. The conbi ned
organi ¢ exMetnl-S-phengl-4-hephenildH-ovidnzd gdylinmosadohat e
and evaporated to | eave a brown solid which was
recrystallised fromhexane - ethyl acetate to afford
hh/é( IHtIh&dmhn@ﬂDnﬂrﬂethiIQ% ghenvE&%azxMei ch was obt ai ned

BeB0fier s Bl R ARy ey (sl Ragpre o

g, 2411 mtnla)fl)an tﬁ(ﬁrnmmpe(ZB 3 mily, 583 mmajmatdlmzne[s(lil Fhatves heated in the

%el%é\%gﬁ a‘r"%g%ﬁ h¢ ﬁ?r ?l;ggr}gsuﬁ%n g 161)(&%6'#%"{51% poured into HCI (1 N, 200

dilh end gkt deslesicte Euh@bacéﬁteZ Thg aquzoBRlayermmds)th@nd adelsdsicrwith

SR o et i st RS8R HE RO prgoni

é)&ﬁb@tsmg:re the@ dmedloyer sodivoh mdpkaté Andrkyapofandd oviede Aprown solid

i odobenzene 0 an h n

WPER O sy UddopBete rgba e b TRl Pmpopad (272
B@% mvhipers abtaieedtdian oéfswhitd sodid VDSt wve=\3a6.3 pertEd. i nt o
aqueous anmmoni um chl ori de (saturated) and extracted

with ethyl acetate. The organic extracts were then

oy b-edetbvied-pbani-ynispiephiatie-immndhzeMapbriss-adole

e TN G
H3901) Wil Ocph avasthobliad (788 nag Oaldlrhelot), bibewyligetacdie (26meg , 0.22

fp_n%%lf #%%%%ﬁaéhgﬁ%g@ﬁrlrﬁg, glfl%pr_ngl)y\yzjs added a suspension of 4-(1H-
irﬁidﬁﬁﬂmyﬂ)—fS RE@RYS-pheoiaabevle B9 e, 8.0 hitolria teluene (2 mL)

?)_il%lH- P‘nbOdaO e%zenﬁm glgt(g%Z{ %%_l)napd? t&%@é S%ﬁ%%%re&iaéed at 120 °C

{023 dAysrnfted c@cﬁmrgrm krdorh Rerflpratied thamedult(dy Mixjure \ms pa@hfée Gnto

AL TR NN

altrdc®0iare RNt Wier VYRIND lslgbhate Ahd evapbhit&l. PuifBcatid@ by

concentr at ed nia soj ytion )

R R G431 R TSR B aeoide = i) Ao (e BiPoping (18 me.
M8%) @RekhevdsodeHifd adfallizh €blowh RGeNS:en/c ENS20r gARHE".

extracts were then dried over sodi um sul phate and
evaporated. Purification by preparative HPLC on WO

2007/ 074078 PCT/ EP2006/ 069 F&2m piely

4-[1-(4-Fluoro-phenyl)-1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole

To a mixture of 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (112.6 mg, 0.5
mmol) containing [Cu(OH)-TMEDA],Cl, (23.2 mg, 0.05 mmol) in dry methanol (5 mL)
was added 4-fluorophenylboronic acid (140 mg, 1.0 mmol) under an air atmosphere and
the resulting mixture stirred at room temperature overnight. After this time,
concentrated ammonia solution (2 mL) was added and then the resulting mixture was
diluted with water (20 mL) and extracted with ethyl acetate. The organic extracts were

then dried over sodium sulphate and evaporated. Purification by preparative HPLC on
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reversed phase eluting with an acetonitrile / water
[0.1% aq NH3 (25% ] gradient afforded the title

w@eoompomeds (34 ng, 21% which was obtai ned as ap@hEP®06/069722

solid. Ms (ESI): me = 320.0 [iWH] +. Exanple 4 5
4-[1-(3-Fluoro-phenyl)-1Him dazol - 4-yl ]-5-net hyl - 3- ph

R ' ) ¢ ’ '
P PGSRl ey RSP s arPLeR o i
{fidrde G thertifle conpommo (34 mas2 ionwkich eds obtingd as a white solid. MS (ESD):
?17‘]; I:%%%gﬂﬁlr%tbor onic acid instead of 4-

ny

uor oph ronic acid, to the title conpound (40
ng, 25% which was obtai neExaspe4 white solid. MS

)
(55 ) L TR BB PE P o
ASderetibgd foB _Hml&ﬁplybl?)-, i bHeizrﬂdiz&oM—yﬂ))eﬁmdﬂbﬁ{B—thnyEisamoE (112.6
g, 13 il T3 Rl Y15 RS Db RS kel staelss.
Buaidopbeniivenyichoidoi the eide dompsteh@Oahg,25%5 which was obtained as a
fluorqgph ronic [ to.the title conpound (49
WER‘*%@% %ﬁ%ﬁ-w?&—&%ﬁ&ﬂ% S a white solid. M5

(ESI): nme = 335.9 [ MtH +. Exanple 6 4- |

1- (4- Brono- phenyl ) - 1H- i m dazol -4-5yl ]

_5- et hyl - 3- phenyl - i soxazol®&2™PK s descri bed for

Exanpl

3 . .
4- (10 THE@sCBlorarphpyvls Hemigiob4alleiprehdokabeplisorazole
112, 0, . ' .
S48 B T GBS Eoneny o (126
frigu@.0 apheh ywab oooverted acing, 3-tldotdpbet ylbdren corjplanstelad otB!-

E[E%O?)ﬁg@ﬁ“\’é@ré&g?& Stoﬁﬁﬁaklgsgrggglggda 4 lngé,?9§o())|v&llhqéh vl\v/ass obtained as a
dhtd sqIBL BESAESHpheday 35 M +H Hazol - 4-yl | - 5- et hyl - 3- phe

nyl -i soxazol e As described for Exanple 3,

4- (1H i m dazol - 4-yl ) -5- et hyl - 3- phenyl -i soxazol e

(112.6 30 ng, 0.5 mmol) waExempssted, using

ESE A R e A

m%, | 35% vvhi:cg7\3/as obt ai EedE)a(ls aI eng gg solid. M5
BRI S By dat{ i F TS S st pheryrorssled 1126
7@, €.5\W0n 31 Ghak Ok ¥t8d R SEEPBAYMY (1B AyIBBronic?fid instead of 4-

fluorophenylboronic acid, to the title compound (78 mg, 41%) which was obtained as a
white solid. MS (ESI): m/e = 379.9 [M+H]".

Example 7
4-[1-(3-Bromo-phenyl)-1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (112.6
mg, 0.5 mmol) was converted, using 3-bromophenylboronic acid instead of 4-

fluorophenylboronic acid, to the title compound (66 mg, 35%) which was obtained as a
white solid. MS (ESI): m/e = 379.9 [M+H]".

Example 8
5-Methyl-3-phenyl-4-(1-m-tolyl- 1H-imidazol-4-yl)-isoxazole
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As described for Exanple 3,
4- (1H i m dazol - 4-yl ) -5-net hyl - 3- phenyl -i soxazol e

w@ 2d2/064078rg, 0.5 nmol ) was converted, using  PCT/EP2006/069722

3- et hyl phenyl boronic acid instegad of 4-
fl uor ophenyl boronic acid, to the title conmpound (16

%{E%T%Q%,% 12‘? E%hfﬁ@% ?@lﬁﬂ' i@ﬂ@%@%ﬁ@%ﬁy@%ﬁ&w MBxazole (112.6

Brahe.b myino vphewy\termd ysing 3-methylphenylboronic acid instead of 4-

gu&%PH%@@yAfIO&QEX% 0 tﬂﬁ&ﬂ@caﬁﬁgﬁncﬁ( l%ldlg, 1'0%9%81 FadSbtained as a

dh{td blidnMIRESD- Ayy#ﬁHSOdhtH?] 3- phenyl -i soxazol e
(112.6 10 ng, 0.5 mmol) was converted, using

4- propyl phenyl boronic acid instead of 4-
fluorophenylboronic acid, thxampee2itle conpound (52

( E,S| ): % g]yl W&l'?'mﬁﬂil%?g H.Blil%y\ﬁ%lt lfgaazol— —ydvssoxazole
5

Met hyl - 3- phenyl -4-[1-(3-trifluoronmethyl -phenyl)-1Hi

B E3ebe B rorm T o et Ry ISR o magaP ot (126

nk1Q.5 Gnmﬂg wald con Rl )usivist- sipyBphtedboreaicn@id instead of 4-

ronet hyl ) phenyl bor oni c |d
f'véf by PiG ot £ hente Stbwe BRrme Dopoiv e ained asa
Wite 3684 MEIBSD : wis=gat gi[vedHHs a 20 white solid. M
(ESI): me = 370.0 [ MtH] +. Exanple 11
3-[4- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-im dazol -1-yl]-
benzoic aci d net hyl ester Eg§n§§1described for Exanple
1H i m dazol -5-neth phenyl - i soxazol e

( 1 152 t% 3- Wegy]ﬁflﬁgi»)(g Wk uqlrgﬁ\;:gml @&enﬂg ilHgimidazol-4- yl] -isoxazole

3- met hoxycar bonyl phenyl boronic acid i nstead of 4-
fluoroghenylboronlc acid, tothe title conpound

Ay desaribgd fpRiEsrm eSS, dth Hiiddpzak 4oy -ty sophanyl- W(Bxazole (112.6

5'mMbB vas ég@vepteﬁ M'éi'r“g"?a (tﬁﬁumﬁﬁ)ﬂ% }1’001{04110 acid instead of 4-
%b (5- Met hyl - 3- phenyl -i soxazol - )-1m dazol - 1 -

prerhenybapRigacignte thagitlg é%fép?lﬁébéééﬂg,éié%ﬁ%d] yas ob]tamed asa
th(téb&lidﬁlv@(mb ﬂl/é/L)37§0f[§/I4ij+- 3- phenyl -i soxazol e (100

i nstead of
4 (1FL|n1dazoI 4-yl)-3-phenyl -i soxazol e was converted

to the 35 title conpound (ﬁgHH%F1§896 whi ch was
obt ai ned as a yell ow gum = 344.1 [MrH +. WO

ZOW[@@WP@F@E@@X@@MZ@ imigdgrold aripbenzp® acid methyl ester
5-Methyl -4- [ 1-(4-nitro-phenyl)-1Him dazol-4-yl]
-3-pheny|-isoxazo|e As described for Exanple 12,

As (aseriber Wapampleys, J-( SHnmptidazol-3-ybhemydthyl Sorleengl-sokd0® (112.6
mg, 0.5 mmol) was converted, using 3-methoxycarbonylphenylboronic acid instead of 4-
fluorophenylboronic acid, to the title compound (65 mg, 40%) which was obtained as a
white solid. MS (ESI): m/e = 360.0 [M+H]".

Example 12
1-{4-[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-phenyl }-ethanone

As described for Example 1f, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (100
mg, 0.44 mmol) instead of 4-(1H-imidazol-4-yl)-3-phenyl-isoxazole was converted to the
title compound (88 mg, 58%) which was obtained as a yellow gum. MS: m/e = 344.1
[M+H]".
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5 nmg, 0.44 mmol) using 1-fluoro-4-nitrobenzene instead
of 4-fluoroacetophenone was converted to the title

w@oompowmeds (97 ng, 64% which was obtai ned as aPCT/EP2006/069722

off-white solid. M5 n1e = 34593 [ MMH +. Exanple 14

5- Met hyl - 3- phenyl - 4

1-(4-trif|uoronethy| pheny}) dazol - 4-yl ]

-isoxazole 10 As descrlbegzy%gtéglnple 12,

4- ( 1H Drviekhgbii-{ 4 4-n)ts &-pived ) I H3np haeaol-H- yl]sﬁ}phmﬁésc()@@cﬂe

ng, 0.44 mmol) using 4- fluorobenzotrifluoride instead

of 4-fluoroacetophenone was converted to the title
godpotibel fod Exagple2224- (]/Hﬁilmh‘dam]SMybtiihmdq/léSplmnyl isoxazole (100

ol %% eg,‘ﬁm ! dﬂe‘fH,Vlro il nlfrobenzene 1nstL3N(¥-|o_g4 ﬂuoroag)%ogipenone was

det(vﬂrtéd td tha oitle ket ylin g (B8N b,)64%H-wiitld ez obbtdingd hs an off-white solid.

oxaz cribed for Exanple 3,
%hf { 3?332@?‘% yl)-5-met hyl - 3- phenyl -i soxazol e
(112.6 ng, 0.5 mmol) was Eeawgletiéd, using

2 R PIe e o el 50 20,20 0

title conpound (37 ng, 20% which was obtained as a

A h%SEﬂ?%J ﬁ?gi'?ﬁ 1%'?§h%ﬁvﬁ”qnéw§§%y8% me}hqyl e TS lsaX'fvPlr (100

mkgeo 29Rirh &l |u§in 2 A51uRsoiaseitaefdé RistelX aﬂmlﬂaoaoacetophenone was

fq_rhygrt H %g%}glle 801?11.&8‘111}(? (,@gng o%gér\{?}g%{] ngégp‘t?{%)r(lgg as an off-white solid.

M ypee@remyMapni ¢ acid i nstead of 4-

fl uorophenyl boronic acid, to the t|tIe compound (60

ng, 37% which was obt ai neB*38Pl§ white solid. M

( ES-Meth¥18-phedil4 91 Mikifidorodf h)-1A -Baidazol-4-yl 1

[ 4- (Sng?hyl gphgﬁgl-|s&?gzoﬂﬁgégF)-?n1da£bfﬂ) y%]momuoe

-benzonitrile As described for Exanple 3,

ﬂ;s &éééhbéﬂ Q@E%mgrew E (ﬁﬂqﬁ{l@f&br 3-\PhemYdin '1550151%971 Roxazole (112.6
nmol ) was converted,” usi ng

ngeQérﬁmpﬁlérYw bR \SHicé, ustiieck-{ thiS erpnashylphairy b omicrrirh 90 me, 1.0

RQ:MIF%%%Q@ 0089185 henggorofnh@a%ﬂp P@ﬁﬁXitféQB%‘oﬁn@%ﬂmg}ﬂ)%) which

th Itle conpoun 0% whi ch was “obt ai ned
Wawmamédgmwnew@d(m( 1)ivinde = 3699 [WHHIH] +. Exan'ple
18 5

4-[ 1- (4- Met hoxy- phenyl ) -1H i m dazol -4-yl]-5-nmethyl -3-p
henyl -i soxazol e Example 16

4-[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzonitrile

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (112.6
mg, 0.5 mmol) was converted, using 4-cyanophenylboronic acid instead of 4-
fluorophenylboronic acid, to the title compound (60 mg, 37%) which was obtained as a
white solid. MS (ESI): m/e = 327.0 [M+H]".

Example 17
3-[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzonitrile

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (112.6

mg, 0.5 mmol) was converted, using 3-cyanophenylboronic acid instead of 4-
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As described for Exanple 2b,
4- (1H i m dazol - 4-yl) - 5-net hyl - 3- phenyl -i soxazol e (100

wWo0707448 nmol ) usi ng 4-iodoani sol e i nstead of PCT/EP2006/069722

iodobenzene was converted to the title conpound (22
ny, 596 mhich was obtained as™a yellow gum MsS: nfe =

%%%Q?E]é 7 ;on él%‘l@r @?E@ 1€ C%}%Emlln({ (49 njlg, 30%) which was obtained as a

whiteretldy MSESHemy¢ =i320R04 Vbt ] " As descrl bed for Exanple
3, 4-(1Him dazol -4-yl)-5-nethyl-3-phenyl -i soxazol e
(112.6 15 ng, 0.5 mmol ) was converted, using

4- et hoxyphenyl bor oni c acidEkmebaa of 4-

oSO TR R Ferd Dt at ek e Y- DR EP R R Scazole

(ESI) me = 346.0 [ M+H] +. Exarrple 20 20

Anrelibele B PREBYL It b B St b 3 o B (100

frg( 0.H4 nfth Bl n6ih g 4-iydJandsoleih kryd d Fipdietieyikeniesax agiddeeted to the title
112. 6 rted usi N, ,c. B +
%P%%@%%Ilg%m %1 was, o&)%fnﬁ aesailcp/eg?w‘gum MS: m/e = 332.3 [M+H]".

fl uor ophenyl boronic acid, to the title compound (21

ng, 129% which was obtaineg as a 5 white solid. NB

(ESI) me = 346.0 [ MrH +. B3R e 21 5-Methyl - [
1- (4- nefihy- Bbkapybn hqusﬁhildaddi Ui d8#@dth A=3blhenyl-isoxazole

- 3- phenyl-lsoxaggle3930 As descr?%ed forﬁExgnpge 3,

4- (1H i m dazol - 4-yl ) -5-net hyl - 3- phenyl -i soxazol e

Ad d&cBbedr EQarﬁpE@Dh X lm&lg%liﬂfﬂ)eﬁméﬂﬁﬁ@phenyl isoxazole (112.6
4- et hyl t hi ophenyl boronic acid i'nstead 4-

M2ueP érplnehy’fa@ s%wrted A 4 ?taomélewlb@r@n@oaﬁ%mﬁaact oigt-
ﬂg(aro?ﬁe@yﬂ%}bﬁl'a a@ﬁstoﬁhé &t @&n%&rﬁi (2 7% g%?‘; lwHdeh WA obtained as a
W@IF? Eprlodby Gsb7oye =344 0%1%] e 22

{4-[4-(5-Methyl -3-phenyl -i soxazol -4-yl)-imdazol -1-yl]

- phenyl }-carbam c acid tert- butyl ester 5 As

descri bed for Exanple 3, Example20

4- (1H4. f’i‘l_—gl’@]_zltglloiéﬂ’—%)ﬁ%% )S'lﬁ 1B A 708 2RIE S eth FOX AEHy R isoxazole

(112.6 was converted using
4- (N- Boc- am no) phenyl boronic acid |nstead of 4-

Ry R S 7S Db A1 SRR R g o (1126
M3; 0.fminemel) AvbF con jeMedH] usin glbetBrayphierylPGrogic deid instead of 4-
ﬁg&;égﬁ @H;A,\EHQJI%%cﬁh%q}{ls llﬂg' t’?ﬂlﬂb%@l mg,ylbl%) which was obtained as a

I SOXa
white solid. MS (ESID): m/e = 346.0 [M+H]".

Example 21
5-Methyl-4-[1-(4-methylsulfanyl-phenyl)-1H-imidazol-4-yl]-3-phenyl-isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (112.6
mg, 0.5 mmol) was converted, using 4-methylthiophenylboronic acid instead of 4-

fluorophenylboronic acid, to the title compound (78 mg, 45%) which was obtained as a
white solid. MS (ESI): m/e = 348.0 [M+H]".
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As described for Exanple 3,
4- (1H i m dazol - 4-yl ) -5-net hyl - 3- phenyl -i soxazol e

w@ 2d2/064078rg, 0.5 nmol ) was converted, using 3, PCT/EP2006/069722

4-di f1 uorophenyl boroni c insteag, of 4 15

fl uor ophenyl boronic acid, to the title conpound (34

ng, 20% which was obtai ne white SO|Id %)

(ESI): me = 337.9 [ MH] +. E@‘g B4 4

1- {(43,45(—5EMéﬂhlybB@hpmﬁriyd)gazdll-ﬁﬂ——y]mmharmm— 41 I-}]henyl} carbamic acid tert-
- 5- net hyl - 3- phenyl-lsoxazo%utl%qus descri bed for

Exanpl e 3,

4- (1H i m dazol - 4-yl ) -5-net hyl - 3- phenyl -i soxazol e

A Sfernel B EaipBor st RS PR E A up g PenSiisoxazote (1126

flgu0.5 el ywab o6 veited asin, 4- {19- Bokeantin b ) ph es dbpr@uinchc{bih stead of 4-

0 .
%&roﬁﬁgﬁy&%é&r&@\é\@mﬁ&%lg ggrgﬁgwgq %l\efhé%g %078)0| I1<(:jh gvas olgtamed asa
WhitSsdTil @SD- MS: hoecHpleMU N 1H- i mi dazol - 4 yl ]

-5-met hyl - 3- phenyl -i soxazol e As described for Exanple

3, 4-(1H i m dazol -4-yl)-5-met hyl - 3- phenyl -i soxazol e
(112.6 30 ng, 0.5 mmol) magmﬁpmwsrted usi ng
3-chloro-4-1l rophenylEE{onlc i_nst e

| uordgrenyPHBIsRIPaSRY)-dH -1y des il Pén%}%%aﬁﬁwwoefﬁzole

5% which was obtained as a white solid. M5 (ESI):

me = 353.9 [N%g&+. Exanpl.e 26 35 )
#s fascribedsfonteample. pitdryimidagal-triaamath v-yphensl-perarple (112.6
%gpbswﬁml)%@éaaIgJe@temsﬁ&@MQﬂﬂ@&%pE&Eﬂﬁ@&@ﬁ{s@&%@Z

describ

f
ﬂu?rmh?rmﬂaw%mamw)thsIIH%FWPO@%W@M 200 wdyiel) was obtained as a

Gvillﬂs@scﬁld NS (ESDo neRl337 9 81a@tver t ed, using
, 4- dlchlorophenylboronlc acid instead of 4-

quorophenbeoronlc acid, tothe title conpound (18

mg, 10% which was obtalnegxgﬁp@24mh|te solid. M5

(ESI): nmle =369.9 +. 5 Exanple 27 4- |

1-(2 44[1E§I3C5hD€ﬂfL®I glyy l&lkumldﬁzpéﬁoyll Z-nygthyl-3-phenyl-isoxazole

-5-net hyl - 3- phenyl -i soxazol e As descri bed for Exanple

3, 4-(1H i m dazol -4-yl)-5-nmnmethyl -3-phenyl -i soxazol e

3 descabedifor Bgamples, dtb)imidazob drwef-medhylspimyyl-isoxazole (112.6
90916 |

1E00 SEery PRor AR NS 3 SR Mlaritooronie cid incipad of 4

ﬂ%romhcrtyﬂaqmslcabﬁaimtbd tile ceampoumid & 1s0g, |36%) Iv@lc(lEssas)obtamed asa

%ﬁe 501%6(%83. WH:IU/; = 3%%@%&1]28

Example 25
4-[1-(3-Chloro-4-fluoro-phenyl)- 1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (112.6
mg, 0.5 mmol) was converted, using 3-chloro-4-fluorophenylboronic acid instead of 4-
fluorophenylboronic acid, to the title compound (8 mg, 5%) which was obtained as a
white solid. MS (ESI): m/e = 353.9 [M+H]".

Example 26
4-[1-(3,4-Dichloro-phenyl)- 1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole
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15
4-11-(3,5-Bis-trifluoronethyl-phenyl)-1Him dazol -4-yl

wo 287etoly/ | - 3- phenyl -i soxazol e As descri bed fBPET/EP2006/069722

Exanmpl e 3, _an
4- (1H- i i dazol - 4-yl ) - 5- et hyl - §2phenyl _i soxazol e
e
e By B R m ot - fponazole (1126
fgu0.6 ophel yals gomrtcd,at;smgﬁ 4- dlchtueophetnb@ownpwqth ths{ead of 4-

Fﬁg_ﬁ?f{gn orgn mblgetostﬂle que cg@pétﬁﬁ @18 mg%% QVh'_ichA’\%zs Sbtained as a

Wh(tQSCFHduMS)(@)rrHt/heﬁ@%[Mﬁﬁ]j 1Hi mi dazol - 4-yl ]

-5-net hyl - 3- phenyl -i soxazol e As described for Exanple
3, 4-(1Him dazol -4-yl)-5-nethyl-3-phenyl -i soxazol e
(112.6 25 ng, 0.5 mmmol) mEsmnth@rted, usi ng

{1 uor aRaroP oL aRReaay rpgl s i sahabihaaRtn (@ ngeore

3.4% which was obtained as a white solid. M5 (ESI):

R SerBRhr ExtBheny 1 1 QORUTHR T4y T i phens}-ippqrole (1126

migNe.8 hrhoB twad Bodweted a)sire-F3-dithtordphenylboronic instead of 4-

oxazol e-4-carhgxylic acid nmethyl ester To a

B hah T 05 o Bt Ao e Bet (et buFEh St gbtfhgd asa
G/hiltésdtml. MS (ESDettiaadco 030+H]*) was added a sol ution of
sodi um nmet hoxide (8.1 g, 0.15 nol) in nmethanol (30 nlL)
35 dropwi se under ice-bath cooling keeping the
t enperature bel ow 30 C Thgmﬁﬁ@@ngn ntxture mas t hen
stirred at roomtenperature faor 30 mn,
<ol t3 %ﬁlsotcrlfkugomgtllgd} phenyh- %Gw@?gbéygl] 5 methyl 3-phenyl-isoxazole
PCT/ EP2006/ 069722 -33 (2)
- N- hydr oxy- benzenecar boxi m do chloride (21.7
noHescripedes Fpiraplea) 4i( hH- 1ﬁétifﬁﬁitétyl)(5r8n%1 3&7\&@“&5&@@”@5 (112.6
fr@ 8.5MhmbY W @5‘1@%&6& Cd%lr%"’g B &R%ﬂd’@ﬁoﬂﬁ@ﬁ‘@l) [ﬂﬂentyhﬁ‘)romc 1nstead of 4-

enperature bel ow 0 er addin I ce-b
ﬂ@‘?ﬁ%hﬁl}’moglﬂaﬁlﬁr ieghasige C%H?‘Fq‘ﬂj@g D@)gﬁ&o/‘ﬁl 8dﬁtwhate ssaldb IMS (ESD:
hpapenabyif.gjFhe resul ting mxture was concentrat ed
under 5 reduced pressure, and the residue was
partitioned between ethyl Ee®epled%and water. The

ggﬁgfﬂ gFﬂBE&e 6. cﬂgﬁﬁ‘);ﬁ’g Bﬁéhﬁ/ﬁ)a%)f E;lﬁlg(%zrggé :S‘ﬁl]t §] }?‘ I3hpheny1 isoxazole

dri ed over sodluntsulphate and concentrated to give

%E&Je%&?f&%%ﬁ}éﬁ% 2% ﬁ-inM AéoPW DS ﬁ%l AR I%/.Hfsﬁ/ga:iofé(lmﬁ

next react out urth
mge0.52 m@a8h was E:M—\H}rteg,olsbyg ZsﬂEQﬂqyi’p me@it@qyy]nenylboronic acid instead of 4-

I t
D
wiattesol(dlM&xE@I) Ble =BOIM+HITHE (50 nL), was added a
solution of LiOHH20 (10.8 g, 255 mmol) in water (25

m.) in one portion. The reaction mxture was then
heat ed under reflux for 12Ekample 30

1-{4-[4-(5-Ethyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-phenyl }-ethanone

a) 5-Ethvl-3-phenyl-isoxazole-4-carboxvylic acid methvl ester

To a solution of 3-oxo-pentanoic acid methyl ester (19.3 g, 0.15 mol) in methanol (30
mL) was added a solution of sodium methoxide (8.1 g, 0.15 mol) in methanol (30 mL)
dropwise under ice-bath cooling keeping the temperature below 30 °C. The reaction

mixture was then stirred at room temperature for 30 min. Then a solution of (E)- and/or
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15 After cooling to roomtenperature and
concentration, the remaining mxture was extracted

wowdoioetony/| acetate and dried over sodi um sul phet/8P2006/069722

Evaporation afforded the tltlﬁconpound (8.01 g, 72%
as yellowsolid. Ms: me = 218 [ MtH] ¢)

@%ﬂg@;ﬁ%@o@%&rbﬁhﬂﬂﬁw'chio%aé 20% 54 ¥ hofiNBRANR 29) in

Bredtany] (78 Iplh)e\ma}SI adidedicathol reixtiire abdoryikd-bathcodlin(Sketping the
?eﬁlm{l) on _I,E[g er alahﬁ)l Yihe G4 19%‘[1]1 A8s k8 gnd ztgreﬁl;??xgx)s

I'n ‘one por reac ion m xture was t
atntﬁmed:owrmght ht ot tempasitee ol g ne@ﬂtmgmdre \MStoencentrated under

édli:%t sﬁrer Q%@%%ﬁ%ﬂeﬁ&%[@é@&fgégﬁ%%ﬁtg{h%/q ﬁc%Pite and water. The

ﬁth!s ythc evpaﬁleth)er MBactedddddethpl actteter Esauitampiged pi@anic extracts

[

Bl P85 68 300y OB SRR S LETRL B ypoun
mlbowlbwh\ah vab beadenl theonesd sndioveithiwgorther @irificatiothMS: m/e =
g@?&bﬁ ydrobrom c acid (50 nL, 40% w w) was added

OpwW's

€'to the reaction mxture under ice-bath
cooling keeping the tenperature bel ow O C. Then the

S 3 RS lslsoxazg Plar hc 01d30 mn and at room

The | ayers were
Yepavatiod oé hatthyha- Iﬂnpugblssxalzaly:efr cakéxydic had mmt]nji estble(tlﬁ)ﬂ g, 51

gltn?% in fﬁ% (g(g 131?% n\z?ads 2358708 :f’oon (l)feh EISHVB t( an% tg%ljwas h 1n water

T HRé, and T he of ga
@sanLsmcingporsen. dhatreacdonl rmmap@waﬁt theln heataf fioded réfhuex for 12 h.

%d uciln &g% roqgorrg eﬁlzlise?@iure(ail coh?e\é@ra 1Pn, thé\:/rsémarﬁn% g:mix%%es w:!is
bxpiueted] wu}sammétate&admm xverrsedinin A:lphoaetivipgratien hifdrded the
en zo et ha (O 47 L) and
P B AL NP B M o s ARy for
cooling to roomtenperature, water (20 nm.) was then

Ir e etracted wi th ethyl

FRTFASFPEERIYE 069722 -34
ﬂ:‘o msbmadn of g&thyt 3€pﬁeh§l€is6xa\£ﬁ]l’e€4 tdberyl@\aaplofsatsex] 25 mmol) was

gcg(fedghllorﬁ@. cthhérl ({% i% %Z%OJ#] n[nﬁiq_ﬁ n on%éﬁort?osr?/dl“he reactlgn (r)nlxture was then

Redtelt §t40(°6-f&dt IR rupkiegng |evd>lﬁﬁtme@lsed4 A¥tk)) edolind @z fdonh temperature and

RPN GHach d v ans o O5DGF St it EBRE sty prprea) vas
ﬁl(gled t0 tHe3repITth § biowsit @Baindaf ice-bath cooling keeping the temperature below 0
PRI SRR T L RN T
ﬁﬁerﬁacpﬁbﬁylﬁicﬁ‘s&ogﬁﬂh@ﬁ (50 mpL40% mead ivanadeled dpsBpes @tthy feaction
yl?}kygreoqr.h F \]_/c% dci(Pol a%,%gﬁepl_glil é IT% %ﬁngftﬁgﬁu 69 %ejll((;/gv%%cl.\"fﬁgnzt%(gan]lixture
%Eﬁtﬁbﬁd a40[°C-f6143011Inﬁ1f ﬁh(DitQBMIn)tcmperature for another 30 min. The layers
%ﬁ&%%g lag§ t}}/e Jquem?sq ley_itlrzic’c?e av%/l?h Slethyl et ?1 g%gm{)glred organic
by&k hyele thef Wakhedivi ez @htedtand Brink; phemelor imexazokedriedier sodium
sulphate and evaporated to afford the product (4.06 g, 75%) as a brown oil. MS: m/e =
295.1 [M+H] ".

d) 5-Ethyl-4-(1H-imidazol-4-yl)-3-phenyl-isoxazole
A mixture of 2-bromo- 1-(5-ethyl-3-phenyl-isoxazol-4-yl)-ethanone (0.47 g, 2 mmol) and

formamide (5 mL) was heated at 160 °C overnight. After cooling to room temperature,

water (20 mL) was then added and the resulting mixture extracted with ethyl acetate. The
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ng, 0.43 nmmol) was converted using
1-fl uoro-4-nitro-benzene i nstead of 4 15

wo basanomecet ophenone to the title conpound (45 POI/EBDY§/069722

whi ch was obtained as a white EO|Id MS: me = 347.1
[ MiH +. Exanple 32

o kPl PR Sl L sl

95% 1 kb3 priogazolid AMG] h/e5= . hpM+Bl]phenyl -i soxazol e (100
ng, 0.44 mmol) using 2-fluoropyridine instead of
4 fluoroacetophenone mas converted to the t|tIe

6 (1 b 4 Y néldplaen vRrethanone

%&E‘éﬂbé@f& %L(Arﬂple'\f? 5 éﬁlﬁ 4'(11?%%&‘&&1%%) 3 pﬁé&%ﬁ‘ﬁ’sjo%z%?e (100 mg,
D43 (En ok irsydad D EHf(éHyimldsmk dzyd]-34hghyl-isexadee vls denpkited to the title

S‘f%ﬁﬂﬂ(ﬂq% QI% §§"ﬁ1)1éh5\§/ OI JlPégz?sr‘%Jo?oql%Ss S%ll’l’é %fé r é)u(r]ﬂ()‘%tlon by
pypafidelt Hiko on nesdrsgl ;masdfnlwmmwnh o). eu%nael NHsR8%0]. MS: m/e = 362.1
@Mfkgoroacetophenone was converted to the title

onmpound (92 ngy, 68% which was obtained as an
off-white solid. 30 MS: nEgarmpldG4.0 [ MtH] +. Exanpl e

2 (1- BeRENAR iRy il VA3 hsy s R,

ole A solution of

A bErib gl RRERam ek Byt kI R R B Easbage (100

i@, @43 l:tﬁ@@lbl Wa@ébrﬁffertélatr'sl(l 2 0-fhgro-a-iforbenkenelimstdafof 4¢ 1

at r rature and
Brbisptrotisaons R BU8 s nAots Somac sbuvrSh A6y Bbtained as a whit
RO, MR2006L®912R1+HBS added. After 2 h at room
tenperature, the m xture %Fourgf i nto aqueous
acetic acid (10% and extt¥ th ethyl acetate.
The or gani@-@x\east-s-pieh f-itheno MasHashidzbh1- Idignd
bri ne, and Jﬁen d?leém%vgf sodlun$sulphate ngh&
evaporated. Purification by chromatography (Si02,
l&@a&s@ﬂsedsfoh Elxarﬁﬁl%tlét 43( FH dn1dazef 491 deeh ek 3t peh§l-isoxazole (100

ngoun 3% . which was_ obtained as a
i Fflé%%l) gémg Wgor?ﬁs@dmesﬁe@eqd it aroacetaplyeppiee was enverted

{o the (tﬁlle Ebllﬂ 6%@@%&)23mwmlgﬁé%btﬂlnw bs an off-white solid. MS: m/e =
- -ne ¥§ - phenyl -Tsoxazol e 10 As descri bed for
4,

4 (1H—|n1dazol 4-yl) - 5- net pydm eg@enyl-lsoxazole (100

ng, 0.44 mmol) using 4- fluorobenz brom de i nstead of
benzyl Brighi emwd&wvélrlﬁ@alzolt‘bygﬁ@ldazpl-é-yaomamd@lne

(104 ny, 70@@ as a colourless gum Ms: nie = 334.1

[ M-H] +. nple 36 15 1-(4- {4-

[ngngrldef@r @xzpﬁp}qyl[zyl SlHremidazol- 4ok ay olethyd Bt henyl-isoxazole (100

nfg',ﬂrb.qgﬁﬁhoﬂ' uylhé Z%ﬁ{f)ff)}rlrﬁfdmng}gﬁi of 4-fluoroacetophenone was
converted to the title compound (92 mg, 68%) which was obtained as an off-white solid.
MS: m/e = 304.0 [M+H]".
Example 34
4-(1-Benzyl-1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole

A solution of 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (100 mg, 0.44 mmol) in
DMF (2 mL) was added over 10 min to a suspension of NaH (20 mg, 0.47 mmol) in DMF

(1 mL) at room temperature and after 30 min benzyl bromide (83.5 mg, 0.49 mmol) was
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a) (E)- and/or (Z2)-2-Fluoro-benzal dehyde oxi ne As
descri bed for Exanple |a, 2-fluorobenzal dehyde (10 g

wO Boomopdoys | nst ead of benzal dehyde was conver t BCGI/ER200ér669722

title conpound (9.1 g, 83% vvhéﬁih was obt ai ned as a
20 white solid. Ms: n1e(EI) 39.0 [M. b) (E)-

%ﬁ%i%ﬁé@ 7 O dﬁdggﬁ%égéraft Q n?&{l]ﬁg l@g?&?&?@( Maﬂr)] g%érous acetif: acid
(10pe )2anfd| ewyncsebwith e hc;ﬁ@me oiihwgélac extggetoutere phrapl washed with
{Vgt%} & brgltu:i %E’% I‘g]he%r}gi %@od"hn@ @ﬂﬁg}at? Eg g%ﬁ;gﬁtgg Pﬁ@lﬁca‘uon by

conver
vummtm@mus@m@tw fathﬁlagﬁt’tateyellilmff@tdbd the ths: conipe)und (88 mg,

7y pishilas sBlainsd asarcponries e M 8875154 Lt hanon

e A solution of (E) and/ or

(Z) - N- hydr oxy- 2-f | uor o- ben ene rSoxi m doyl chloride

(6.5 g, 3037mm|)|net (”9an) was added

dr opwi LSEI—(@FHIOS@IbHﬂiiyﬂ))n1I@fimadz&byﬂ@{t]ei—ﬁfedl}(l/-B.—}ﬁlegyl—iﬁkﬁxazole
mmol ) contai ni ng sodi um et hoxide (14.8 g, 46 nmmol) in

et hanol (83 nlL) at ice-bath cooling tenperature.
Aﬁﬂwcrlbéﬂm’@k Ekem A B 4-O1H -iinkdazoe$yl)t 3-AE:tHYl-Bt pHe yMBSxazole (100

al | G ar m 0 er at u

e AT B $RBE R G DT BTG o 1 De R T e s peverted
1) tha kigle com@enid alt0gan @1dot) hea odlstitlese gemt MES: hgel=\83th [M+H]".
ethyl acetate and then washed 35 with water and brine
and dried over sodium sul phate. Purification by
chromat ogr aphy WO 2007/ 07484&nfeB6EP2006/ 069722 - 36
(Si 02, heptane:ethyl acetate = 100:0Q to. 75:25)
dt Foldad 2t 0w phea Yo thdiorate ¢y b 59sdazglni- Wi plgayD-ethanone
obtained as a light yellow liquid. M5 me = 220.1

dehpdg oxime pt hyl -i soxazol - 4-yl |

.
A@H&@ﬂ?&?fo@ E@ﬁnﬁl@qﬁrl ﬂﬁgroﬁ)@ﬁza@éﬁgﬂg @Q0lgd78 mmol instead of
1-[ 3- (2- f | uor o- phenyl ) - 5- met hyl -1 soxazol - i et hanon

genzeme]qydg: wag@omfﬂe)i tp g tglepogipound (9.1 g, 83%) Wthh was obtained as a
IS she i ni/s o3 20394 [wh). - et hanone was converted to

the title conpound (4.5 g, 76% which was obtai ned as
alight yellowliquid. M5 nmle = 298.1/300.1 [ M+H] +.

ﬁp( 1) and/or (Z)-N- Hvdroxv—2 fluoro- benzenecarbommldovl chloride

FT uor o- phe )b -(1 H-|mo|azo| %/ ) - 5- net hyl - i sox
ég éqasgrlla@d f9e gé@rpbléd f&p- - 7@ J-8uoro-benzaldehyde oxime (8.9 g, 64
gm%lﬁfﬂ%téad b?cli)Z aﬁ&/HPga m@ Heh?dé"&&ﬁi)é hwal 8ORZBA tdteh¥ltikle

anone I NS
QIBP L lﬂéan&ri?ég@whl@lbwawhtame@ pya light yelimyesolidsMS: m/e = 173.1
F.verted to the title conpound (1.6 g, 49% which was
obtained as a light yellowsolid. M me = 244.4
[ MtH] +. 15 f) _ _
&y ﬁ-ﬂs-;lfphr”br& 2nEh P59 BRGNS Rz ATt Ryl anb@xazol - 4-yI | -i
m dazol - gll- pnen et hanone
A solution of (E)- and/or (Z)-N-hydroxy-2-fluoro-benzenecarboximidoyl chloride (6.5 g,

37 mmol) in ethanol (29 mL) was added dropwise to a solution of acetylacetone (4.6 g, 46
mmol) containing sodium ethoxide (14.8 g, 46 mmol) in ethanol (83 mL) at ice-bath
cooling temperature. After complete addition, the resulting mixture was allowed to warm
up to room temperature and stirred for 1.5 h. The mixture was then acidified with HC1
(6 N) and concentrated and the mixture extracted with ethyl acetate and then washed

with water and brine and dried over sodium sulphate. Purification by chromatography
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As described for Exanple If,
3-(2-fluoro-phenyl)-4-(1Him dazol -4-yl)-5-net hyl -

wo szazole (100 ng, 0.41 mol) instead of PCT/EP2006/069722

4- (1H i m dazol - 4-yl ) - 3- phenyl - %éoxazol e was 20
converted to the title conmpound (29 ng, 20% which was

@ba'h:ggfig%@%@ %%E]? WL @5%) gY8) %ﬁ)rd%&le'fﬁl%ggm})o[lh@' .6, 85%)

uor o- phenyl
thmbMas |0bt2qurv@ pyight yeHowhqd alz MS: 4s/g H| 2201 Igd0kedbl.e 25
As descri bed for Exan'pl e 36,
3(2f|uoro phenyl) (1H-|mdazol 4-yl)-5-nmet hyl -
oyl )h vitssopagol-4-yl]-ethanone

Kk T e — dotlisgenone
(43¢, ﬂ@mnﬁﬂ%nsmd ohl \Warphembtimixazd-4ag) -athaodiic win <Ioeaverted to the

éﬁ% éq'ﬂ) %@} do(?ii ,f% 76%? %Vil(i)cl'{ &@E’@bﬁmé@ as%xl?g'ﬁp grglo%;ghquld MS: m/e =

294, W3eket W]ﬁhenyl ) - 1Hi ni dazol - 4-yl ]

-5-met hyl -i soxazole To a solution of

3- (2-fluoro-phenyl)-4-(1H i m dazol -4-yl)-5-nmet hyl -i sox
a\z?n}l(Z}PTub@@Dhmw) 0-(4H - imimhz)ol MWI)DB/B@thﬂ indxpzoles added

%gggs%rlge%f% (le %br o OI | ne ?%'Pog?) %enﬁ?—agggtﬁ g’xaz%l 4-yl]-

pibbass (Uil g, dan’ﬂnoﬂaﬂrﬁste(ad b826rompo- 0 (gﬁhfm}’th))Xmﬁélt}ﬂmethanone was
G507t AEE Bkt BeotBb e85 b ey R BB g getiow sotid

Mfom/t erdddddMiI€] 't he resulting nmi xture was poured into
water and extracted with ethyl acetate. The organic
extracts were then washed with water and brine, dried
Bvied- sbfi- (hFkiol phhtreyl)afian ehvvperaradi- vIPumnidazelat-yidrphiewyl) -
cErormt ography (Si 02, heptane:ethyl acetate = 1:1)

d the title conpound (5.7 ng, 4% which was 5
dbtladcribell fas Faarhplght, 3b2efiorgtphen Wp:4- (iR irri d35d)- Byl) kil thyl-

FAREBIR A0p . (A CinyRgn insiad ) - aimidigpl gy phenyt-isonazole was

ednvertad al thi tiyle kemypouimd (ionag, 2000)Aghickesas otaeided ag a colourless gum.

@?gﬁ!f%@?&-[%@ﬂﬁ-)-m(mi m dazol - 4-yl ) - 5- met hyl -

i soxazol e (100 ng, O0.41 mBkgmpisi3ng 2- chl or opyrim di ne

i nst of 4- f r oacet ophenane erted to
o S ot YD R el v o e Vel hidgey Bl dpxazole
off-white solid. Ms: me = 322.4 [MH +. 15 Exanple 40
-(4- {4- [3-(3-Fl henyl ) - 5- l.-i soxa
K bl or Fx{pnpleghionys | OermaheoRer | Y ipeheo ahapor metiyl-
(saiaz&el%h@@ﬁfg @@Dﬁﬁh&?béﬁﬂg1%'0[’(&4%&6@&&61&63@@%5@& 4-
anpl e |l a, 3-fluorobenzal deh

ol
ﬂﬁ%rpé%?aor&ﬁn%e PaTPAV e gdhqade mwwﬁw 8% RE*Y WPF“@ was
epERRYAG ar SOk soRSWISWhICh3gRe [ Mbgi.ned as a

Example 38
3-(2-Fluoro-phenyl)-4-[1-(4-methoxy-phenyl)- 1H-imidazol-4-yl]-5-methyl-isoxazole

To a solution of 3-(2-fluoro-phenyl)-4-(1H-imidazol-4-yl)-5-methyl-isoxazole (100 mg,
0.41 mmol) in DMSO (2 mL) was added copper(I) iodide (7.9 mg, 0.04 mmol), 4-
iodoanisole (57 mg, 0.45 mmol), L- proline (9.5 mg, 0.08 mmol) and potassium

carbonate (113.6 mg, 0.82 mmol) and the resulting mixture heated at 90 °C for 3 days.
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white solid. Ms: mle (EI) = 139.0 [M. b) (E)- and/or
(2)-N-H, day-3-fl uoro-benzenecar boxi m doyl chloride As

waleaanidoesl for Exanple |Ib, (E)- and/or PCT/EP2006/069722

(Z)-3-fluoro-benzal dehyde oxing, (6.9 g, 50 25 mmol)
inst ead of (E)- and/or (Z)-4-benzal dehyde oxi nme was

S SEE e s, JOTRPHIE e o PR Y S

Efactedoyith ethyl acetate. The organic extracts were then washed with water and brine,

&n%&gow(%:e g(ﬁl#%r gl@g%)eﬁfgﬁ?mggyﬂ’ﬁrzfﬁgé% 8&{ E[‘lﬂrb)ﬂalto' g?llmgsz,
hietann:dilyyl aootyte 3= fli 1) afford8d thxetrticarveganb d X b Aintg yWo) which was

%% %N?qg% ght]b% 1gﬂ'uoro Lﬂ%nzene?ﬁ%oxﬁmadoy?ng{ﬁlogri de

was converted to the title conpound (3.49 g, 88%
whi ch was obtained as a | |ghtmlylgl3bow solid. Ms: me =
220. 3 [ M+tH] +. d)
2- Brbhfbi-¢7- Bhl()ﬁ)-phmqﬂ)eSmtmmylhao;&zcﬂeﬁt—WJimﬁmmhkgl}-mﬁrmlildine
- et hanone 35 As described for Exanple Id,
1-[3-(3-fl uoro-phenyl)-5-nethyl -i soxazol -4-yl ] -ethanon
As H@cﬂ@Wﬂo@E&ﬁﬂﬂeB@B ER200G- Piecdh B 24- ( HBEm(dhz8l-44yl) 283 methyl-
ead I SOXaz. hanone
Rl S 2o e b SRR an dle T B o0g
ﬂﬂombw&q&mbﬁawmsa@nasrtai toi thdtitly edrhponirld (@6intk, 6545) wiich was
6 2/.298. 2 .
t(%le%la&ﬂu‘? 8%%%%’51‘1 qu Gtz Y E v ) - 5. net hyl -i sox
azoI e As described for Exanple |e,
2-brono-1-[3-(3-fluoro-phepyl)-5-nethyl -i soxazol -4-yl ]
- ethanone (4.58 g, 15 mm% %Wﬁt‘@gd of
2- (ar pB= (3-KidoRb@ienlyt) L 5 Mean®lisoda o] U= B1-NARARE- MAS-phenyl)-ethanone
converted to the t:ytle conpound (1. 99 g, 530/1;@\/\A£)|c 3
was obtained as a light yellowsolid. Ms nie = 242.3

BME“)"] and/&o(Zf))?) Fluoro-benzaldehyde oxime
4144l h’stluoro henyl ) - 5- net %I-lsoxazol yll-i
f°§7

ﬁfé%?zebe applga 3e Aei? ﬁeza@h&ées e dt fr%momwiﬂdé)f
bénzaRieh RrefWd4QbRvpiRa rﬂ<y 'tﬂe thte(cbhrgowhdaz.0l g%M»wﬁcmbmamed asa
i soxazo gg nmmol ) i nst ead of

wh (t?LF‘P}ané?HF( i b 3-9@ [Mﬂenyl -i soxazole was 15

converted to the title conpound (84 ng, 57% V\,hi ch vvas

obtal ned as a coI ourless gum M. nle = (EI\/Hr
- s : 1Zen qulmld@vl chlorl

[AL dés@rﬂ%d fb@ Emﬁﬁbélﬁa (JE‘;E hﬂH/Qla(Zzats* ﬂu&ﬂolbén'zﬁ@&%ﬁ@lo%mezai 9g, 50

m@ffsq%{féﬂ of fsﬁa}e HW/))I %ci hﬂilzﬁ‘idd’hi(éﬂ QXM WS SOTkeE tRY fQ the title

?&Z&i @&.3498978vhi: @ds JHRhed éLSdnrtHf-whue solid. MS: m/e = 173.1 [M].
-fl uoro-4-nitrobenzene instead of 4-

fl uor oacet ophenone was converted to the title conpound

1233 B FBLY i £ 8- M@Ryl-isoxazol-4-yl]-ethanone
As described for Example 36¢, (E)- and/or (Z)-N-hydroxy-3-fluoro-
benzenecarboximidoyl chloride (3.15 g, 18 mmol) instead of (E)- and/or (Z)-N-hydroxy-

2-fluoro-benzenecarboximidoyl chloride was converted to the title compound (3.49 g,
88%) which was obtained as a light yellow solid. MS: m/e = 220.3 [M+H]".

d) 2-Bromo-1-[3-(3-fluoro-phenyl)-5-methvl-isoxazol-4-vyl]-ethanone

As described for Example 1d, 1-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-ethanone
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obtained as an off-white solid. M5 nfe = 365.0
[ MtH] +. 25 Exanpl e 42 3-(3-Fl uoro-phenyl)-4- [

wa2¢domerhoxy- phenyl ) - 1H i mi dazol - 4-yl ] PCT/EP2006/069722

-5-met hyl -i soxazol e As descriked for Exanpl e 38,
3-(3-fluoro-phenyl)-4-(1H i m dazol - 4- yI) - met hyl -

Iéiﬁ%?%f @%}%}%ﬁgg@f) P £§ %)E%EW llgo()j%z 4eﬁ5j fiﬂ)an%ne \6as converted to the
tid¢ byrhpowukEzdl & 6Was whahwerstobthinadl ashdighi ydllewdiompb Mgl m/e =
%%f%?ggﬁ%fgkch was obtained as a light yellow gum

4 [ MHl +. Exanmpl e 43 2- {4-
[ 3- (3- Fl uoro-phenyl) - 5-net hyl -i soxazol - 4-yl ]
- P

‘g =FT l ro-phedyly-4 XH'—iéi%?A--S- el% 13& 20419786

UUO/ UD
Bs d@sCflbez(bﬁooEMmp}y:ll)a Hb(bhb- |1rﬁ3d§z@10r4~pﬁlel)y15Sfmtthyll-Lsoxazol 4-y1]-

%tﬁgﬁ(%gegl‘%fg(gzl; ?g) i let%g[(ti HF% lb}orﬂg | V\g,sﬁé e ?z&éf h{?l)d%;cﬂgnone was

oace enone

tcbrtxdeﬁted: tnthe itlel comﬁom@d (1791% S8F1) othidkasas aibtiaehach lgght gellow solid.
it MS: nle = 322.4 [MrtH +. 5 Exanpl e 44
Hl\/w ﬁzégM?]Brom phenyl ) - 5- et hyl -i soxazol - 4-yl ]
-|mdazol I-yI} phenyl ) - et han one a) (E) and/ or
10

A

ethst aeed of benzal dehyde was converted to the titI e

BPARRMER) of Bt i 0" B gy 38R) Tl Itha Ry Ayt Mol

anxkzole ((@) miy; G4t dhanyel Binteadrof Mhﬂen&dmobé;yﬂ)n%thyﬂyl 1soxazole was

chl ari descrl for anpl.e I b, (E): and/or

FONELEER R 8 cORPRIMDBR BRIPE TR g o5 Rl Olness sum.

Mtshead 302.3(E)+HHNd/ or (Z) - 4- benzal dehyde oxi nme was

converted to the title co ﬁ32.8 g, 99% which

was obtained as a light ye 369\?561 id. M. me =

233-GLR85:Bphavlyl)-2thehyl-4-[ 1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-isoxazole

1-[ 3- (3- Brono- phenyl ) - 5- net hyl -i soxazol - 4-yl | - et hanone

As described for Exanple 36c¢, (E)- and/or

Q%)ée%hbétﬂfo@&(arﬁ RO 3- hgﬂﬂ)epﬂmE?DhDKl;j})ﬂﬂiﬁmdzolchlypri—ﬂﬁthyl—
stea - .and/ or .

RNy RN N

NESroacslyEHeh 6l os ddertdd dodh€ ﬁﬂ@@diﬁpblfanG( 193 ¢n 2, S%Whlch was

S SRS eyt a0 & v e

Example 42
3-(3-Fluoro-phenyl)-4-[1-(4-methoxy-phenyl)- 1H-imidazol-4-yl]-5-methyl-isoxazole

As described for Example 38, 3-(3-fluoro-phenyl)-4-(1H-imidazol-4-yl)-5-methyl-
isoxazole (100 mg, 0.41 mmol) instead of 3-(2-fluoro-phenyl)-4-(1H-imidazol-4-yl)-5-
methyl-isoxazole was converted to the title compound (8 mg, 6%) which was obtained as
a light yellow gum. MS: m/e = 350.4 [M+H]".

Example 43
2-{4-[3-(3-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-pyrimidine
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d)
2-Brono-1|-[ 3-(3-brono-phenyl ) -5-net hyl -i soxazol -4-yl | -

wetbdvanomes As descri bed for Exanple Id, PCT/EP2006/069722

1-[ 3- ( 3- brono- phenyl ) - 5- msthyl39
i soxazol -4-yl]-ethanone (5.3 @, 20 mmol ) instead of

e L R N e

'aokazghrt(lg}(btrﬂgo@m nupuwlhiuSm@Z chiogopyrBQIdBE AN 8¢REE 49 MrH] +.

@ﬁ?rgaﬁr‘co heno ewaﬁ Sonxer(ed'_‘_o the 8%% %?m%ouqd)@g mn%t7 %) whé%lxvgas
potamedas dlegfffwlbmom)rME»mtq# 822.4[M+H]".

2-brono-1-[ 3-(3-brono- phenyl ) -5-net hyl -i soxazol -4-yl] -
et hanone (5.1 g, 14 mmol) instead of

2-brono-1-(3- phenyl - | soxazBkamdplgKd}- et hanone was 35

R L

302.2/304. 1 [ I\/H-H] +. WO 2007/ 074078 PCT/ EP2006/ 069722
f

3 cpzaldohydeoxime | i soxazol -4-yl1-im
A@Iamhbéd ol Exmhple la,63 bm’mdﬂﬁ:néﬁdd@ﬂe (270%eg 150 ﬁmEzzﬂamﬁt@d of

#W@fﬁdgb\%agrfrg rtea¥% Fe)lc%kpipgpggéggfl g, é@«)o) v%hlgi? wagl obtained as a

Bel(t birbwirselalz M S: 4n/y ) 19390208 yIM+ HpXazol e was 5
converted to the title conpound (84 ny, 67% which was
obtained as an off-white solid. M me = 422.1/424.1
MY and/oEXANNHEVHDxY-3- bromo benzenecarbommidovl chloride

A5 Sl PR Lsu, etnty (40' b ln Tt B aip 28 4 2. 142
ﬂ=141;101$n(s88a5)bﬁ® phéoy ()~ 4béﬂidideh}rdh9cb@ﬂne%y Eymerte@ tdhle-title
i soxazo

GoTpp t()?%g) &’ﬁfg Véasiotqgl%egoas%fhgm yellow solid. MS: m/e =

Q$3J@7Q@ﬁ0@MQphenone was converted to the title conpound
(50 mg, 39% which was obtained as a |light yellow
solid. M5: me = 425.1/427.1 [ M+H] +. 15 Exanpl e 46

&r 1-43-(3-Brorh 3-phén {1l -Banehphiesstzo = SyITaitiHone soxazol - 4-yl |

R R L
Eeq%ﬁécarﬂoalmﬂoﬁl hyrRiENE. a|gd’ﬁhMﬁﬁ)lX ihstdadlof (BH- aAMWb1) (Z)-N-hydroxy-
O E R caceh i m oy N VECOB A e et porigioung (16.0 2.

1) dfhld(&%%@lll{@'a)sa:hgﬂﬁ%lléw[ﬂ&ﬂud B)S: ok = 280d/282.2 [M+H]".
(2)-N-h, day-4-fluoro-benzenecarboxi m doyl chloride 25

As described for Exanmple I'b, (E)- and/or
422 BiombUo D¢ PBIaR-BREWIE 5 OXdt - i€ SaZol - yiB£Lthanone

As described for Example 1d, 1-[3-(3-bromo-phenyl)-5-methyl-isoxazol-4-yl]-ethanone

(5.3 g, 20 mmol) instead of 1-(3-phenyl-isoxazol-4-yl)-ethanone was converted to the
title compound (5.2 g, 72%) which was obtained as a light yellow liquid. MS: m/e =
357.8/359.9[M+H]".

€) 3-(3-Bromo-phenvl)-4-(1H-imidazol-4-vl)-5-methyl-isoxazole

As described for Example le, 2-bromo-1-[3-(3-bromo-phenyl)-5-methyl-isoxazol-4-yl]-
ethanone (5.1 g, 14 mmol) instead of 2-bromo-1-(3-phenyl-isoxazol-4-yl)-ethanone was
converted to the title compound (1.85 g, 43%) which was obtained as an off-white solid.
MS: m/e = 302.2/304.1[M+H]".



10

15

20

25

30

35

mol ) instead of (E)- and/or (Z)-benzal dehyde oxi ne
was converted to the title conpound (10.0 g, 87%

wobkioch74eas obt ai ned as a white solid. M5 m e PEEP2006/069722

173.0 [M. «¢)
1 [ 3- (4 Fluoro phenyl ) - 5- nethyl-lsoxazol 4-yl | -ethanon

_4-

¢thagong, 29 nnDI) i nst ead of (E) and/or (2) - N—hydroxy-

5 Uobet B EREAREAR 20 B bn RUOH (T iR SLREBTS Bty
'agxaolmﬂm mg@&m{mol\)’@as‘cmﬂ@fﬁ @PRingidhddiH4} ) -33Bhedyl-isoxazole was

gorﬁ{%ﬁg&’ to th%glﬂé %mfn (9 (é?ﬂﬁ E@V&pﬁyﬂ‘ﬁf %Xg obERERFOL T G Xihnlite solid.

mH18#¢44ﬂdeﬂéldmédﬂr) 5- net hyl -i soxazol - 4- yI] et hanon
e WD 2007/074078 PCT/ EP2006/ 069722 -41 (2.1 g, 9
nol ) i nstead of 1-(3-phenyl-isoxazol-4-yl)-ethanone
was converted to t he titIeExmmnméﬁnd (1.6 g, 58%

4?0@7%%101;) GN)HY egi maeghyg) 1g t—n1 r%l ;l)h%\ﬁvyf) l‘i]ﬂilnqma%:—él—%—elsoiazole
3 (4- Fl uor o- phenyl ) - 4- (1Hi m dazol - 4-yl ) - 5- net hyl - i sox

3% B ibe f S50mERor b3 BraRy oy ees A ydeskAon -y v
tsoizbRIONG A 0. 3516m§1) wSingroflyorbashie@be@iene instead of 4-

br onp- -i soxazol -4-yl)-eth ne :
B oarT et <t an e HE S Pa B Ui Eo B iog 0 g D e was
tﬂ?/ﬁll{ul@btaﬁi gghi y@Bow sblidd M S: pi/ewni25spda7d. [NVBH | e = 244. 4

+

1-(4-14- [3 (4 FI uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl | -
m dazol - 1-yl | - phen thanoEgmﬁﬁbd@scribed for Exanple
If, 3-(4-fluoro-phenyl 1H i m dazol - 4-yl) -
IS@X{QZ[((%r(él ngqror-@hengl)zﬁ meg} -150§a%d-4 gy lsfmidazol-1- yl} phenyl) _ethanone
4- (1H i m dazol - 4-yl ) - 3- phenyl -i soxazol e was 15
converted to the title conpound (71 ng, 49% which was
Hitbd i O _n AHOF ORI AAKICH W3O XTI K me = 362.0
M@ﬂcﬁbe@éamrﬁpﬂa&t ﬁ&ofdbe%ameﬁp@wfldg, 36 E’Eﬁhblyllﬁs{’ead[ogs

1- (4-ni tro- phenyl)-1H i m dazol - 4 -1soxazol e
bezaldehyls wascomvestegd |t thegitle compound (6.4 g, 81%) which was obtained as a

%h{télséﬂdUMSDn{JQ@@Jyl:)rﬁ (Mt i m dazol - 4-yl') - 5- et hyl -
i soxazole (97 nmg, 0.4 nmol) using

1 fluoro-4-nitrobenzene i nstead of 4-

1@[ PREst @Bhﬁﬂ%%Mﬂﬁ%Vﬁéﬁz@&cﬁﬁokfﬁ%d&{fltchﬁ)rﬁi‘é”'p0Und

/Z‘Q‘ wni ch was obtal ned as a II% erl
Agsgri stor ampledbs(B)- pnd e () - Bugseabgsizel qlsvdzm{rme(%g, 67

h?fnrﬁ(lilgfgea@ bpcﬁah Qﬁ‘d’/'o% (iran E@ltﬁgméhyd%%&ﬁlﬂ@%aécowvérted to the title
-1 zol - I 'm di
compound (10. 0 g, %7%) which was obtained as a white solid. MS: m/e (EI) = 173.0 [M].

¢) 1-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-ethanone
As described for Example 36¢, (E)- and/or (Z)-N-hydroxy-4-fluoro-
benzenecarboximidoyl chloride (5.0 g, 29 mmol) instead of (E)- and/or (Z)-N-hydroxy-

2-fluoro-benzenecarboximidoyl chloride was converted to the title compound (5.6 g,
89%) which was obtained as a white solid. MS: m/e = 220.3 [M+H]".

d) 2-Bromo-1-[3-(4-fluoro-phenyl)-5-methvl-isoxazol-4-vl]-ethanone

As described for Example 1d, 1-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-ethanone
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As descri bed for Exanple 46,
3-(4-fluoro-phenyl)-4-(1Him dazol -4-yl)-5-net hyl -

wo sazazole (97 nmg, 0.4 mmol) using 2-chl or opyrP@i/EP1066/069722

i nstead of 4-fluor oacetophenong 30 was converted to
t he t|tIe compound (75 my, 58% as a light yellow

l{i
?g 1 (gA9 glr\%n% EHSE ead OF % %é {1%(“' F(gxla%ool%glg%_ _néﬁff avag élong rq’ed[ to the title
toryp(}ul‘gﬂdr@g )58@1;) hwimclnw@ obszﬁnfa) as()ght geldmolrquid. MS: m/e =
%@% @) roribenzal dehyde oxi me WO 2007/ 074078
Z’ g]g[r %9722 -42 As described for Exanple Ia,
4- bronnbenzaldehyde (2.0 g, 11 nmol) instead of
, ) 1 1'1?0;& pound (2.0
' . M5 me
As dl%m@e!dZi@@ EXa1f1p/]e|—1|]3+2 bfoning- 1([5)(4 fhmdbmhe(lﬂ)—é{‘m&thyl isoxazol-4-yl]-
ro [
gtgiéréofi}eb(el §%ng? gﬁgél%esge%? %’? é‘(%l?‘%gﬁ —Efrlé?{)}l—gs%xéai%IA—yl)—ethanone was
¢ Ayverted rootime tible ng@mip deind 27 oxg, #8%() IWwhdch w§as dbBaineray 4 light brown

Lg]%twm% zﬁhﬂwﬁ_élfr (2) - benzal dehyde oxi me was
er

conv ed’toth compound (1.8 g, 80% which

was obtai ned as a |ight yeIIowsolld M5: me (EI) _

é&axﬂcﬁmcrl bed for Exarrpl e 36¢, (E) and/or

%%béslg\lflg&{j % @(amP 2r¢ ?& ue nr%erhfzgal QLOQHleodXZOI Ir(rjlgthyl—

(s&azbller(i)ﬂ nex 9.4 nzmbl) umt@dhﬁﬁz(dhbmﬁbmh 4ny19§t6ypheommxad&1e was
onvert to the C 15 8499 . .

V\%lvgﬁt ARG tﬁlgglglg ggo%n& ghl rlné h@% evi?h %1W$v as (%DStm%Ed agan off“white foam.

REDmVé 28520 [MAH]+.  d) 2- Brorm I-[3 (4-brono

- phenyl ) - 5- net hyl -i soxazol ; mﬁ thanone As descri bed

for Exanple 1d, 1-[3-(4-br]c:f IE) enyl ) - 5- et hyl -

I s Gx@zElheorb-yhdnydt Srareine-4-[(12(448trg-pHenpiaiD-irh ks tdadylpfisoxazole

1- (3- phenyl -i soxazol - 4-yl ) -et hanone was converted to

the 20 title conmpound (1.49 g, 47% which was

abtiaicrbell @8 FRarthpghib, et iavtophenylSi-( TH 8midaz358 v BER(B/-

MEH +. e) . . .
%9?(62'10&(8‘29%%@@?%%4ﬂ?ﬁraa“zwm&?ewe}le@Sﬁ'@fir%f‘ i soxa
20b®alBosIRA6fi¢ WecconQErtdX@npé Gtld ©mpound (105 mg, 72%) which was

ST bR . oo T

2- brono-1 - (3-phenyl -i soxazol 4-yl)-ethanone was
converted to the title corrEound (184 ng, 60% which
was obtai ned as an of f - whi t&2MRIEHBd. MS: me =

304. 2)'{43 Qﬁ(éllF]ﬁlM"d'-&)ﬁenyl)—5—methy1—1soxazol—4—yl] -imidazol-1-yl}-pyrimidine

As described for Example 46, 3-(4-fluoro-phenyl)-4-(1H-imidazol-4-yl)-5-methyl-
isoxazole (97 mg, 0.4 mmol) using 2-chloropyrimidine instead of 4-fluoroacetophenone

was converted to the title compound (75 mg, 58%) as a light yellow solid. MS: m/e =
322.1 [M+H]".

Example 49
1-(4-{4-[3-(4-Bromo-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-phenyl)-ethanone

a) (E)- and/or (Z)-4-Fluoro-benzaldehyde oxime
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f)
1-(4-14-[3-(4-Brono- phenyl)-5-net hyl -i soxazol -4-yll-im

w0 dazob4018 yl | - phen 30 et hanone As descri bed fBPET/EP2006/069722

Exanple If,
3-(4- brorm phenyl ) - 4- (1H-|mdazol 4-yl)-5-net hyl -

S RRADTgL D ) PR pIRUBRE D & Limmobnugrd
benznldehydetwas convgied el theg itlermym pe4 gl (Mlgc%%kawhmbtvms nbined as a

Wgﬁgﬂdgg@éggl:q]\g@g}éjoq. Mg M e = 421.9/424.0

3-(4- Brom) phenyl) - 5-met hyl - 4-[ 1- (4 nitro- phenyl) 1H i
L ) !

ilias vt
3s @dsctlb@hfor ﬁhanp]e)le(E()-lH}d/m (ci?a)zlbbpﬂngklb)anﬂldmwwdmme (195¢,10
ﬁl% e(’?i %? ) d/gr ”ﬁ@a'zl U1/ d8Bxime was converted to the title
gl bRy e [ nsf1 él fqnzl

écbrnpmuab(dt 8)3;; Bé%o véhickasasodmaieed &t light ydiklw solil eMSompoUii=

% which was 5 obtained as a |ight yell ow
é#&aw?/g%rﬂe 425.0/426.9 [ M+H] +. Exanple 51 2-
{4- [3-(4-Brono- phenyl) 5-met hyl -i soxazol - 4-yl ]
- | - I Asi. Ele | beg1 for Exanple

4=yl ) - 5- et hyl
A@de$nl&‘aizﬁblr Exérﬁﬂ_lerﬁgc, (E) kndmrl (¥.) M-hpdyoxy-4-bromo-
chl or [ d 4- f].ugroac pheno
él%nszeré%:ﬁ{/ oo o?l cﬂﬁ{lcﬂ:s&%s & Conr}'p%ol}l 18st(3%cg fﬁ%‘f hydroxy—
Qﬁﬁlood}bamzmﬁd:aﬂmxﬁnidlog]ﬁhlgmid \rmcoﬁ@drted to Nis: tltldc@m:pound (235¢g,

32 SaEf Syt b a TR v s MSais 5380 48Ry [}“%Hhet

hyl - i soxazol e 15 A m xture containing

Mﬁés):rlbdftﬂfopﬁ]xaﬁp]ellm D—@.B bnmbairﬁo(pffﬁnﬁ'g,i rﬁethyl Imimlzbd e 4§1]-ethanone

Coap e fetir) e B BT E RS N1 Sl M i copaeriggito the

poelic@tpouridol 1wdtee i7@n vhekitwaobelhad dsh lighhydlloacst MEm/e =
gﬁ@@ﬁﬁ@“ ]20 extracts were then washed with water
&ﬂ. ed over sodi um sul phate and evapor at ed

to give a yellow solid (59 nmy). This was then

; ) and

inlidaz ragedrate e resul ting

A &ésanbed f@e &kﬁdp]erlelfner(ﬁih@ﬂC{W@(\Aez)ratnollﬁfbn@)fi)fneﬂhyﬂildaxazol 4-yl]-

%55?%39@35' iy T o8 PRSP H EPRGT ReatSfd Wrpihanone

ahgeshvert@kiorthe hEle v&rh poli el 82 on $Va86%¢ e hidht Was\wubt Biiedodd@n off-white

gqr}i n g{/%e%@géﬁ%slo[% ul[ﬁﬁul phat e and evapor at ed.
0

f) 1-(4-{4-[3-(4-Bromo-phenvl)-5-methvl-isoxazol-4-vl]-imidazol-1-vl}-phenvyl)-
ethanone
As described for Example 1f, 3-(4-bromo-phenyl)-4-(1H-imidazol-4-yl)-5-methyl-

isoxazole (91 mg, 0.3 mmol) instead of 4-(1H-imidazol-4-yl)-3-phenyl-isoxazole was

converted to the title compound (81 mg, 64%) which was obtained as a light yellow solid.
MS: m/e = 421.9/424.0 [M+H]".

Example 50
3-(4-Bromo-phenyl)-5-methyl-4-[1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-isoxazole
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chromat ogr aphy (Si 02, heptane:ethyl acetate = 100:0 to
50:50) afforded the title conpound (11 ng, 14% which

woam7obtoas ned as a |ight yellow solid. Ms: nf epCEEP2006/069722

393.0/ 395.0 [M. Exanple 53 305 1- (4- {4-

[3-(3,4-D fl uoro-phenyl)-5-nmethyl -i soxazol -4-yl ]
-imdazol - 1-yl }-phenyl )- ethanone a) (E)- and/or
(Z2)-3,4-Difluoro-benzal dehyde oxi ne As descri bed for

Bx degofibed far E3amipldi4d) 2r04-bhene-phdei) dd 1 H7inddgzol- 30yl rirohgthyl-
| Ast £ 3 I d S - title
SRkE T e BTG s R oL PR S R P
ﬁmd)nodcetmennmewéﬁto)lvcrt@% tBe il commﬂmﬂ@?%) which was

P&E{n%(ﬁ’ﬁg’%ﬁ/ 0621 olld“ﬂ/[é?)nl/(e@ztzs"t‘ﬂ‘%f&f[l\ﬁﬁlg,” de As

oro Benzenscar boxi i
descrl bed for Exanple |Db, EEa)mplaﬁdi/or (2) -

et R Bt R Y PSR b iy BT b pyrimidine

converted to the title 5 conpound (6.9 g, 75% whi ch

ﬁﬁ/ﬁescrl a(i t%?%xampl% 4% t(é? bromo pherllv% 4?’1?1 1§n1d21201 4- ﬁ) 5-methyl-
iho{m&o(e?(ﬁlln@ ) Qu@me}) pREY- g &roppitifydiné motad of 4-fluytdac@bphenone

anone As des ed for | e ., -(E)- and/.or :

09 et G S5 ComPrus G e et T g0 as a licht yelow
§dlid0M3ﬂﬁl/é63’880938435[MmH]*) i nstead of (E)- and/or

(2) - N-hydroxy- 10 2-fl uoro; benﬁeggcar boxi m doyl

chi oride was converted to EFE"RIFPFe compound (1.1 g,

1399 wh[LCBe smhhaummmasa) 8- (4ivgbiinosleh Py 5S@bihgl-isbRizole

me (El) =237.1 [M. d)

2-Brono-1| -[ 3- (3 4-di fl uor o- phenyl ) - 5- net hyl -i soxazol -

A}fhixuﬁé bantamen 'S (A6 s b Baeh JIpu- (FMamal£ol-d.y1)-5-meth llsoxazole (61
1- (3,4-difluoro-phenyl)-5- methl-|soxazol 4-yl

g}tghgﬁ@?@o]() g_beglgyld)romlc}ﬁféfl}ng A2mangnd potassium carbonate (55 mg, 0.4

At sy RhBIM (1l 5aXR%AL hdiedl at 180 RaRRe @& 6851METtb %’omtté?nperature
t he t|tIe conpound (1.18 g, 52% which was aqbt ai ned

they rp%][l,ttm LIRS [pouxed: 1ntmvgater(q1_:1|d)ext-ragg@ with gghyl geetalg-, The organic

Sitracts were then washed with water and brine, dried over sodlum sulphate and

3-(3,4-Di fl uoro- pheng@ (1H-|mdazol- %/ ) - 5- et hyl -
PwpREs © 26 wsllowseld Hogme Jo M hispeihea digsolved in 1- methyl 2-

g}a@(ﬁlﬁmﬂe 11 bty GRd 4h1@hféa 1@3 130 §P@ g %ﬂl%l‘) @a%&cﬂ‘)ﬂl a%nkistﬁé(l%éﬂ'tlh ¢ mixture

- et hanone (74 |) instead

lze%ﬁ% he migopReyf| 159 s@f@zloi b ,ARgrcoolin g Hisgnixtuig gvas poured onto
CRAYATRE AR 1N atrﬂdte!xﬁra&QMH Q:@hﬂ §&5at5rgThe69r§%r61\6%kt?£bts were then

was obtained as a yellow solid o
PvRabyefl withowater and brine, drled over sodium sulphate and evaporated. Purification by

éhl()ﬂla{%grllﬁl%(%ﬁ&l E%ﬂtbﬂ%tﬁ’ylrab&&)él 3 160:06S folﬁo)'a%i‘(ﬁaa%e flay
I'l-im dazol-1- hen ‘ethanone As describ
eorapgi e (1 meg, 14%) Wthh was obtained as a light yellow sohd MS m/e (EI) =

304 @ Hs@ifuor o- phenyl ) - 4- (1Hi mi dazol - 4-yl ) - 5- met hyl -
Example 53
1-(4-{4-[3-(3,4-Difluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-phenyl)-

ethanone

a) (B)- and/or (7)-3.4-Difluoro-benzaldehyde oxime

As described for Example 1a, 3,4-difluorobenzaldehyde (7.4 g, 50 mmol) instead of
benzaldehyde was converted to the title compound (7.7 g, 98%) which was obtained as a
white solid. MS: m/e (EI) = 157.0 [M].
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I soxazole (78 ng, 0.3 mmol) instead of
4- (1H i m dazol -4-yl) - 3-phenyl -i soxazol e was converted

wo oooioetors t | e compound (43 ng, 43% which was pOL/EPIV6069722

as an off-white solid. 30 M5, pfe = 380.3 [ MrH| +.
Exanpl e 54 3-(3,4-D fluoro-phenyl)-5-nethyl -
[I-(4-nitro-phenyl)-1Him dazol -4-yl] -isoxazole As
descri bed for Exanple 53,

: ' mvB)4-diﬂtld_ﬂd-bamzmmbommnﬂwl@h}mldhyI

BL(E_B..MMM}L@
%? F%sﬁ%?%iz % E‘be 48 Eﬁ (ﬁé‘?@& i g%%(ﬂﬁl_loro—benzaldehyde oxime (7.6 g,
i umu@iamteaqb héﬂi)ﬂ endias (Lelmanealtl eltyde o xinewad doheertaintp shntitle

&éﬁﬁ%d’\é%ﬁﬁ% %Wﬁ%?ﬁéd@%&%ﬁ%%%% (ERYL 191.0 [M].

PCT/ EP2006/ 069722 -45 Exan”pl e 55

As dasambdtdafor EXd&BpldééC,f(EbGﬂhdfCUr(ZEN}hp(ﬂmxﬁi% 4-difluoro-
gféngz)%féeca fx](ng@r o9 c@llpogrh%l b4 lg( %_{:nn{n l)dl%gtglld 8¢ (yé)-) a5 (tii W -hydroxy-
Z—fﬁﬂotmbctlmnzaatbmdmmi«w] (ﬂhéorlldftstBa;dnwfrted-to the title compound (1.1 g,
r et none ver it ound
4PLAES SIS D NGRS 48 A5 L o
M. nle = 4063[|\/Hr|—|]+ 10 Exarrple 56 2- {4-
{

Bﬁdescrlbed for Example 1d, 1-[3-(3,4-difluoro-phenyl)-5-methyl-isoxazol-4- yl]

Aafufilole s §3M9§%@:eﬁ§q¥xgk?l AR il eomencd
it eigld cofpdudid Ubt&géé%o pihdctonas cbfainedsascoiphe pélegy 6ib MS: m/e

nd (48 ngy, 47% which was obtai ned as
g@?ofjflg\%ltggﬁ@gl id. M5 me = 406.3 [ MtH] +. Exanpl e

hden<¥1,4 yﬁ—%)—( %Vl 1so§£az)olI m dazol

Bs Wé@“chyd:d fbr Ezarﬁplehyj 2~M:bm<m1€[32(6l4~ diflupheplydnyl)sHxaziofl ésohazol-4-

Ao Bl L 2 TRl Sl e Py Crula e -

abetard \tzhsmen{vdﬁi‘[ed(ta tigp) titdengd mgutnid t( BEMima g6 (ge)t weieh wao dbtdined as a
rox di chl or onet hane - net hanol
(%]g gﬁ\/l éf ?gﬁl (25 25 nmL) was added over a

1 h perlod to a sol utlon of

pyagol Jim,ldazol 1-y1}-phenyl)-

ot

dihallftbrmr omst hane (5 rTL) The resul ting mxture was
?S[‘jlflé %E%mvefeqfa%h&#ﬁ U%(r)omp en%e ?Tlﬁrlmldazoﬁ4—yl)—5—methy1—

1soxazole (78 mg, 0.3 mmol) instead of 4-(1H-imidazol-4-yl)-3-phenyl-isoxazole was

converted to the title compound (43 mg, 43%) which was obtained as an off-white solid.
MS: m/e = 380.3 [M+H]".
Example 54
3-(3,4-Difluoro-phenyl)-5-methyl-4-[1-(4-nitro-phenyl)- IH-imidazol-4-yl]-isoxazole

As described for Example 53, 3-(3,4-difluoro-phenyl)-4-(1H-imidazol-4-yl)-5-methyl-
isoxazole (78 mg, 0.3 mmol) using 1-fluoro-4-nitrobenzene instead of 4-
fluoroacetophenone was converted to the title compound (89 mg, 76%) which was
obtained as a light yellow solid. MS: m/e = 383.1 [M+H]".
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then filtered. The resulting filtrate was then
extracted with HO (1 N) and then the conbined

waoueon7extracts basified with sodi um hydr oxi BeT/armoc/069722

extracted with 30 dichl oronmet hane. The organic
extracts were then washed wth water and brine, then
dried over sodium sul phateg Qﬂg é porated
Purification by chromatograp ? 0] hept ane: et hyl

ak 6 4Daflwordqoedyl) G- BothyD)- [:hf(ﬂanﬂedromaaehyupmeeyladhiaﬁmiddzol-zt-yll—
(197 my, 23% which was obtalnep as a white solid.

The initial reaction preC|p|?é}e was wor ked up

foll owi ng the same procedure as above to give the

by e SGERYERROE 53 T 460 euS ey e g RRueo 3 methyt

tséfazble (78 mg, 0.3 mmol) using 4-fluorobenzotrifluoride instead of 4-

-14-[2- Net hyl - 4- (5- et hyl - 3-.phen i spxazol mi
S S A L Nl MR
bbtain®d AEh bylbudess gumeMsy hn/d H40s3dazdi}4- yl ) - 3- phenyl -

i soxazole (70 ng, 0.3 nmmol) instead of
4- (1H i m dazol -4-yl) - 3-phenyl -i soxazol e was 5
converted to the title conpamgleG80 ng, 26% which was

bt 2 n%d as %g)&lsyel %?{{}Vetgglm{s%xaﬁgft 11131] 1m1daz%§—'1—]'yl}—pyrimidine
1-(4-nitro- phenyl)

| Him . dazol - gheny -i soxazol e 0 As, descri bed
Aégesggé‘gefipﬁ% Ega;mple 53 (34 dlﬂuoro -phenyl)-4- (1H 1m1dazol 4 yl) 5 methyl-

RoREbRYYS fir @3@5@&6%|u'sin|g|‘2|-éﬂl§’t%§?ﬂlmfdlﬂé ins@Ba®beNYlioroacetophenone

i soxazol e usi ) ) )
vas squyesedstothe 1 5@9@@9@14 tné%d”%f) which was obtained as an off-white

g&ﬂpngﬁﬁggopmg@qmpgmps converted to the title conpound
(38 ng, 36% which was obtained as an off-white

solid. Ms: me = 361.4 [ MtH +. 15 Exanple 59

5-Methyl -4-[2-net hyl - 1- (4pishflewor onet hyl - phenyl) -

| Hi mdazol -4-yl|-3-phenyl - 1soxazol e As described

f b1{4—|E3¢Mﬁ§hygl—45 -methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-phenyl}-ethanone

5-met hyl - 4- (2-net hyl -i Hi mi dazol - 4-yl) - 3- phenyl 20
|soxazole (70 ng, 0.3 mml ) using
3-IMg { s 1 Henpide ql#gﬂ)aéd)h@ﬁvlﬂsoxazole

t

éfgﬂl“u%ﬁ%g WVB‘& of*’é@&a 11%6{1‘?{1622%%011 .Fﬁlo A &Mééﬂf}
pEpagd byBreanient of g@nanlldpm}&qih@ ﬁ)aaﬁpmelt@@lr@fbetween sodium

- I
ﬁyc[r%x&{ﬁ% Zflmig alF &B@m}ég@?@%eg %ﬁ%é@ogré X‘J %9ﬁlg}oq1{i‘gthane (25
Blpretahgdded-o(ver atréhh)ﬁtlod kb & naldacrobt %(hlb)no:acqjﬂMyme:thyl 3-

. i |
PRV & e BulaPiE R L e D ARG PR o
ii"he teeukclogpumde abthay ,stir4813/gver\milghtmtmernotma¢mme aldeanixture was
Mehtfﬁtei?‘e%l. Tﬁe resulting filtrate was then extracted with HCI (1 N) and then the

combined aqueous extracts basified with sodium hydroxide and extracted with

dichloromethane. The organic extracts were then washed with water and brine, then
dried over sodium sulphate and evaporated. Purification by chromatography (SiO»,
heptane:ethyl acetate = 100:0 to 50:50) afforded the title compound (197 mg, 23%)
which was obtained as a white solid. The initial reaction precipitate was worked up
following the same procedure as above to give the title compound (379 mg, 44%) as a
white solid. MS: m/e = 240.1 [M+H]".
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30 Ms: me = 318.1 [ MH] +. Exanple 61 2-
[ 2- Cycl opropyl - 4- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im

walamalo7d7gy| ] -pyrimdine a) PCT/EP2006/069722

4- (2-Cycl opropyl -i Him dazol -4;y!)-5-neth
phenyl -i soxazol e 35 As described for Exanple 57,

(Y ey P 8{921)15@%%811%01 1-yl]-phenyl -

. mmor ) usli
ctheh@Er oyl car bam di ne HO i nst ead of WD 2007/ 074078

RO REE B VAR 11 e ASEM TR0 [l PRa LML Rty
aexanledf® mgh{) Benmol)iigsteat®f 4nf1&l-midesl3H-JIMBHihenylbipoxazole was
g%I{\%rt&/ Fo e ECI?IQ}Q)%% \SA?d f%t%% 26%) Vylillf}f was obtamad as a light ,X%HOW gum.

I soxa 'Zol - -pyrim
N’b%m/ﬁbé’dSﬂdMﬂhnpl e 60,
4-(2-cycl opropyl -1Him daz ]%45% 5- et hyl - 3- phenyl -
i soxazole (70 ng, 0.3 mmol éad of

5- n&Mrhyld- [ 2eredtyint b (4£IIi'it-rionlﬁ£a§Zl())4 1H4#ryidpz@-4-yl1]-3-phenyl-isoxazole
phenyl -i soxazol e was converted to the title conpound

(50 nmg, 39% which was obtained as an off-white

Ao HeddribddSor ke ple 34 45-in e i) 2- mﬂ:ﬂhyEXHninhéazﬁ)lZ 43)- 34)-henyl—

LS RPERT B TR mhah drbts TR B beens g oy )

flisrfo2ect SphERbIE was converted to the title compound (38 mg, 36%) which was

E{g% Ifiélﬁglg)é&lf"qtlﬁrSBﬁ%%gt Dl gé]n%bﬂy gt Shm;agsl ilgo;/jazol e

(commercially avail abl e) (7 0 g, 25 mol) in

chl oroform (30 nL) was added dro se to a solution of
hexanet hyl enet et ram ne (3. @np@% in chl orof orm

( 53-Mikphyang2th@hyiepH- tmﬂ\garomemy%ﬁeﬁsﬁ) ﬂHeiﬁndizo![ agm-3-phenyl-
tenperature overnight. The m xture was the filtered

and the filtrate concentraf®#2P% afford an or ange
foan1(11 1 9) mhich was then dissolved in 20 met hano

é; and then (co 105 mol ) added
ée%:ﬁbedr fo5 Eramplg 57n§ sa‘teuhsé 4sé2rmﬁ@d'1 AH-ipdrol- ém&b%@&lemé

RM%zBIeQ'?G) m gTb 8 mhissH |ufsin%91 ﬂ‘ﬁc?irbb’érﬁo%ﬁloh'&@ 'ihsﬁéahto% ELB d
and the filtrate triturated with diet P/(lpet er.

flaeligpeatorcpPoe VR qoaMer tegkle th@ﬁﬁwanp e, f)%hwla%was

GQt'aﬁl%H% thﬁ }Ieﬁ’mg'scylﬁi Pnowe U Ve, 41°9) whi ch was
t hen dissolved in et hyI acetate (57 nL) and water (28

m.) added. To this mxture vvas added sodi um hydr ogen

25 carbonate (4.97 g, 59 lfe ab! ovved by the

dropwi se addition of benzy cet chloride (4.2 g,
23 nﬁﬂlZ)Methdl-fr-lﬁ@meélsﬂ’r3t-P1Fﬂ31Yh‘ISQK%ZIOé4S’d) -mpidazadt] -ylbomimidine
tenperature for 1 h. The organic |ayer was then
separated, washed with water and brine, dried over

8o desaribedsior phan ple i d5-enedpdriat’em ethiplid Hf img dadobd- Wby 3-phenyl-

FLEGERLS AP 3RO B4 Endi Bopnon
wh$ anvedsd ebthatifledoragownd (4§l g, 48%) which was obtained as a white solid.
MS: m/e = 318.1 [M+H]".

Example 61

2-[2-Cyclopropyl-4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-pyrimidine

a) 4-(2-Cyclopropyl-1H-imidazol-4-vl)-5-methyl-3-phenyl-isoxazole

As described for Example 57, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole

(commercially available) (1.5 g, 5 mmol) using cycloproylcarbamidine HCl instead of
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30 brown solid. M5 me = 365.0 [ MfH +. D)
4- (2-Benzyl o0& 1H i m dazol 4 yl) 5 nethphenyl isoxazole

wa oooa/orefg uxi ng sol uti on of PCT/EP2006/069722

2- benzyl oxy-N-[ 2- (5-nmet hyl -3-p jﬁenyl -isoxazol -4-yl)-2-0
x0- 35 ethyl] -acetamde (3.35'g, 9 nmmol) in acetic

Q&Itqq?lgﬁl% l)wéfgac%ngé}%%qo ?ﬁ‘%@tﬂé é{)%@o%%tdﬁg ) r‘ﬁ é%‘f' a/hgsh Qa%%btained

portionw se over
heat &t whate selid MS erfaer?66. 3 Mi+Hhder refl ux and then
allowed to cool down to room tenperature overnight.
The WO 2007/ 074078 PCT/ EP2006/ 069722 -48 m xture was
pethy Jerepttisoaazodd- i -irhidezdlyl-yl]l-pyrimidine
c t h
%ﬁé%ﬁﬁed AT HE?@e A VSRR Fheny
Boxdzbled a0 mng Bynmhb) om«ta(dglféghyth(ysﬂﬂ}z—mdftbﬁt ldheénetahyll4-yl)-3-

?@S@gss%xaz?% )gas V%)B%ﬁ? \%ﬁ‘{g Qﬁebt?tgef c%rn‘gpo(élnd égﬁ [%‘ﬁ) ﬁ’ﬁg‘j@v%rs] gbtained

godn aff-whiBe solide MS: nHe 3481411 [MAH]+. ¢)

1-14-[ 2- Benzyl o&net hyl - 4- ( 5- net hyl - 3- phenyl -i soxazol -4
-yl )-imdazol-1-yll- phenyll-ethanone As described for
Exanple If, Example 62

plhgﬁﬁﬁ?%%!? %{@“&" 65 b _ga ol ]130&3%% eﬂg‘irg?(iazosl—fliyl] _phenyl}-

4- (1H i m dazol -4-yl) - phen@thanmxazol e was converted
to the title conpound (17 ny, 21% which was obtai ned
as a light yellow gum MS: me = 464.1 [ MtH| +.

EXaiBph 8163-NF2-(5-methyl-3- phenvl 1soxazol 4 yl)-2-oxo0-ethyl]-acetamide

éi- g) i Bﬁ%&#}ﬂgx i h%{brsl ngtzlg}}oeél X@%&cp%ﬁc% avaziable) (7.0

rﬁ@fn@l)ﬁﬁ ,chloroform (30 mL) was added dropwise to a solution of

Bﬁéﬁﬁﬂ% lgggr)é e {%%g, ,mléjl_o %IZIO Fﬁfgﬂéi(g@ nit) aX(E the resulting

Ariftli LiOstBred a0 i ddrd ReiZenard Oetgiek. The thidQre was the filtered and the

uor oacet o 0 S conv rte to.the titl
bl e G Lo ds o Rt b |ao Mt MRS Apeived i
MBthafbe( 170 4875.40 d [tMnHH €1 (dbxam #1640%Ammol) added and the resulting

5121 tgree? sﬁ%@ﬁ%m e{?élﬂ)eri}ﬂ%?\feynigm The sy ling gfniigqu]re was then filtered
arpd m%tﬂl't&‘zllte FituzhePian ieth ¥ @HRZ OFN'R reAstitiSsetipdad whaoFemoved, and

&lxe?fgpﬁte ROYABIYITALRFIvE 2RrP YR EUREPOR) Yihychowardhepy flissplved in ethyl
pheediy | 57 B DX@vOh&ef 28QnMad ded 5 tldﬂfliﬁ?rhi)xtut% iwag added sodium hydrogen
ead of

F%r{ae?agé@g?e nz%ér o ' %@%@3@% gepprdseaddition of Serayirtasey!

ER8ria® 4. 2%%)3 rﬁ\ﬂﬁblg)gm\dﬂﬁe ROulbRE aiiRack @sred ak et tah@hdr@dre for 1 h.
e = 4 1 [ MH +
%he orgamc layer was then sepagatedH]washed with water and brine, dried over sodium

sulphate and evaporated. Purification by chromatography (SiO,, heptane:ethyl acetate =
100:0 to 50:50) afforded the title compound (3.45 g, 38%) which was obtained as a light
brown solid. MS: m/e = 365.0 [M+H]".

b) 4-(2-Benzvloxymethyl-1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole

To arefluxing solution of 2-benzyloxy-N-[2-(5-methyl-3-phenyl-isoxazol-4-yl)-2-oxo-
ethyl]-acetamide (3.35 g, 9 mmol) in acetic acid (10 mL) was added ammonium acetate
(14.2 g, 184 mmol) portionwise over 1.5 h. Then the mixture was heated for a subsequent

2 h under reflux and then allowed to cool down to room temperature overnight. The
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Exanpl e 65 4-
[ 2- Benzyl oxynet hyl - 4- (5- net hyl - 3- phenyl -i soxazol -4-yl)

wo ponrdawas - 1-yl ] -benzonitrile 35 As descri bepicT/@P2006/069722

Exanpl e 63, e
4- (2- benzyl oxymet hyl - 1H- i ni daz&i - 4-yl ) - 5- met hyl - 3-

PO ARRRTER B ARG, kAT R 8 Pt A oraanie ter

PETThER2086/d068Y R2ter ankbbifihes driod oetr opdhie moswdphedsand evaporated.

8
BN 0B L SO IR IR T30 0 aoria
hearielcomp®ubd (2.36 g, 74%) which was obtained as a light yellow solid. MS: m/e =
gf{g]ﬁg yl oxynet hyl - 4- ( 5- net hyl - 3- phenyl -i soxazol - 4-y
%' L] ol -1-yl]-pyrimdine As described for Exanple
63, 4-(2-benzyl oxynethyl - 1Hi m dazol - 4-yl)-5- et hyl -

he . 29 Bn eyt L BRI MR i) -imidazol- 1-y1]-
psnvtlesthardaned to the title conmpound (30 ng, 41% which

Vﬁ?ﬁﬁ%ﬂb&?@“ﬁ%ﬁgﬁg; (z"%ff Yg@ WSRO :imYB oM §1)T5- AR 13-

plyér}ylzisbemid (6Ryme DN Imrh b iimstehd 26 K- (4 Hyn)id Szakelt Y1y B-Brepleisoxazole

S REREE RS naerRo R ARE 1 2 TRt lyed apa i el
Qhﬁnyk}nﬁmxdﬁmﬂékﬁﬂﬂb nmg, 0.29 mmol) instead of

4- (1H i m dazol - 4-yl)-5-nmet hyl -3- phenyl -i soxazol e was
converted to the title conpound (100 ng, 79% mhich

mas obtained as a |ight yBkimmplegBm MS: nmle = 436.1

20, Exa
|2 BBy 1 i ey Eimigapeld: Jliesry et
-|n1dazol 4-yl'] -5-nmethyl - 3sophaeryl - i soxazol e
descri bed for Exanple 67,
4- (2- benzyl oxynet hyl - 1Hi m dazol -4-yl)-5-nethyl -3 25

Abaéb)thbdacsf@mx 16(63041(1%%2@7103(%@11@11 YHUisdiB&z01-4-y1)-5- methyl 3-

3 loro Rgé B gethy |sox z |nstgad of ben
&8"%& tlédpgh ety 1r0é0 ﬁlazetl%el% Uha

ﬁﬁ%oamaﬂﬁnﬁﬂ&wa%&bﬂ?&ﬂto&ﬁe atlé tcgﬁpomﬁil (40w ©'80%) MBich was

L Soes Gy

80 %@Fﬁﬁﬁaxel{ow%d%hw T 8848288 y1 et hyl ) - 2- pheny! -

1H i m dazol - 4-yl]-3-phenyl - isoxazole a)

5- Met hyl - 3- phenyl phenyl - 1H-i mi dazol - 4-yl ) -i soxazol e As

descri bed for Exanple 57, Example64

4-A P BODS Pﬁﬁ@hy@1Irﬂitmﬂhoﬁonpéﬂﬁﬂyﬂﬁeﬁ%thrﬁldﬁéol 4-yl]-5-methyl-3-

(connerC|aI y avail abl e)

benzamni dine HO instead @ e@ﬂé%ﬁ@ﬂﬁ?ne MD 2007/074078

PCT/ EP2006/ 069722

—

As described for Example 63, 4-(2-benzyloxymethyl- 1H-imidazol-4-yl)-5-methyl-3-
phenyl-isoxazole (200 mg, 0.58 mmol) using 4-fluorobenzotrifluoride instead of 4-

fluoroacetophenone was converted to the title compound (38 mg, 13%) which was
obtained as a light yellow gum. MS: m/e = 490.1 [M+H]".

Example 65
4-[2-Benzyloxymethyl-4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzonitrile

As described for Example 63, 4-(2-benzyloxymethyl- 1H-imidazol-4-yl)-5-methyl-3-

phenyl-isoxazole (100 mg, 0.29 mmol) using 4-fluorobenzonitrile instead of 4-
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- 50 HA was converted to the title conpound (992 ny,
92% which was obtained as a white solid. M5 me =

W@ a74oks-H] +. b) PCT/EP2006/069722

5-N®thy|-4-[l-(5-nethy|-isoxa;ag:B-ylnethyl)-z-phenyl-
IH-inidazoI 4-yl | -3-phenyl - 5 I'soxazol e As descri bed

@851’ 5%1@ ﬁgwaﬁ COEV?I‘éed 0 etlrl]g:/ 1t1e|_f_?m]i3r(])ud1é1 (&P6 ngy F%% ) which was
pbteiad @S eW@ﬂeﬁomng M§.18%8 =l [MnBll ead of

4- (2-benzyl oxynet hyl - 1H-i m dazol - 4-yl ) - 5-

nmet hyl - 3- phenyl -i soxazol e was converted to the title
compound (43 ng, 33% mh|cExmn@c66btalned as a

LRSS By - ey Fo dng S GPR| Fu gmiaine

zole As descrlbed for Exanple 3,

éé’ ’glg'sli%lb%l %ﬁ £2 - Pl)eyG\L;Oa% %% geﬁ%/zgxro[xglale&gg rl‘ﬁdmlaazo o}'fl)e 5- chyl—?)—

pharBl-bp kpdonipD phg )17 kmq:mot) Iu@lﬂ@@dﬂ(ﬁbﬁ@ﬂﬂﬁmm&n&aad ot )

nste - fluoro or.gni c _acid

et ean s QOoh NP RE L BRaicHah g 13%) Whidh was
obthinabiat en stilvildte shd. Mbanr 3484 1[ViVHAT.+. Exanple 71 20
N- Cycl opr opyl net hyl - 4-[ 4- (5- net hyl - 3- phenyl -i soxazol -
-yl)-imdazol -1-yl]- benzam de a) 4-

[ 4- (5- Met hyl - 3- phenyl - i soxgzghpd6yl ) -i m dazol - 1-yl|
benzoic acid ethyl es er As scribed for Exanple 1
CHEC B ks dena iy e b RY MG phinprs meRdsa Eny bisasizole
, 10.0 mmol ) was converted u3|ng fluoroben20|c

acid ethyl ester (1.54 i nst ead
As flesqpbeshios Esynplsorted(3- ewl@wthefl éHrﬂﬁHé%}’l ¢268 n@ethyl 3-
Fﬁ’e@yl Y&Bk&;aléfmo ARt 8o &t &5 iRE@WRd T 2i(h H-i¥Rda¥-a- D) - §-ethyl-3-

pbgnyl-issxagetenyas-can pr ey hestitlecrarnoand| (YOG migd 21 whiclky was
QEﬂaﬁféa Gs @ﬁ%ﬁi yB?ox@ 28R M9: Bfle 9f436.1 [M+H

3- phenyl -i soxazol - yl£-|n1dazol 1-yl]-
ben20|c acid 30 ethyl ester (1. 50 g, 4.0 mol) in THE
(20 nm) was added a sol utipp, Rfielgkt hi um hydroxi de
monohydrate (0.5 g, 12mmol) in water (10 nlL). The
f-dddHeneylgmsthylr b (vanetiodnsoeazal @t Waethyake i diimidazokfdl]-5-methyl-3-
extracted with ethyl ace nbi ned organic
extracts were dried mﬁthbﬁhgaééﬁﬁgﬁg evaporated to
afford the title conpound (1.38 g, 9999 which was

AABEAGED QB ExToblr s el EBbb ) Seslor i -mei s
phayt ﬁsopzrzom(llﬁ@nigyo 29n{melj Ssime BHyhloBmétbpiyd5- inshybsoahzode
m}éle)aa om)gl% lollrolnlé/e was converted to the title compound (80 mg, 63%) which was
obtained as a light yellow gum. MS: m/e = 441.4 [M+H]".

4-
g

Example 69
5-Methyl-4-[1-(5-methyl-isoxazol-3-ylmethyl)-2-phenyl-1H-imidazol-4-yl]-3-phenyl-

isoxazole

a) 5-Methyl-3-phenyl-4-(2-phenyl- 1H-imidazol-4-yl)-isoxazole
As described for Example 57, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole

(commercially available) (1.0 g, 4 mmol) using benzamidine HCl instead of acetamidine
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benzam de To a sol ution of
4-[ 4- (5- met hyl - 3- phenyl -i soxazol -4-yl)-im dazol -1-yl]-

whenzormracid (100 ng, 0.29 nmmol) in DVF (2 neQT/ERESG/069722

added 1-ethyl -3-(3-di net hyl am ﬂ?)propyl)- 5
carbodiimde (85.9 ng, 0.45 ) and

t l -

Msquk CSBROE 1 PR Oed 0 sl 2Tl LELA ARG B
crhdeMﬁ/trdﬁFrﬁ@2(l‘,{M+Hb, 0.75 mmol ). The reaction
m xture was stirred at roomtenperature overnight.
Purification by pr epar at ive HPLC on reversed phase
bl DrMIg . pt-e4oaa : ) eriiviol BlginNid37q1 2694 B-phenyl-
%FQa‘%ofém af forded t he t|t| e conpound (14 mg, 10 13%

T was obtained as a white solid. M5 me = 398.9
AMeederibékfmmbkan i 685 5-methyl-3-phenyl-4-(2-phenyl- 1H-imidazol-4-yl)-

s o0 P BB iR B P el B ot

mkthyl-3-phenyl-isoxazole was converted to the title compound (43 mg, 33%) which was

s 35 TN B 2 ks Converted, ”
usi ng prop-2-ynlam ne instead of

cycl opropyl nethylam ne, to the title conpound (15 ng,
13% which was obt ai ned asEsmplef/f-white solid. Ms:

4 (o mMeMSE inerPIR L B AR Bzt viisrazote

1-yl']-N-(3-norpholin-4-yl-propyl)- benzam de As

RS Al B ror PR TP I ftidazal 4D Syrshyik- ehoygl-spagrple. (100 me

bdn zmncl) &k dor(vEH6d,ngin gO!- ﬁﬁthﬁmlemylphmyﬁimwm teid,( 120s5inng0.88

I I, N=4- r o am ne .
RN b B Gy Phaiior B R bOPaasid: 5 TS SRRRGHRY (Hamay0%) which
ilv@%bmii’lle@bs aBsif-2hiehblkd. Mﬁrﬁ/&:a}ﬂwlf fMwHilt.e solid. Ms:
me = 472.0 [ MtH +. Exanmple 74 N- Cycl opropyl -

[ 4-(5- et hyl - 3- phenyl -i soxazol -4-yl)-imdazol -1-yl]
-benzam de 30 As descri beE f or giarrpl e 71c,
4-[ 4- (5- net hyl - 3- phenyl - i s6X&2 yI)-|mdazoI-I-yI]

ben29i@®ychpir6by(het yrd.[4Q529%thyiod-phsBs- i oamoeHt yHimidaidld -yl]-
cycl opropyl am ne i nstead oﬁ?ﬁnc cl.opropyl net hyl am ne,
to the title conpound (14

V\,hl ch was obt ai ned

Ns %’S’éh@@ﬂfoy Exéknple 1, 4- (1H 1m1dazol 4- yl) 5- meth yl-3- phenyl isoxazole (2.25 g,

Ll B o B b S P Qerfi"se%?é&l 5427140 mmol

firstedd ()EAmabmalcetapml%ﬂy,l to itBON@ZEIm Poudtld)(2i681ed 2z} whick Was
obtained as brown oil. MS: m/e = 374.1 [M+H]".

b) 4-[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-vl]-benzoic acid

To a solution of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzoic acid
ethyl ester (1.50 g, 4.0 mmol) in THF (20 mL) was added a solution of lithium hydroxide
monohydrate (0.5 g, 12mmol) in water (10 mL). The resulting mixture was concentrated,
acidified and extracted with ethyl acetate. The combined organic extracts were dried with
Na,SO; and evaporated to afford the title compound (1.38 g, 99%) which was obtained as
a light yellow solid. MS m/e = 346.1 [M+H] *.
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5 benzoic acid (100 ng, 0.29 nmol) was converted,
usi ng cycl obutyl am ne i nstead of

waeyaroproepyl net hyl am ne, to the title conpoundp¢/BP1006/069722

119% which was obtained as an_ ﬁff-mhite solid. Me:
me = 398.9 [N%Fu+ Exanpl e 76

hlpﬂ@@k;nethyl 3- phenyl-lsoxazol 4- yI)-|n1dazoI-I-yI]
benzoic acid (100nmg, 0.29 mol) was converted, using

Ty ‘é'tsﬁ]%ﬁ?ﬁ iélk anuns-mhéasien h&f 1- 15%X§ﬂo‘llﬂ[ﬂp}fhfdlﬁid'l¥l|— ]Ubeﬁzmc acid
e e ai ned

Lo P oGBS 2 TRl ik BRI or -

E)raﬂthrﬂldz '(8549 mg, 0.45 mmol) and N- hydroxybenzotrlazole (60 7mg, 0.45mmol),

[foi[o t%- 11]3/18 8 &y p;]?rn l ﬁne%ﬁ?%i%%%lle l’é@o\ anl%o 3 igandi trleﬁly%)arrame (75

fngy O. E&ancpd)lé Thegeaction mixture was stirred at room temperature overnight.

ﬂul[lﬁca@%n 'E?tplﬂéﬂarﬁlvelﬁﬁjﬂd 0111 ?&Ié@g@%)ﬁa%e ¥fu)c1n%Wnﬂ%0| -1 - yl 1-

benzoi ¢ was cohverted, usin

b el LIt 2 N 5 ) T ish Hraed he e compoand (14 me

C3% ) QRICBRYs BBtyddariahitelsolid. S hi/k Lesog oot (16 ng,
13% mhlch was obtained as an off-white solid. Ms:

nme = 428.9 [ M+H +. 25 Exanpl e 78 4-
[4-(5-N@thy| 3- phenyl -i soxazol - él)-inidazol-l-yl]
-N—pyridin 3-yl net hyl - ben éﬂ?ﬂ@ 0 As described for

4- ?‘n@(é ey p-phepisyzslsbahamidaol I niap gy -ppy amide
RO TR et Fr PR TR L BB kMRS uComer L el A 0R 1

bénzbleeactd (t1D€ N 0RO undol) Was a@nveﬂtaa/()uswglp@hp By lobinaiineghd of

as olid. M5 me 436. +. 35 WO
%&WF %%Yj‘@?%‘mg&*#?% %}tﬁé@*fﬁ?““dé? %%aﬁ-’b’%g&%h Jas obtained as an
pHE-wihteBlitWIS:3n feheB8d.0 [MeXgzol - 4-yl ) -i m dazol - 1-yl ]
-N-pyridin-4-yl methyl - benzam de 5 As described for

Exanple 7l1c,

4-[ 4-(5- et hyl - 3- phenyl -i spxadplk73-yl ) -i m dazol -1-yl]-
benzoic acid (100 ng, 0.29 mmol) was converted, using

py{idbMethyly3-phem@-idoraicdaldylpimidayd! o pll-Opy3-metr pydlarvitye propyl)-
to the title conpound (13 %%ianndg whi ch was obt ai ned
as an

As described for Example 71c, 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzoic acid (100 mg, 0.29 mmol) was converted, using 3-morpholin-4-yl-propylamine
instead of cyclopropylmethylamine, to the title compound (13 mg, 10%) which was
obtained as an off-white solid. MS: m/e = 472.0 [M+H]".

Example 74
N-Cyclopropyl-4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzamide

As described for Example 71c, 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzoic acid (100 mg, 0.29 mmol) was converted, using cyclopropylamine instead of
cyclopropylmethylamine, to the title compound (14 mg, 12%) which was obtained as an
off-white solid. MS: m/e = 384.9 [M+H]".
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off-white solid. Ms: me = 436.3 [ MH] +. 10 Exanple 80
N- ( 3- Fl uor o- phenyl ) - 4-

W 4000574wet hyl - 3- phenyl -1 soxazol - 4-yl ) -i m dazol pCT/ERL0D6/069722

-benzam de As described for Exanple 7lc,
4-[4-(5-net hyl - 3- phenyl -i soxazol -4-yl )-i m dazol -1 -yl ]-
benzoic acid (100 ng, 0.29 s converted, using
3-fl uorophenyl am ne instea]é')ra}?ﬂ)ﬂfggva

cy cNepyretgbwplt yret- By ( Samiethey |- 3tph et pleisiatzdled-gh npadazd]- (48 - ey zamide
10%9 which was obtained as an off-white solid. Ms:

me = 438.9 [ MtrH +. Exanple 81 4- |

As @&cﬁbdftbﬁoy H&hﬁpljtlme IlFHi— (’ﬁ—nhaﬂryl—-?)@hy,hﬂ/l isoxazol-4-yl)-imidazol-1-yl]-

E;(nzmcl ac}%( 160 B&b RO ¥ !:oenver ed, usm%eéc’y%foleFyﬁjan];i%E: instead of
éyc(olalrbpﬁmd‘dwlmlrmﬂe yo )he&itlmiohyﬁouadm h&mgl 1 1% pwhichlves 0bfined as an

1S 3 60, usi ng
gHeIH%SOB@gﬂélgggo @§&+ |nstead of 4-
fl uorophenyl boronic acid, to the title conpound (8 ng,
7% which was obtai ned as an q»% white SO|Id M. me
= 346.5 [ MrH +. 25 Exanpl e 83 BENRt hyl -
1- (B tlopertphefiyd 3-nidth y148-plecnigl-1séxydo) -4- yl) 1m1dazol—1—y1] -benzamide
- 3- phenyl -i soxazol e As descri bed for Exanple 3,
4- (1H i m dazol - 4-yl) - 5-net hyl - 3- phenyl -i soxazol e (100
P&Qd@scﬁ@ed)foﬂﬁx:m’fp]eﬁlwals[él_c(ﬁ-lmeﬂiyedxphleﬁjdngoxazol 4-yl)-imidazol-1-yl]-

-nitro cid
Benpic LR el wE i Sova < hsins oveiP e e aaed of
Cklopropylmédianiihé, ¢h thidxsleaddhgionad (14ameal 1% gWhick &lak @Wtained as an

&8&\%5?6&8}1% ngB{eh—ygI%O E%Fﬂimfﬁsrpgepﬁgnsﬁl soxazol -

-yl)-imdazol -1-yl]- benzam de WO 2007/ 074078

PCT/ EP2006/ 069722 -54 a)

3-[ 4- (5- Met hyl - 3- phenyl-lsg§%ﬁﬁ?7z yl)-imidazol-1-yll-
benzai(s-N&hd-Bhhytlyl esikesol Asyldaafdakdiedyl 8-pIwran-4-yl
4- (?Fﬁlﬂ]dag%|b4 yl)-5- é%th&? 3- Sheny |soxazﬂrfdr pran-d-yD)-
(2.25g, 10.0 nmol) was coRe&F¥HHE using

3- ethoxycarbonylphenylboronic acid (2.89 g, 15 nnDI)

5 instead of 4- uorthenbeoronlc acid, whic

padeseribed ﬁ%ﬁxwp@ﬁﬂ@rﬂa or ashyl-gsihgpyl- lscrf@mlaéhébémh@azol 1-yl]-
9&?2%%5@15(&5@ 09, 29&1&951@’ &fs bhRebtbd |u%1n%0ﬂEH§H§Hiio( Ah- Ivz%-ylamme

was obtained as a |ight yéllow soli
ﬁ}/s@ad- oBquelopramsipathylgyine, to the title compound (16 mg, 13%) which was

§bt[aﬂle£1§s Me bl iriR-sBhe Mk rh 20X aZ9d pda vy} - | m dazol -1 -yl -
benzoic acid 10 As described for Exanple 71D,

3-[4- (5-net hyl - 3- phenyl -i soxazol -4-yl)-imdazol -1-yl]-
Example 78
4-[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-N-pyridin-3-ylmethyl-

benzamide

As described for Example 71c, 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzoic acid (100 mg, 0.29 mmol) was converted, using pyridine-3-ylamine instead of
cyclopropylmethylamine, to the title compound (15 mg, 12%) which was obtained as an
off-white solid. MS: m/e = 436.3 [M+H]".
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benzoic acid ethyl ester (1.5 g, 4.0 mmol ) was
converted to the title conpound (1.38 g, 99% which

woam7obtoas ned as a |ight yellow solid. MS: ni ePET/EP2006/069722

346. 1 MtH] +. ¢) T
N—Cyclopropylnethyl-S-[4-(5-ne§%yl-3-pheny|-isoxazo|-
-yl)-imdazol -1-yll- 15 be ] As described for
Bl o 1o ReaTES9
3-{f45-Methgt rpherBd-pdoanzdl-4i W pxaiiakel4l-yl WN-ppiidiaze yinietlyyl} -
ﬁgqgoLéaacid (100 ng, 0.29 nmol ), instead of

- - met hyl - 3- phenyl -i soxazol -4-yl) -
inidazol-l-yl] benzoi c acid was converted to the title

%? HP F?d #Oggf“il Ple@ 4rr§%h 5(: mgglgmil?—?—p[%wﬂﬂllgoex% AE’)%Q\[‘}B]]I%&%I 1-y1]-

berRy & aofek (APY hng30.29 mmol) was converted, using pyridine-4-ylamine instead of

LS B RO B DAt i AEPORIR ¥l s
offcltaErsopy. | MBime a3 . Savivent.ed, using
3-[4-(5-nmethyl -3- 25
phenyl-isoxazol-4-y|)-inidazol-l-yl]-benzoic acid (100

ng, 0.29 mmol) instead of Hﬁ&ﬂprO

NECRRbero-peBlen L H 8B noniat! bashi TSt 1 TG mamiae

obtalned as an of f - mhlte SO|Id MS: me = 385.0

&méggﬁ 1[3%5; %ngmf)]&%?% ke Gy metybRag v isoxeaglst-yi-ipridazply -yl -

b&%ﬁﬂ acld Olbﬂ) n¥0.29 aith 8¢ waé&ord%ﬁ@d JueRg 3-@1&05@%@}1&% instead of

cyclo ne was conyerted, [
Eqw tlés@:x ing g fie. Gl Gppomn %{1 ?L%bé(f%bwglc R O%tﬂﬂ?d as an
0F, wiite281i0MMIK) m/ens 13591 Mt 14 E [ 4-
(5- met hyl - 3- phenyl -i soxazol -4-yl)-im dazol -1-yl ] -benzo
ic acid, to the title conpound 35 (52 ng, 45% which
was obt ai ned as an of f-whi ggargelkigd. M5: me = 399.1
[ MiH +. WD 2007/ 074078 PCT/ EP2006/ 069722 -55 Exanpl e
86 N- Cfb[:q @p]étllgpggy—pg@nthlH(lgllﬁﬁowryl]—%_rquﬁ]azlr—?)—phenyl—lsoxazole
yl -i soxazol - 4- yI) -imdazol- |-yl] -benzam de As
descri bed for Ie 71 cl opentyl am ne was
As desFibed forL@iaﬁg)l ,[41-_( {Ig_lwéc{q;@] 4-91)-5methyl-3-phenyl-isoxazole (68 mg,

phe rﬁﬂnog)S 0%/952 Oéon%ﬂ{é& - 'u@]n%az}léth%xyﬂh]enﬁﬁ%%& &6d difdl8 of 4
i nst ead

ﬂsor@ehﬁwlbogowﬁeaﬁw 19 g&(tatieomn[npwyd {8igaz &) Whigh papebiaiped as an

bﬁ\@ﬁk%oh&QwShﬁkiiEi@%?ﬂﬁPﬂund (49 ny, 419@ whi ch was
obtai ned as an off-white solid. M5 me 413. 0 [ M+H]

Exanpl e 87 10

3-[4-(5-Met hyl - 3- phenyl-lsgﬁgﬁﬂkgé yl)-imdazol -1-yl]-
N-(tetrahydro-pyran-4-yl)- benzam de As described for
Exanpl &-Mathyt-é Hahyéir oppymdhlU-iplidariohd-yhad pbomyldsareenle

usi ng 3- [4 (5-

met hyl - henyl -i soxazol -4-yl)-im dazol -1-yl] -benzoic
é@d@sc(lb_ omfxamgpRS, ﬁﬁbﬂ)lmldq@pbédfl)—S—methyl—3—pheny1—isoxazole (100 mg,

0.44 mmol) was converted, using 3-nitrophenylboronic acid (120 mg, 0.88 mmol) instead
of 4-fluorophenylboronic acid, to the title compound (113 mg, 73%) which was obtained
as a light yellow foam. MS: m/e = 347.1 [M+H]".

Example 83
N-Cyclopropylmethyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-

benzamide
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15 of
4-[ 4- (5- met hyl - 3- phenyl -i soxazol -4-yl)-im dazol -1-yl]-

whenzor@7acid, to the title conpound (52 ng, PCEAEP2006/069722

whi ch was obtained as an of f - V\@Ate solid. M5 me =
413.0 |[MH +. Exanple 88 4-

1- (2-Chl or o- phenyl ) -1Hi mdazol 4-yl]

-5-net hyl - 3- phenyl -i soxazol e 20 As described for
Exaipl B Mithyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzoic acid ethyl ester

As gig‘s&rlbég t%?ﬁ%& g)élc %lném@Xzol—:%f—ﬂg%nﬁ{ thyﬁ?—)f)%éﬁ)}lfl—%so(xg%lg (2.25g,
2@ 0 idroold p\hentyﬂvbﬂr:ahmsmgchq:tUoxywsmbeayﬂpbénﬂboronic acid (2.89 g, 15 mmol),
1ns{'ég(18§) Iﬂ %\M}éro LR rﬂ)grogé:c acid ?11cth Get Ipltl lnﬁca\%ﬁ lfl:ﬂld gso graphy (SiO»,

as an
h@tanﬂ @hyl a836te 5= [I3d) ﬂtff012]5d Ebeatitfs cemr&ﬂ)udd (1. 9 g, 52%) which was

1-(2- Z1
O%t(ame ﬁs irﬂ)l%lpt @%@%‘ﬂ%@g%r?eog@ﬁm cr| bed for Exanple
3, 4- (1H—| m dazol 4-yl)-5-net hyl - 3- phenyl -i soxazol e

: IC—r tleld J "[J)enzogc acid

Als dencnbehisf@y IElxmnp]eﬁdb,aa{él (5{m>ethjﬂe3 phdiﬂyd}l&O&md}lélFBd{) (rﬂfélazol 1-y1]-
zo%ag d:élt\g%fts}gmq_&,%t(? ; neo Y%%s an «gged toV\Qe tlt?e compound (1 38 g,
DOy ohahrvas yb i dayds aZ‘rghﬁyteBwrmhdlMS&n/@heMd. HiveetHz ol -

-yl )-imdazol -1-yi]- benzam de WD 2007/ 074078
PCT/ EP2006/ 069722 -56 a) 2-

Qggmgaim1dazo| 4-yl) - 5-met hyl - 3- phenyl - i soxazol e (2. 25
) was converted, using 2-fl uorobenzoic

, mol
g@ﬂ@ﬁcﬁ’é‘t%@w Esaple 7(g, 354+ G- mr@lytﬂmh@nyl isexapplst-admedazol-1-yl]-
6&%}&%@@@@) 9@“@29 Rmof An kbR $d t@(sc&rx@%v @%P@&yﬂzo;&ml 4-yl)-

tai ned as brown oil
ondpgol- 1-y)-benzoictacidwasgan verted to the title compound (50 mg, 43%) which

8/9?6‘%5 %&9 z?r?&ﬂf witglsdnd, MidagRl= doovl (mbgfzoi ¢ acid As
e Exanpl e 71ic,

scrib

2-[4-(5- mst hyI - 3- phenyl -i soxazol - 4-vyl )-i m dazol -1-yl] -

10 benzoic acid nethyl eStE;(anfl]%l? g, O mol ) was
converted to the title conpou ?ll g, 99% which

wadN —thlapmdl-éiél-éﬂrmqghyl—%fplhetm«msgmzm}él Wieinmidezot- 13yl bénzamide
[MtH +. ©)

N- Cycl opr opyl nmet hyl - 2-[ 4- (5- net hyl - 3- phenyl -i soxazol -

Ay H3sciibeddimz dkarfiplgl7lle, chdnpmipyldmirswassorereldufiog 3-[4-(5-methyl-3-

Eﬁ(‘%?) xaz% );rl) ’émdﬁ 70l- ll yq ggr)l(zao%co cuh(lop)m% r(%] 28 aH%%IPD inst?a]d of 4-[4-
(5-methyl-3- phenyl 1soxazol 4 yl) -imidazol-1-yl]-benzoic acid, to the title compound
(53 mg, 47%) which was obtained as an off-white solid. MS: m/e = 385.0 [M+H]".

Example 85
N-Cyclobutyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzamide

As described for Example 71, cyclobutylamine was converted, using 3-[4-(5-methyl-3-
phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid (100 mg, 0.29 mmol) instead of 4-[4-
(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid, to the title compound
(52 mg, 45%) which was obtained as an off-white solid. MS: m/e = 399.1 [M+H]".
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15 benzoic acid (100 ng, 0.29 mmol) was converted to
the title conpound (43 ng, 37% which was obtained as

wa@2mhiote7sol id. MS mle = 399.1 [ MtH Exanpl e 9BCREP2006/069722

[ 4- (5- Met hyl - 3- phenyl -i soxazol § yl)-imdazol - 1-yl]

- N- prop- 2-ynyl - benzam de 20 As descri bed for Exanple

71, prop-2-ynylam ne was c , using

2 14 (5 et hyl - RRMES 188
pheénylyeclopentsiz 3 4-45-yi ey h y1ri-plaengl-istxado] -4 hybriuid ezcdd i yd] -bdrd@mide
ng, 0.29 nmmol) instead of 4-[4-

(5- met hyl - 3- phenyl -i soxazol -4-yl)-im dazol -1-yl ] -benzo

As desciibled foo E]X:litﬁplei7ﬂl gchpapglandne {28comyert&h %mg\:ﬁi[é#{ Svasthyl-3-

F L al ned ai@@ 1ga§)é ll\ﬁbﬁgrrngcuﬁc%s ( @ng, 0. 2% mmol) instead of 4-[4-
[ﬂn(eﬁ}yﬂFét ﬂi}bhlers@;taenlyéll—yl) siondzol- lé&]ylbe)n—mmadﬂzml thi tiyle fompound
enzam.de , . descri bed for

T i e S RE BRSSP S e Ayl

30 phenyl -i soxazol -4-yl)-im dazol -1-yl]-benzoic acid

(100ny, 0.29 mmol) instead of 4- 4

(5-nmet hyl - 3- phenyl-lsoxazo 9?% i m dazol -1-yl]-benzo

I c34¢i(8,Méthylt hehéd yili®xeanaounemidazd- 1ngl,] M@t%rah\&ur@tpywﬁzt -yl)-

obt ai ned as an off-white S%|Id B! =

[ MtH] +.  Exanple 93 35 enzami

N—Cyclopentyl 2-[4-(5-nmet hyl - 3- phenyl-isoxazol-4-y|)-i

m daza] - %% benzam de WO 2007/ 074078

ﬁ@f#ﬂéﬁ %@F ynpls 71, strahydrerpyran fralinyipe Wekeapypieds psing 3-[4-(5-
Bgnﬂ%lammomm%l) GRNY£O1-€G1]-bknizB@ acid (100 mg, 0.29 mmol) instead

9fnjeﬁ§r 2 mgfé&xé?oph%ywsquzm traboimifazpll- s Retgpie agid; tp the title
EIRPSEhd G229, M%) IwhiidhshaashtQhedasdh-off-white solid. MS: m/e = 413.0
ES met hyl - 3- phenyl-|soxazol 4-yl)-imdazol -1-yl]-benzo
M+80id, to the title compound (48 ngy, 409% which was
obt ai ned as an off mhlte spkdfple®: mMe = 413.1

[ MtH] +.

[4-(5 %Br@?y@hlgrwhﬁwh 15 gl 4- =W1-§-math a¥ phenyl-ispxgzole
-N-(tetrahydro-pyran-4-yl)- benzam de As descri bed

for Exanple 71, tetrahydro-pyran-4-ylam ne was
As Acssribesyfor qulrngleﬁ ﬁ4l%5rrg(lpzol 4-yl)-5-methyl-3-phenyl-isoxazole (68.2

H% 63'mrﬁof3 %@ﬂ)n\}eﬁ@& %ﬁl)g 24ch1) gh%ﬁ@&%hlc]aci@ ihsteRESERI C

I nste

ﬂut{)r@ pbgnyl]l@tr hmc ﬂgdp%h? title somagwid @lyng.-10f) ddud wisghitjined as an

Qﬁ%ﬁ{ec‘soﬁ&'l\qs hR 4 8% £ ¥l g+ conpound (47nm, 37% whi ch
was obtal ned as an off-white solid. M5 me 429. 1

[ MtH +. Exanpl e 95
Example 89

4-[1-(2-Bromo-phenyl)-1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole (68.2
mg, 0.3 mmol) was converted, using 2-bromophenylboronic acid instead of 4-

fluorophenylboronic acid, to the title compound (12 mg, 11%) which was obtained as an
off-white solid. MS: m/e = 381.5[M+H]".

Example 90
N-Cyclopropylmethyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-

benzamide
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15
4-{5-[ 3-(3-Fl uoro-phenyl)-5-net hyl -i soxazol -4-yl]-imd
w@za/oisys } - benzoic acid ethyl ester As descrdheEP200©069722
Exanpl e 1,

3-(3- fluoro phenyl ) - 4- (1FL|n1dazoI 4-yl)-5-nmethyl -

i soxazole (3.89 g, 16.0 nmmol) was converted, using

3 quoroben20|c aC|d ethyl ester 20 |nstead of

RiRA eyl ester

t al Y, L | o
gg{@sgf}ﬁmg ‘E@@zgﬁgr 2 @gﬁ’\@&?ql /£ 1op;¥f1§t8%9 phl}@l {1%1)(‘320'[6 (225 g,
[UEO (8nbl) mas oorplesny,|using- Zqﬂmmbenzgmzhhethyws]er (1.54 g, 10.0 mmol)
141 %&i ?é&’ (ﬂéloln_qa%é[o%ﬂlénﬁgg qﬁ%ﬂ%&% 'l ﬁo_ulnéi 0()% élz & 39%§/YVPiCh (Nas
ah@hwﬂaybkwbemkam&nquﬁ6&ﬂEM$Hﬁ|bed for Exanple 71b,
4-{5-[3-(3-fl uoro-phenyl)-5-net hyl -i soxazol -4-yl] -
i m dazol - 1-yl }-benzoic acid ethyl ester (3.2 g, 8.2
b} (SvdMdetb vindreh¢mdl isogazolhd-Wi-frhidaz @34 - dbivpmaeidadi® . 82 g,

%%g%éf@ﬁﬁmﬁ%ﬁ%,%ﬁl—@m%ﬁlyﬁgfﬁh)éggfll—i(s)gyiﬁau—(}j/l')—iﬁ@da%f 1-yl]-
Derepic aoprmptwymwinyl 5 4; 4.8 nBol] b bmnflenecphnetﬂly ltifle compound (1.38 g,
. n de 35
T e P SR TR T Tt (e
g@g@g%ﬁ&é@ﬁf_m&? b9, gé-infléh{d?’s-ﬁﬁénvl-lsoxazol- 4-yl)-imidazol- 1-y1]-
bengaapdd - 4-yl ] -i mi dazol - 1-yl } - benzoi ¢ aci d (100 ny,

0.28 WO 2007/ 074078 PCT/ EP2006/ 069722 -58 mmol )
Ap dessgbedfor Example 71 ¢, 2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-

f}ex{zélc(a'éld@b@xlg, 820 Hﬁﬁbﬂ? waS OAZRkd f %E)t%lls%%é@hd (43} 37%)

benzoic acid, to he title compound
Wwhichhvanabtagisdas gedigsolid M m/omi 08 1d8f+idl ~ I\/IS me =
417.0 [ M+rH] +. Exanpl e 97 5

4-{4-[ 3-(3-Fl uoro-phenyl)-5-net hyl -i soxazol -4-yl]-imd
azol -1-yl }- N-prop-2-ynyl - bexzplaPde As described for

L 25008 MR K 45y B
;inidazol 1-yl}-benzoic acid (100 ng, 0.28 nmmol) 10

ARl B Thpiop -3 ol e oy el giing 2 £ >
bleenybisoxaxol-d; yx-mnitdhel- ltyll ben zpongrald0 (12 029 miB8YYinstead of 4-[4-
%%%@ﬁ?mﬂ%ﬁq&laf (E}%golaé gﬁggﬁ%{ 8{1‘? ebe?h%!) C%ﬁld’v? 4thg1tlﬁe compound

[B-108- Z‘SIU/@ovluclpWembt)uan mmtyﬂfwhst@m]zch IMStnyAe]: 383.1 [M+H]".
-imdazol- |-yl}- 15 benzam de

Example 92
N-Cyclobutyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzamide

As described for Example 71, cyclobutylamine was converted, using 2-[4-(5-methyl-3-
phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzoic acid (100mg, 0.29 mmol) instead of 4-[4-
(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid, to the title compound
(53 mg, 46%) which was obtained as an off-white solid. MS: m/e = 399.1 [M+H]".

Example 93
N-Cyclopentyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzamide
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As described for Exanple 71c, cycl opropyl am ne was
converted, using 4-{5-[3-(3-fluoro-

w@b@nyt476- net hyl - i soxazol -4-yl | PCT/EP2006/069722

-im dazol -1-yl }-benzoic acid (g,po ng, 0.28 nmol)
i nstead of

g\(se Li&ckiBed B §¥(£I{l@e B e%%p%lﬁ?‘éﬂﬁﬁ)é was %lnxeﬂzgoq% g b—}%g 1r11éthy1—3—

nzol ¢ aci e conpound
mhﬂmfhiswa@owt}du meidazd- 1ayl] - bf:rizovmacu(b( 196migd).2)Bmaety mstead of 4-[4-

?Soé?%yfll?’ or o eny{;‘i)pJl gl) 9}%}&/ ggfgglgézl%}nc 01d{f}) the title compound

48 gatish - whlelyvv}is oljemzd i aieoff Ahitasolitt M$:inbed 4161 [M+H]".
Exanpl e 71c, cycl obutyl am ne was converted, using
4-{5-[ 3-(3-f| uor o- phenyl)-5-nethyl -i soxazol -4-yl]

-i m dazol - 1-yl } - benzoi ¢ acEghnjile0@4ng, 0.28 mmol)

o AT TSRS Py oy Bl Y U gy gD
ben20| c acid, to the t|t| éecampdeind (43 ng, 35%

@ilggsgrly)\%gfor %ﬁgal D qu%ﬁ%]l@%fi&)@rm% @@%g%ééwﬁﬁonlerte{f using 2-[4-(5-

hﬁtl{y&%ﬁﬂMﬁﬂ&s@h@ﬁﬂ% -yb Srri@dzbi il -yilsieenagielacid-(Y0J mg, 0.29 mmol) instead

ol - -yl }- benza i bed fo .
b BhETE St Yting PR PP e Rk d G benge d58H qythe tite
éor{lﬁol[rﬁi- (43mife] Bmpwbhﬁmals))bﬁirfmtabyh offswhiezolid AM$] th/e = 429.1
azol - 1-yl }-benzoic acid (100 ng, 0.28 nmol) WO
% 074078 PCT/ EP2006/ 069722 -59 instead of
4-[ 4- (5- nmet hyl - 3- phenyl -i SEXa’:lﬂplls% yl)-imdazol -1-yl]-

it B e e 2 el ST T 1 B Ny i acd ety

431.0 [NH‘H] +. EX&n'p' e 101 5ester

4-{4-[ 3-(3-Fl uoro-phenyl ) -5-net hyl -i soxazol -4-yl]-imd
azol -1-yl }- N (2- hydroxy-et hyl)- benzam de As

Ae a&ktib&rtol E&arﬁﬁi@qpk 3-f1h6ro-ghaM OX VeI S BITYRS - Mo thyl-

converted, using g [3-(3- fluora-phenyl)-5- rrethl-
jse¥ealedp Q-gquoml%l b)) corwyllte}d BeRE St iduose Qﬂlz(’lf@eldrf’&lyl ester

le‘?egd 3394%@@%&6?15%@6 ab the title compound (3.34¢ 53%? which was
5- met hyl - 3- phenyl -i soxazol - 4-yl)-im dazol -1-yl]-

%ﬁ%@@ as aaﬁl@woad Mﬁem(fffﬁg 2MpBlnd (34 ny, 30%
whi ch was obtained as an off-white solid. M5 =
407.0 [ M+H +. Exanple 102 4- {4-

[ 3- (3- Fl uor o- phenyl ) - 5- net Fyample§fazol - 4- yl ]

W?@léﬁlop}fdétl}lyll\k i@[mﬂ@@o' ﬂheﬂywli methyl-isoxazol-4-yl]-imidazol-1-

yl}-benzamide

a) 4-{5-[3-(3-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl}-benzoic acid
As described for Example 71b, 4-{5-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-
imidazol-1-yl}-benzoic acid ethyl ester (3.2 g, 8.2 mmol) was converted to the title
compound (2.82 g, 95%) which was obtained as an off-yellow solid. MS m/e = 363.1
[M+H] ™.

b) N-Cyclopropvimethyl-4-{4-[3-(3-fluoro-phenyl)-5-methvl-isoxazol-4-vl]-imidazol-1-

yl}-benzamide
As described for Example 71c, cyclopropylmethylamine was converted, using 4-{5-[3-(3-

fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-benzoic acid (100 mg, 0.28
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15 ethyl)-benzam de As described for Exanple 71c,
2- nmor phol i n-4-yl -et hyl am ne was converted, using 4-{5-

W@ 300087 40hg10r 0- phenyl ) - 5- et hyl - PCT/EP2006/069722

| soxazol -4-yl]-imdazol -1-yl}- géenzm c acid (100 ny,
0.28 muol) instead of

éun&}él%lngtegg%gx l[ngSng&F%Il Fﬁ%ﬁg%ﬂ% r%) J(nTi'gg?o%ql %h%lumc acid, to

thiittle cpmpoohd &5hmd, 3% Jawhigh Mlawhbtlameé @b al offivBriterspd . MS: m/e =

Exanpl e 103 4- {4-
ﬂ%ﬁ? QM&MJOM phenyl ) - 5- net hyl -i soxazol - 4-yl ]
-| m dazol - 1-yl } - N- ( 3- nor phEkamp14-97I propyl ) - benzam de

ﬁ?&gg?‘ﬁﬁo&%&fﬁe%?%— - gﬁlnygésoxazd 4- C}/nblérrl gﬁal—la%li}—rll\lg—propi—ynyl—
4 {5- [3-(3-fluoro- phenyl ) bbnraetily| -
i soxazol -4-yl]-imdazol -1-yl}-benzoic acid (100 ng,
0. 28mmol ) instead of
As [éscfibedtor Eydimﬁ}eﬁhe,rpybpﬁwhamhe daytonvemned aziak 4+ 5y[3}B-fluoro-

DR e Dl o - hids o S CRT Rt fedd TR s oD

ms&gﬂ) 004 Mt Himteth X3 pidng/1-1904azh1-4{y#)~imidazol- 1-yl]-benzoic acid, to the

3- Fl uor o- phe th azol - 4-yl . i B

bl ot B Re ¥ SRRl 78 ot picy Ms: e = 4010
[Memyam de As described for Exanple 7lc,
2-(1H—inidazol-4-y|)-ethy|gnin%>B@s converted, using
4- 35
{5N- @yélapfdpgpanmM&ﬂhbr&pmymw me?epyqaz@dazcﬂ 1)<t aelaiZ 1-y1 }-

ol -1-yl }-benzoic acid (100 ny, 8 nnDI) i nstead of
4-[ 4- ( 5- met hyl - 3- phenyl-.séﬁ%%}lﬁ )-im dazol -1-yl]-
benzoi c WD 2007/ 074078 PCT/EP2006/069722 -60 acid, to
the title conpound (62 ng, 50% which was obtained as
Andeseribeghior ExampleqIc lggcloprﬁp@amuzps‘gaslco[nwr_ﬂq“l@éln{.a[é (3-fluoro-

9&1 =5 {n%thyl 1soxazol 4 yl] 1m1dazol 1-yl}-benzoic acid (100 mg, 0.28 mmol)
met hyl -1 soxazol

misw%l a%ﬂ‘*@wphﬂp%ah%{wl $poyzebt)-imig a@éﬂzﬂ]ﬂbﬂ%ml%ld to the

das gdrh?@&df @0 nkX @m? %vh?clﬁwasfdm&ﬂed%s»ahlr@tMit@gelfaew&/e = 403.0
converted, using 4-{5-[3-(3- fluoro-phenyl)-5-nethyl-

MakHzol - 4-yI ] -i ni dazol - 1-yl } - benzoi ¢ acid (100 ny,
O 28 mmol) instead of Examplegg

4-[4-(5-nethyl -3 ﬁhenl-lsoxazol yl)-imdazol-I-y ]]
berdic 3@@@%4{%[ @ﬂwomhengbéomﬁ@uhwml Ayl 131@@1@20 1-yl}-
whi ch was obtai ned as an off;uhiie solid. M5 nle =
443.0 [ MtH] +. Exanpl e 106

As described for Example 71c, cyclobutylamine was converted, using 4-{5-[3-(3-fluoro-
phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid (100 mg, 0.28 mmol)
instead of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid, to the
title compound (43 mg, 35%) which was obtained as an off-white solid. MS: m/e = 417.0
[M+H]".
Example 100
N-Cyclopentyl-4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-

benzamide

As described for Example 71c, cyclopentylamine was converted, using 4-{5-[3-(3-fluoro-

phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid (100 mg, 0.28 mmol)
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4- {4- [3-(3-Fluoro-phenyl)-5-nethyl-isoxazol -4-yl]
-imdazol -1-yl }-Npyridin-2- ylnethyl-benzam de 15 As

waleaanidoesl for Exanpl e 71c, pyridin-2-yl net hyl pOT/RE200&669722

converted, using 4-{5-[3-(3- f ypro-phenyl)-s-nethyl-
i soxazol -4-yl]-imdazol -1-yl}-benzoic acid (100 ng,

W) ad
31 fe%d gﬁrffm (?] nlmégﬁaﬂgﬁ)énlyl fsg)é%(zz% glyl) 1m1]d?zol 1- 33]abelrzol1¢ acﬂ to the
béﬂszqmpom (d5 ngy 13%!) evhtlcrht Vs aboampesascin (b whge sal@YMS: m/e = 431.0
Qg ?g+mas obtained as an off-white solid. M5 me = 20
4. TM+H] +. Exanpl e 107 N-(3- Fl uoro- phenyl)-4- {4-
[3-(3-f|uoro-phenyl)-5-neﬂhthﬂ$ﬁﬁazol 4- yI]

R L AN A P N
4-{5-13-(3 fluoro-phenyl) 5ammhhyé-

i soxazol -4-yl]-imdazol -1-yl}-benzoic acid (100 ng,

0.28 mmol) instead of

As féscfibedioi Rydm BlefherRyh ydreoxeth glhadneyhis-donveadotisihg Y1 {5 3-(3-

[ th t
MR e iadh chinslt iAok U PR bPraro st i me. 028
AolD instéattpf4-[ 30 5-mxahyll 32 pAOS/1-Noyol-dpi e pyidaril Hyy1}-Benzoic acid, to
il}%;ﬂt%%_gé}%:oyp& ?%F @Egg(%);%ﬁhg atg g‘gtgﬁneg K& 8%f—\ﬁ111}é 5]011(1 MS: m/e =
304.®FYI3H(]3- Fl uor o- phenyl ) - 5- et hyl -i soxazol -4-yll-imd

azol -1-yll-benzoic acid ethyl _—ester WO 2007/074078
PCT/ EP2006/ 069722 - 61 As ﬁc}égld’# ﬁ@d for Exanple 3,

3-{(133 1B rnrro phenylh -riethi-isbrizd B2 G- il hol F=-yIE NI - morpholin-4-yl-
i soxazole (2.43 g, 10 nmol). was converted, using of
3- ethoxycarbonylphenylboﬂ@ﬁpéwﬁéﬁﬂmelnstead of 4-
fl uor ophenyl boroni c acid, through chromatography
Si 02, ethyl acetate: hexane = 20:10) .to the tit

Aesiiher (o1 Exemplg,/ 1920/31099%1Oélﬁ-%%etabl@@ﬂ%\ma%n&errngmmg 415
f’ﬁh{l@r\(\! %QJ d-5- h@th}‘[ﬂis%xazoﬁgrzyl]lnﬁl%ﬂl"'l-yll}l):)enzmc a01d (100 mg, 0.28
uor

0- pheny yl -i soxazol - 4-y

) spsgﬂaii Oﬁéﬂié (1) én%{EYld3 Ph@%&e@géwbéw%md@@éﬂpﬂb b?%?lc acid, to
fre{thtelBndp3uhili Y01 BePhERY I ich WaBb Bl el 99 Eﬁ%ﬁlw}ﬂte)ébhd MS: m/e =

i m dazol - 1-yl }-benzoic acid ethyl ester (1.25 g,

4/ tHlwas converted to the title 10 conpound (0.54

g, 50% which was obtai nede@mpe ¥ | ow solid. M5 nfe =
363.1 [MtH b)

ity 31 &l g tohsn py1S-ethyl-{sgxqzgl-Hylioid predm yilj-N-(3-morpholin-4-yl-

-5-methyl - i soxazol - 4-yld5 4 y1i-8828hiids

As described for Example 71c, 3-morpholin-4-yl-propylamine was converted, using 4-{5-
[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid (100 mg,
0.28mmol) instead of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic
acid, to the title compound (24 mg, 18%) which was obtained as an off-white solid. MS:
m/e = 490.0 [M+H]".
Example 104

4-{4-[3-(3-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-[2-(1H-imidazol-4-

yl)-ethyl]-benzamide
As described for Example 71c, 2-(1H-imidazol-4-yl)-ethylamine was converted, using 4-
{5-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid (100 mg,
0.28 mmol) instead of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic
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yl {-benzam de As described for Example 71c,
cycl opropyl net hyl am ne was converted, using

we2¢030f497€ 3- 15 fl uor o- phenyl ) - 5- net hyl - PCT/EP2006/069722

| soxazol -4-yl]-imdazol -1-yl}- gdanzm c acid (100 ny,
0.28 muol) instead of

20,5, B PrhodrREHs o) BB Rt bR M it b ws

whie eSS0 Mo i ned as an of f-white solid. MS: me =

417.0 [MrH +. Exanple 109 20 ..

N- Cycl opropyl -3-{4-[3-(3-f uorpo- p%enyl ) -5-nmet hyl -i soxa
Zio{4- 8- (B fludm-placngl)- Fmyek i yl-idvenza - ylg im Aizalek ghiNéd ah 6 ylmethyl-
Exanpl e 71c, cycl opropyl ambnrtleZ vvaa converted, using
3-{4-[3-(3- fluoro- phenyl) >5T#8PRGI - i soxazol - 4-yl |
-imdazol -1-yl }-benzoic acid (100 ng, 0.28 mmol) 25

i,nst . .
A" BaEedlor Fytmple The fprenr s simesamingy s cqp sty sing HS13-G-
Benoeoptensl i methyl-isoeazol-Htylleintidagpdung }- béﬁ.’zoﬁfga,cmB&‘ﬁ)) mg, 0.28
BinWFS E}*&—?h@%}%ﬁg—af@ gn{\xl %%%zg%agél g%lda?ojf 1- yl? benzoic acid, to

[h2- t(tE—cbhip@ﬁﬁd piheinyg J6%) weichylas bstaked ak agtoffivhite solid. MS: m/e =
W ﬂﬂ;l yl'}- 30 benzam de As described for

cycl obut yl am ne was convert ed, using
3-{4-[3-(3-fl uoro- phenyl )Exanipd hod - i soxazol - 4- yl]
I- Ingnflggég 6? JF]IYOI% 32119|50mgt y 1sg%2929)1—ﬂgl] 1m1(2{ omyl% N-pyridin-2-

4-[ 4- (5- met hyl - 3- phenyl M;@Kﬁmhzﬁnmb)-l m dazol -1-yl]-
benzoic acid, to the 35 title conmpound (44 ng, 38%
whi ch was obtained as an off-white solid. M5 me =

M&es@rlbéd%ﬂi*am 729%%1@%@%8@6@?@@@&@9&&% usi®L4- {5-[3-(3-
nmple 111 N-Cycl openty

ﬂ@or@?,plfqnulér%mﬁﬂgmoyaz@l f}e}tlhy]lldng%xla}zl&;fbcmo)}q geid (100 mg, 0.28
1’ﬂn“i'61§i ﬁ?s@ad of 4)[h}(5 rRQRYI3ITH Rk yI-BoRSofla sy ikRE 1AL yl]-benzoic acid, to

nP e 71c, cl opentyl am ne was_converted, usi g
gle{tﬂ e[CSm(P@HflM @gplffé'/ﬁwl)ms wapbiginer apam ot whitepplid. MS: m/e =

45000 491+ 1-yl } - benzoic acid (100 ng, 0.28 nmol)
i nstead of

4-[ 4- (5- et hyl - 3- phenyl - | JoREwd LW- y1 ) -i ni dazol -1 -yl ]-
04A . .
%ﬁ@? Piu\%g@slf)g%%yal} % e{g fﬂg 3 ‘gﬁ%ﬁﬁﬁﬂwﬂ ﬂ%(t)l(ﬁ%d@zol@pnﬂ imidazol-1-yl}
431.0 [M+H +. 10 Exanpl e bapzamidg¢ 4-
[ 3- (3- Fl uor o- phenyl ) - 5- et hyl -i soxazol - 4-yl ]
-imdazol -1-yl }-N-(tetrahydro-pyran-
As described for Example 71c, 3-fluoro-phenylamine was converted, using 4-{5-[3-(3-

fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-benzoic acid (100 mg, 0.28
mmol) instead of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzoic acid, to
the title compound (46 mg, 37%) which was obtained as an off-white solid. MS: m/e =
457.0 [M+H]".

Example 108
N-Cyclopropylmethyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-

yl}-benzamide

a) 3-{5-[3-(3-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid ethyl

ester
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4-yl)-benzam de As described for Exanple 71c,
t etrahydr o- pyran-4-yl am ne was converted, using

w2040 745 (3-fl uoro- phenyl ) -5-net hyl - PCT/EP2006/069722

| soxazol -4-yl]-imdazol -1-yl}- gfn20|c acid (100 ng,
0.28 muol) instead of

h |
g\%ng’sgll(lged;%} glzy(&%lgf B ﬁgy ffuo e COSI“}R I%#—‘) g%@azgf%}}&—/g—ﬁgﬂlﬂ—
whkazhlekdg3 @bt(hmﬁeﬂ) W8S czmvmefd, whing ef &et oaycanl@nylﬁh@nﬂboromc acid
ﬂﬂ%a@ of Mridbio hgﬁﬁﬂpﬂoﬁlclalsfd agou %h chromato graphy (SlOzl, ethyl acetate:

(3- Fluoro phenyl hyl - i soxazol - ¥ m d
B%lrle T- %PF hO) o (R i W@O%ﬂr{é@ﬁwg’ B3 aidievasgbtained asa light
%ﬂ&&nbhedeQthxaﬂphﬂMl&g* pyri di ne-3-yl ami ne was
converted, using 4-{4-[3-(3- fluoro-phenyl)-5-nethyl-
|soxazol 4-yl]-imdazol - 1- yI} benzoic acid (100 ny,

laeﬂz@tlbecaf@r @xarhple 7t1he3 13- [3 e3 ﬁaﬂmomyblﬁmmyl 1539(&201 4-yl]-
%@ggﬂ h?)grtlzaog(negfgﬂjagyllef%r é{)ﬁm I3 (?mmo ) was cg/nsvertrgi fo the title
&Iﬁﬂoﬁd.l(@fﬂ ) B6%Y which-ab-obilddusragephe syld. MSied dez.o0fM+H] *.
-4-yl]-5-methyl -i soxazol e As described for Exanple 3,

4-(1H i m dazol -4-yl)-5-net hyl - 3- (4-fl uorophenyl ) -

b B 0%azelb BropYEn dillyl- P {43[ 3B 0 MESh RN VR e Bd-id % AU 4- 1] -imidazol-1-

ﬁrfluoro”henylboronlc acid instead of
ylibenzanlde o hy| horonic acid, to the title conpound (10

Agdesl;ﬂ%d fol Egdim é@ﬂ@& LAbmeg lsﬁaraﬁleatafscwmemdsmﬂ@ {5-[3-(3-

g@q{pa‘t}%@ﬂé?ﬁ ;Bzgl és(y 07/ g)i 1? benzoic acid (100 mg, 0.28
Ambdl (rfhtedd @fm-[ﬂllﬂ@ﬂﬂéth llj‘bhéﬁyﬂ@sb%zoﬂﬁy}ll)] n&dﬁfolmylplbenzmﬁb acid, to

5-meth SOX descri hed fo

e(“_‘ciﬂr‘ﬁoﬁ%P&HE (2 éll ?82070 Q;‘PSS t@@egla%‘? SéﬂlélEXHEFIS)) %ﬁs m/e =
ispxpaeg*. (73 nmy, 0.3 mmol) was converted, using
4- br omophenyl boroni ¢ aci d |nst?ad of
4-f 1 uor ophenyl bor oni c aci & HO titie conpound (15
MY N-E3%bp Wiy LD (48S-(0I0hBFABRerS)-5 Akt fisoMabd1er ShintHazol-1-y]
VE: n?e gmggg.é?ﬁ%¢ﬂ+. Exgnﬁﬂg). Hﬁ §@J ik
4-{4-[ 3- (4- Fl uor o- phenyl ) - @CWﬁ@HQ? |soxazol 4-yl]-imd
azoI-l-yI}-benzonitriIe As described for Exanple 3,

élH—lﬁldaZO| -yl )-5-met hyl -3-(4-fl uorophenyl
Ag ssarbedefor Ezampple 7de.Zyelppyopyiwadn o wrenyaEd., ugn&é {4-[3-(3-fluoro-

0O RNl RRE QI 4Cy 1 AGh flab81ST- ?@%eﬁEmc a01d (100 mg, 0 28 mmol)
4 fluorophenylboronlc acid, to'the title conEoun

tigtead gb4-[ Gt p-obeting 3- phenai-iresazas 4-yDsingid azsf £1- ik @I@ZosCoacnca to the
e cdﬂlﬁou‘n@’@Q n:i%, PS%J%!]) thich was obtained as an off-white solid. MS: m/e = 403.0

[M+H]".

Example 110
N-Cyclobutyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-

benzamide

As described for Example 71c, cyclobutylamine was converted, using 3-{4-[3-(3-fluoro-
phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid (100 mg, 0.28 mmol)
instead of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid, to the
title compound (44 mg, 38%) which was obtained as an off-white solid. MS: m/e = 417.0
[M+H]".
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Exanpl e 117 4- {4-
[ 3- (4- Fl uor o- phenyl ) - 5- et hyl -i soxazol - 4-yl ]

wo ponrdawas - 1-yl } - pyri dine 20 As descri bed for BXBERP1086/069722

3, 4-(1Him dazol -4-yl)-5-nmethyl -3-(4-fl uorophenyl) -
i soxazole (73 ng, 0.3 nmol) was converted, usi ng

4- pyridyl bor oni cboroni c aghggiq$k

4-f | uor ophenyl boroni c aci 3% he t|tIe compound (18

g N-C3eppevtiyk Br {#vh3- (it ai caplien ydsS-arettofl fisoxhidlel- gblimndlazol- 1-yl}-
M5: me = 321. 5[ MtH] +. 25, ExagFIe 118

3- (4- Fl uor o- phenyl ) - 5- nethy i mtolyl-1H i m dazo
4-yl)-isoxazole As described for Exanple 3,

RS BRabrL O] Fmge 7o o et ol R %2?%%—'{4-[3-<3-ﬂuoro-

phetlryl)y$ hmthr]nm)xamldl yl]}ﬂh&hdolo]f—ywh%ﬁzmc acid (100 mg, 0.28 mmol)

R 30 Tl aR < pRtT ek Yo bRl R G Veeegic to the
hﬁe CO’ﬂ‘lﬁOLFﬂCB(g@ n3g, MihiwhichExasblt@nddls an off-white solid. MS: m/e = 431.0
ﬁ%(éiEluoro-phenyl)-4-[1-(3-f|uoro-phenyl)-lkbinidazo
Ly ]I-S-nethyl-isoxazole 35 WD 2007/ 074078
PCT/ EP2006/ 069722 -64 As]ﬁ@ ¢ bed for Exanple 3,

S oTui e ﬁ“&ﬁn\% sl g etrahydro-pyran-

3-f 1 uor ophenyl bor oni ¢ aci4dyli-Bed Aadd©f
4-f | uorophenyl boronic acid, to the title conpound (13
ng, 129% which was obtained as an off-white solid.

P‘@des@ﬁ@ed:fo@ Bfardple Mtbﬂtétra}@dfé( (dah et- }laﬁme was converted, using 3- {4-[3-

1-(3-Ch - -1H | - (4-
h%hwj(o @%& r mgﬁ%ksam% 4'Y3iﬂ§é§@1.1bﬂﬁr FRAO @sém%r g 0.28
ﬂl‘rﬁdlb‘hrisfﬂa@@?@[ﬁr 45 Yﬁéthﬁ %ﬁéh\'yh 153 x4 bt ﬁlyﬁpfr@lﬂﬁﬁﬂyﬂ-ﬂ] %@nzom acid, to

i soxazol e was convert ed ng
giediif e&PH&%H%@%@énﬁ%mm PRSPl eg > an off-white sSlid. MS: m/e =

441 6 patenhenyl boronic acid, to the title conpound (5

ng, 4% which was obtained as an off-white solid. NS
me = 354.6 [ MrH +. Exanpli&ampie i

4-[3- {agsﬁgmrmﬁ@m Sl h ng&@%&brﬂ yYLihnidadot: lf)h}«lNrIS)yrRﬂn 3-

enyl) met hyl - i'soxazol e descri bed for Exanple
4- (1H i mi dazol - 4-yl ) - 5- yralyl-bgngamideuor ophenyl ) -
i soxazole (73 ng, 0.3 mmol) was converted, using

3- bronophenyl boroni ¢ acid i nstead of '
As flesgubeshies hyample ghe.dyading; 3-yleminewas qopgergaghpeing d- (18- (3-

ﬂEorogﬁ&yM@-&*&th‘%%o%’io?qu%aﬁﬁ 1211 8E Az (190 mt & 0.28

mmol) instead of 4-[4- (g meljclLyl 3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzoic acid, to
the title compound (16 mg, 12%) which was obtained as an off-white solid. MS: m/e =
453.9 [M+H]".

Example 114
3-(4-Fluoro-phenyl)-4-[1-(4-fluoro-phenyl)- 1H-imidazol-4-yl]-5-methyl-isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-(4-fluorophenyl)-
isoxazole (73 mg, 0.3 mmol) was converted, using 4-fluorophenylboronic acid instead of
4-fluorophenylboronic acid, to the title compound (10 mg, 10%) which was obtained as
an off-white solid. MS: m/e = 338.7[M+H]".
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Exanpl e 122 3- {4-
[ 3- (4- Fl uor o- phenyl ) - 5- et hyl -i soxazol - 4-yl ]

wo ponrdawas - 1-yl } - benzonitrile 25 As descri bedpdDEP2006/069722

Exanmpl e 3, ey

4- (1H i m dazol - 4-yl ) - 5- et hyl -@(4-“ uor ophenyl ) -
i soxazole (73 ng, 0.3 mol verted, using
3- cyanophenyl boroni c acid ]?‘Xﬁﬁﬁ)e%gggf

4- 4 Lo4-Bpdrenyphieoylon Heinaidazhl-4- ] -BHd-ftuot d-phemytp 6 uneth ylli8oxazole
ng, 13% which was obtained as an off-white solid.

M5: nfe = 345.6 [M+H] +. 30 Exanple 123

3s ( dedelibed ofpheiman)plS- et #y 1 H4Amidazol-4-yl)-5-methyl-3-(4-fluorophenyl)-
}]Sg%%gfzegpé Irnl'lgo %ngrtélgt/):v%ag g&?%elrrt)egl(u;sl-ir{ rggglgp’zrr(l)(l)ﬁhdéhyllbl)ro_nic acid instead of
4-fludkdphen dazminicacyd, te Sharetldhydm Beyndt fllSung ol3Fenyhich was obtained as

i soxazol e (.72, , +was converted, usin
3P ?¥1%6?%%@%3?%%ﬁ%%§%@§?@ﬁ?c aci d 35 instead ofg
4-f| uorophenyl boronic acid, to the title conpound (13
, 119 which was obtained a of f-white solid.
rT|\/g: rrie/o: 388.6 [ M+H] +. V\%?Xfﬁﬁ% %4078
PCT/4ER2008/1068622heny B 5 - eyl @ xdaA-43y1] -{itdazol- 1-yl }-benzonitrile
[ 3- (4-Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl ]
-imdazol -1-yl }-pyridine As descri bed for Exanple 3,
As ( bkkckiBedazq! -Bralple 53Med-nyH-idridAof-U yor spheig ! 3 ¢4-Buorophenyl)-
"%Pi’ )

ggga;(;glrzegb S Eéﬁ?’ grﬁn]% gaslm%)g}ltv)gré%f zllsi%g_rzl\—/ceyraggp ’engl?)lolr’]ognic acid instead of
I fQF SPRENBbRMIOIIE, 18 ¢hdlitld Borhpeurdd til3emEOBIOURKiCK s obtained as
ng, 1 9? mglch Mﬂ%ko i;gned as an off-white solid.
pEoffnyitesosd My m -Sclble 125

4-{4-[3-(4-Fl uoro-phenyl)-5-nmethyl-isoxazol-4-yl]-imd

azol -1-yl }-benzoic acid nethyl 10 ester As descri bed

for Exanple 1, 3, Example 117

4- (1K iy —pllubﬂ)'—}fhérfy?—ﬁ%{é@ﬂ%liigt)‘x%ﬁlu—ﬂ?—ﬁﬁm‘%gﬂi—M}—pyridine
I soxazol e (100 ng, 0.41 mmol’) was converted, using
4-fl uorobenzoic acid nethyl ester (1.54 g, 10.0 mmol)

i nstead of 4-fl uoroacet ophenone, to the title conmpound

(56 daggribededer viRiagPlgas. obt Hilrieddazel-&- v gimethdt ¥ gwfluorophenyl)-
ﬁ@kdz@}e (V& m B8 3 mndoly wils Edvivellted, vlip gExXgyiRdydotdficboronic acid instead
pERYror e baRBIfAL &2 s A CareesuesdiiS amg 1p%) which was obtained
ad i aféxblite 3olyd. MS: he'e za381¢M +20] "a)

4-{4-[ 3-(4-Fl uoro-phenyl)-5-nethyl-isoxazol-4-yll-imd

azol -1-yl I -benzoic acid As described for Exanple 71b,
4-{4-[3-(4-f|uoro-phenyl)]géﬂﬁﬁgyhilsoxazol-4-y|]-
3-(4-Fluoro-phenyl)-5-methyl-4-(1-m-tolyl- 1H-imidazol-4-yl)-isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-(4-fluorophenyl)-
isoxazole (73 mg, 0.3 mmol) was converted, using m-tolylboronic acid instead of 4-

fluorophenylboronic acid, to the title compound (17 mg, 17%) which was obtained as an
off-white solid. MS: m/e = 334.3 [M+H]".

Example 119
3-(4-Fluoro-phenyl)-4-[1-(3-fluoro-phenyl)- 1H-imidazol-4-yl]-5-methyl-isoxazole



10

15

20

25

30

35

i m dazol - 1-yl }-benzoic acid nethyl ester (70 ng, 0.2
mmol ) was converted to the title conpound (56 ng,

w@4edy/omoareh was obtai ned as a yell ow solid. MSP@T/8P2006/069722

363.1 [MtH +. 25 b) 1-yll- bea}anlde As descri bed for
Exanple 71c, cycl opentyl am ne was converted, using

esc ;? aéférﬁz%ﬂﬂpfél s (M dmiduzo |-y ethl 3 (4 fiyorophens):

aomio(e&@?) mg, 00. mmomws):ommtteéadsm gﬁ ﬂuorophenylboromc acid instead of

ﬂ g%lﬁgépgleggkgﬁ)ngga (ﬂ%‘%ﬂe t tﬁ%égﬁ)c grﬁ% %jng( L?d)a%ﬂlcﬁl é@g B‘J)tamed as
whpffiwhigsobdtMBrret -ad83&h[Mi-HIwhi t e soI id. I\/B me =

430.1 |[MH +. Exanple 127

3- (4- Fl uor o- phenyl)-5-nmethyl -4- |

1-(2-trifl uoronethyl-phenﬂ%@aﬂﬂélzﬁ dazol -4-yl] -

dZ%I??%bgk}\%)}p%%gg q ?fe}p (EE(‘}I’-:IF% u%%9 z) enyl)- —méafﬁyl isoxazole

4 (1FLin1dazoI 4-yl)-5- nethyl 3- (4 fl uor o- phenyl ) -

55 R RF R Db ol B E T Praret o AL 3phenyy

fboidzulér(o@ hengBhemnohivas achwrtel msiﬂges thlbf@he@ﬁmund aci9instead of

%{uomp en%lgl%%&:mz?:iﬂ* %tt%é)é%ﬁ}%ing g%Of f 45[%I thlch was obtained as an
3ff(white-sBlid | MSrrareph8syé )MLIH]T.M dazol - 4-yl ]
-3-(4-fluoro-phenyl)-5-net hyl -i soxazole As descri bed

for Exanple 3,

4- (1H i m dazol - 4- yI) 5 neuB&hqﬁe(ﬂlfluoro phenyl) 10

i soxazole (73 ng, was converted, us

3, &L b $-Baype mli‘éﬁxlll)ﬂ@r%démé& WlBrdrilggo-ghenyl)- 'S ethyl-isoxazole

4- fluorophenylboronlc acid, to the t|tIe conpound (16
ich was obtained as

ol i
ﬁgdeqqyl‘ged-fog ggamp{eméﬂ;ﬂ(],l{ 1@% -4 yi)zgrrlqghyl 3 (4 ﬂuorophenyl)
f!;o{galzofe?qﬁn{g b By e RIR BYA Vertblt i s gdﬁzﬂimépméhhb&o&ﬁc ddidBistead of

ro- phenyl ) -5-net hyl'-i soxazol e As described’ f
rhiegylboronic acid, to the title compound (14 mg, 12%) Wthh was obtained as

%Bﬁlwﬂlmseﬁaqhs%w:) 390 apyily]* 3- (f 1 uor o- phenyl ) - i soxaz

ole (72.9 ng, 0.3 mml) was converted, using
3, 5-di fl urophenyl boroni c acid instead of 4-

f1 uorophenyl boroni c acid, gt gh@lﬂtle conpound (14
13% whi ch was obtained a white solid.

nwg, 3 3438 gorR-phanl) +5-meh yExwrpiod-41dbimidazol- 1-yl}-benzonitrile
4-[1-(3,5-Di chl oro-phenyl)-1Hi m dazol -4-yl]-3-(4-fluo
ro- phenyl ) -5-net hyl -i soxazol e As described for
Exécqgtibedgfor Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-(4-fluorophenyl)-

fgoga]zs%: (23 ﬁ%p by ))wa§ OBe éh,’%&%%&lbbﬁ%%%lﬁc (i instead of

was ‘converte
3 fElodcp[diemyibgmmmvy:h(bm thei tgleaoingpound { £ gof3%) which was obtained as

an off-white solid. MS: m/e = 345.6 [M+H]".

Example 123
3-(4-Fluoro-phenyl)-5-methyl-4-[1-(3-trifluoromethyl-phenyl)- 1H-imidazol-4-yl]-

isoxazole

As described for Example 3, 4-(1H-imidazol-4-yl)-5-methyl-3-(4-fluorophenyl)-
isoxazole (72.9 mg, 0.3 mmol) was converted, using 3-trifluoromethylphenylboronic acid
instead of 4-fluorophenylboronic acid, to the title compound (13 mg, 11%) which was
obtained as an off-white solid. MS: m/e = 388.6 [M+H]".
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fl uor ophenyl boronic acid, to the title conmpound (16
ng, 14% which was obtained as an 25 off-white solid.

woBo7nte78= 389.3 [ MtH] +. Exanpl e 131 PCT/EP2006/069722

3- (4- Fl uoro- phenyl ) -5-net hyl -4:f 1- (4-net hyl - 3-ni tro-ph

enyl)-1H i m dazol -4-yl]- isoxazole As described for

Exanpl e 3,

4- (1H i m dazol - 4-yl)-5-net hyl - 3- phenyl -i soxazole (73

nmg, 30 0.3 mmmol) mas conﬁkmmmkll&ing

4- met ni-t r o- ar nlc aci te

1 tor OpRERUT P PRSRE S xSl WP RS D paridine
d%%ﬁoe&'\'h zl%%%ﬁgg_ t §’IEQ£_g'p]lqg nﬁ@afog%—(yll)\_@—rge?hﬁpj— Zgﬂuorophenyl)—

{sgxegp}ﬁ;y(]733ng,40$ \p@ecrwl[vyr.t(pds avsmgol- p;qr.i(%ﬂl}oronic acid instead of 4-

ﬂh@o%ﬁ&%’lbol‘oﬂllc}acﬁhﬁﬂlﬁls )tl’cl@tcbfi‘l%ogﬂ@ (1833 gVQO/g)Ox% 1R A9 Btained as an

decri bed for ,
@EﬂﬂUEﬁSQ%éﬂ§ﬁﬁﬁéné%%4Hﬂ§fﬂonverted u5|ng
5-et hyl -3-(4-fl uoro-
phenyl ) - 4- (1H i ni dazol e- 4-§1AlsBazol e (100 ng, 0. 39

ead
TPL b bR T pRen i Sy dsncasolr by e icdgnly kot e arig methy!
title conpound (63 ng, 43% ewhich was obtai ned as an
off-white solid. Ms: me = 362.1 [MH +. 5 Exanple 133
Bs Etshlyibecho(r Exfrhplerlo -3pM hlyﬂi)nidlazo[ 4-yl)-5-methyl-3-(4-fluorophenyl)-
}]Sg%iig Ze 1@(5 Har (9 %ﬁ %nh 01 g/ d%fv)art S gq?ffu%lréé"én\éloi]c acid methyl ester
(F54 gorO rtmucrl) fnlsta:aal oﬁéﬂhyfoabﬁnplmmenwae tlootitleerangehund (56 mg,

?@F%&g}l Sl ebiahon a1 2 igh yellow 9l M5 1wer= 3TI4FL ™ 100
ng, 0.39 nmol) instead of 4-

(1Hi m dazol -4-yl) - 3- phen:é ggﬁ Eéﬁle was converted to
the title conmpound (52 ng, ich was obtained as

an No{yelobér tgl-$ QU 8(4- Hﬁordlf)ben-ylﬂil&elhﬁﬁ&b‘ﬂhzbl—éllﬁ] ‘Exatmpblel -y}

134 5-Et hyl -3-(4-fluoro-phenyl)-4- [
1- (4-nitro- phenyl)-lFLin1d22%¥%%égl] -i soxazole As
decrlbed for if 1-fl uoro-4-nitro-benzene was

%Tno 8%\%’5 dt B B %ﬂé 15, ol [z*oﬁ4 ﬂw& %ﬁ%éf@at%ybls%agol 1I-
irnltihﬂ)ldeyl‘ﬁ}d)ammblc( 43d n@ethf&&‘k@er (Whingd) Olamnadd) atamednastedrno the title

g@&@l‘@l& B652%, '89%) MRich W& Gheatdh & e AERYE=585.1 (M) *.

[ 4- (5- Cycl opropyl - 3- phenyl -i soxazol -4-yl)-i m dazol -
| -yl'] -phenyl I-ethan one

b) N-Cyclopentyl-4-{4-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-vyl }-

benzamide
As described for Example 71c, cyclopentylamine was converted, using 4-{4-[3-(4-fluoro-
phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid (56 mg, 0.17 mmol) instead
of 4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid, to the title
compound (54 mg, 76%) which was obtained as an off-white solid. MS: m/e = 430.1
[M+H]".
Example 127
3-(4-Fluoro-phenyl)-5-methyl-4-[1-(2-trifluoromethyl-phenyl)- IH-imidazol-4-yl]-

isoxazole
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25 a) 5-Cycl opropyl - 3- phenyl -i soxazol e- 4- car boxylic
acid ethyl ester To a solution of

wokdwadroxy benzenecar boxi m doyl chl ori de (Tet r ah€DEP2006/069722

Letters, 2006, 47, 1457, 2006 500 ng, 3.21 mmol) and
cycl opropyl propynoi ¢ acid et hy? ester (Organic
Synt heses, 1988, 66, 173; 515 ng, 3.21 mmol) in
di et hyl ether (5 nL) was added dropwi se over a period
65 d@criberl far Eambplert 44 éitperidazot-d-yi)r 5-etdyylahnifdu¢o- Senyl)-

P35 T OS8R LR A B

wagad df 4iﬂlulenbplmenyib¢>1©mc—amd yo thettitlglcetipennd 61%vhY, H¥e) which was

r . ous. ( + extracted with
{%eg(a% yl? tVFlhl KZ’?M 'fﬁﬁen%g%%g\/l\fwﬁlj ‘organi c | ayers
vvere washed vvlth water (10 nL) and brine (10 niL).
Dryi ng over sodium sul fate_ and $ i fication by
chr omat ogr aphy (Si 2, hept é ﬁ{ﬁ acetate = 98:2 to
80[ R().4-afiflosrdegshenpB- tH -ithla3&- KGQII}QO(unﬂhc(ré%eﬂgl,) 55Q8thyBBoxazole
a colorless liquid. Ms: me = 258. 1] MtH| +
200d¢LrBeT 8fOE9C'EXEﬁ@E:063 0@9(APRimid6B 143l yl)-5- methyl 3-(4-fluoro-phenyl)-

gb@éﬁ ec(% R%V P '3?fn1%|85 s cbﬁ&e)ff%é,odls?ﬁ g%,&—%ﬁ&%%é%ﬂe%yﬁ%k&lér £id instead

5t %ﬂ@ptﬁpﬂ@@xlbomnmrw lto Kotitderesinepaudailb ong| 56 awdiigh was obtained
e ydr eatie Kol %S e = F5628MPRY), i n ethanol (4 nl) was
added aqueous sodi um hydroxide (1 N, 3.17 nm_, 3.17

mol ) and the m xture was stirred for 3 h at 80 C. The

et hanol was distilled off and the 5 residue diluted

with water (5 nL) and aci ffx@8pl§ 49 aqueous HC1(1N) to
szFll—(?) 9 'Tﬁﬂu(gl%sﬂﬂeh&ﬁglfﬁ HAREASL IR —tﬁddrt)%%ﬁyl?%fm@ﬂﬂgl—isoxazole

washed with water affording the title conpound

AU deR6%Rd at @(ai’i‘ﬁ]ﬂé 8, A0IH Gmid¥Bo1- Idyﬁ 5 d1-3L bl ot ph&])yl) isoxazole

EQE%C' oﬁé?pylo maaéoq‘%_rtkg,?gl(%@zg(j%g Q}ﬁgra(l)rpegr)l(%tl)ér%n% acid instead of 4-
ﬂu@r}()@h&@ﬂlﬁtﬂ&!hm&m{dh&ﬂ&b titls @¥mpoLied ¢r4ciapDIB) WhicRGad obtained as an

Rt METTR 53502 BIEHTRGTY . "X ot byt mor phol i ne

(2.85 L, 26 mml) and 4- nglttfé/{@m nopyri di ne (198

ng, 2 mol) in di chl or ometh 0 nm.) and DVF (10

M=) 1-(8aS Diddbdedphen yD- IE -inhivanol14-§13-3-(4-fluoro-phenyl)-5-methyl-isoxazole
di met hyl am nopropyl ) - 3-et hyl carbodi i m de (3.73 g, 19
Ardegcribed faddadpdnd, 4-hB1dmidagak4ybrdS-mexttyli3ephumsl-isoxazole (73 mg,
65' rn{rﬁgl)atwag o%ﬂ\leﬁg(?e %r 8 dS: &Eﬂ%r&)heﬁgﬁo%%?& W instead of 4-

pour ed i nt o)

ﬂst@rroahf@équpmﬁ agidhtp thaélélﬁép@pom(k%m& W) whicl v gbtained as an

bEn@it el evithern YWaghedviwifih a saturated sol ution of
sodi um hydrogen carbonate, brine and then dried over

sodi um sul phat e and evapor}ggagq)lé p31l eave a light yell ow

oi | Purificatjon by chronmato rap
heéﬁérféu%pmen&]éér%éyl 41[ét$40n% Byls%me;m Plaﬁ%)r Hddmpgnzol-4-yl]-
the title conpound (4.03 g,i&&¥%eWhi ch was obtai ned as

a colourles oil. M5 me = 273.0 [MH +. d)

As @osciped anr oM pids phemylimidasox 2301 5-Areyt y-3esHaRPRExazole (73 mg,
0.3 mmol) was converted, using 4-methyl-5-nitro-phenylboronic acid instead of 4-
fluorophenylboronic acid, to the title compound (14 mg, 12%) which was obtained as an
off-white solid. MS: m/e = 379.2[M+H]".

Example 132
1-(4-{4-[5-Ethyl-3-(4-fluoro-phenyl)-isoxazol-4-yl]-imidazol-1-yl }-phenyl)-ethanone
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To a solution of
5-cycl opropyl - 3- phenyl -i soxazol e- 4-car boxylic acid

woredoiozxap7sret hyl - 25 am de (4.00 g, 14.7 nmol) Per/EPER06/069722

(42 nmL) cooled to -78 C was added a sol ution of
nethylnagnesiun1bron1de (3 Min diethylether, 9.80 ni,

g&? dfcrm E%lr qrép H%I%gcé% e;gfeﬂo%e ?]?? &n%rted?ﬁan: 5- Eﬂ§1 3- ‘Naﬂuoro—

cooling was renov reacti

phényhiedt ( t-imidaznletp yh asaxeoie ¢ 1&peg, @twmobensteadsafﬁ (1H-

; ot et

SRk P BB el O ch i R TR biing (63 payio)
which vais lobtaatkdtas anaffawhipe tobid WISt mdan Bél‘rﬂ) éMa{HJ]r e and

then diluted with water and extracted wi th ethyl

acetate. The conbined organic |ayers were then washed
with brine and then dried]bwaqﬂshﬁﬁun1 sul phate and

%?ﬂgﬁ{h\%gﬁ(gt uo%‘éf E Qjﬂ(htt' ﬁuoroﬁ)ghvﬁd &(e%&ﬁ lfjslmgila/%ol 4-y1]-
228. 3 [ MtH] +. 35 e) 1soxazole

2- Brono- 1- (5- cycl opr opyl - 3- phenyl -i soxazol - 4-yl ) - et han

one To a solution of

As d&rﬂ)}td E(ﬁplrfopﬁheriﬁ)-éf;}héﬁmdrommyabaizeﬂe Wy ecetvhagynging 5-ethyl-3-

LRmaspepona [T hsasele CPEEON 0 s o gl Wt or &

mzmamamymrpmg%mﬁ&m con@9telito ﬂlertﬁle(dbnﬁ;{buﬂﬂ (52 mg,

e ot P SREEl Shssear i i o,

the reaction m xture was allomed to cool down to room
t enperature and poured int ter (50 nL). The
| ayers were separated and ﬁ%@ous | ayer extracted
Wi t B-Fdh@hd-of- ﬂﬂ@ﬂob[ﬁmﬁ yl)ThEl - mﬁﬁ@ﬂd:ﬁebntyr)gﬂmuﬁlda@w&t -§1]WedxRzole
5 then mashed with water and brine, dried over sodium
sul phate and evaporated. Purification by
g\g ﬂédz ?ﬁ%@ﬁ@ﬂgb‘gﬁ;ﬁ'ﬁoﬁn?l&tﬁlﬁ&@@ﬁe %@an@{Q&I @Elﬁ 5 IQS {Ofluoro-
af f ar e itle c oun

3-%&%1{ d@ﬂffﬂZﬂléo“ Ha-150¥agye &m% |mlaol> Wt‘?ﬁdé)f(‘éllﬁ
ﬁ@@am@o}m 8- I{H‘éhf/l it&kalzdle ra&¥&il vRAED m/ihelirﬂ(ekbhﬂ Erhf@l@m m$, 28%)
2Bhenyl-lsoxazo As descri bed for

5o obtinag as gp o8 pwii 0lid. Mivemyd = 3%%J<éiM+Iﬂ yl) -
et hanone (2.0 g, 7 nmmol) instead of
2- brono-1-(3-phenyl -i soxazol - 4-yl ) - et hanone was
converted to the title conp@uipte (35 7 g, 439 which was
obtained as a |light brown solid. 15 Ms: me = 252.1
[ M4 @) Cictditob g ph e 0RsapYLviBirBlagRy -y1]-phenyl-ethanone
i soxazol -4-yl)-imdazol-I-yll - phenyl I- eth an one
#s5-drslepidpetd 3fp<hén&>i§m§’akcﬂe Ufcarboxylic acid ethyl ester

?9%%8%‘3 ?éj ]ill% %y%%%gpg%ég%?mlélolﬁ chEIOIp gee&yetra e Eect)tle?s 2006,
47 (145%,120061320 hnd 3 21 JnBop laﬁm yydcblﬁsg;ﬁz;ﬁb@ynw@ao&pahgrds&d (Organic

g’?ﬂf Sﬁvebé% I t! gﬁlg\%}%g%ﬁi pl)ggéieal%f(?gt@\é\g(%crrlm%&added dropwise

B aPetiod 3@2 min at ambient temperature triethylamine (0.54 ml, 3.86 mmol) and

the reaction mixture was stirred for 3 d at this temperature. The resulting suspension was

diluted with tert-butylmethylether (5 mL) and water (10 mL). The aqueous Olayer was
extracted with tert-butylmethylether (10 mL) and the organic layers were washed with
water (10 mL) and brine (10 mL). Drying over sodium sulfate and purification by
chromatography (SiO,, heptane:ethyl acetate = 98:2 to 80:20) afforded the title
compound (414 mg, 50%) as a colorless liquid. MS: m/e = 258.1[M+H]".
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5- Cycl opropyl -4- [
1-(4-nitro-phenyl)-1Him dazol -4-yl]

WO Bophenys - i soxazol e 25 As described for Exanpber/EB3006/069722
5-cycl opropyl -4- (1Hi m dazol - ¢ 69” ) - 3- phenyl -i soxazol e

(75 ny, 0.3 mml) instead of

(ga'l -i soxazol e was

' 80% which was
dbradedn as Sayglepilopy- S-phemyl- 1308azolm#®aﬁ30371® aciq dvhidjester (408 mg,
%3@%81) %?Zth?%ol (L v pded aqueoys sodiun hydraide (| N 3,17 mL, 3.17

mme¢lh ambihe naixture was stlrred for 3 h at 80 °C. The ethanol was dlstllled off and the

%g{ﬂﬁ {dﬁé@éwlﬁé’\katgr @Wﬁﬂ%&néi R0 heaq%eSQ%ﬁ@i‘%(ﬁg)% ‘H dl The

(eZI)lLtlhlg hygbensigr benileared aff boc ml@dyﬂmh whttorffadingite @ﬂe gqmpound

. - 3- -butyri
b L M e S TR et one 101 ne

crude t|tIe conpound (18.76 9) mhlch was obtained as
‘ s 1- a%lllﬁg

R@Fﬁ&@@@ﬁ&c&ﬁ@[ﬁbﬁyl 3- fiﬁeﬂﬁ 1soxazole 4- carboxyhc a01d (3.72 g, 16 mmol),

%@‘5@; et Eis/g hc%&gla%ﬁg hﬁ%?{'!)clgirg&(eaéog?)e , 56 &ah gl?,)ﬁ%—lm&hff)l(ﬁ‘lorphohne

B2 $remh.oXy met diy nd4- pmyylammpamdm (49 mghdyhalginaci d

ter l,) onvert to .t
TRb o e S g e DYt T, MR RGP NES IR (88 |
dmﬁeth)jdammm@dom) aethygjatboﬂdihiimw%m ¢,d9 nivBol) Waeadded and the
ge%%}é%()% 1xt lstu:‘sre ﬁte rr%%n temé))f(:%aéc%lie gor 2 % The reacftlog rglécltude was
pbired llrde h&dmahkmem&mdr( 1O¥ ) and extracted with ethyl acetate. The combined

th | 4-
?rﬁamﬁqéa/e snxgerca}/hemzf Q ecr %/1‘[]&1 ﬁlssotxa%g({ sfﬂlut}o%gogtb?%n}rﬁxcﬁ% U carbonate,
bead ﬁ{ﬂ then @BieCota@rsodium suTﬂii&lter aaﬁiudvhp argteditx tedvea ligs yelldy oil.

tr red Rressure 10 th

B GG R By SR BBy 502 4RGSR 05 R 10 ¥S050) affordea

diettalervechpaana (4.0 19 1yel Wideh bvagobtmned' hea coloidesiloOM$Cin/e = 273.0
irectly used in the next step wthout further

Q@E' i‘cation. d) 2-Bronmp-1-(5-nmeth ox)nethyl- 3-

phenyl -i soxazol - 4-yl ) et hanone 15 To a sol ution of

I-|s.x zole 4_carboxyI|c aci d

Fé W08t her (350 L) was

Ed dedluﬁbﬁbﬁ B&Wlaplepglojs phergm- idoagtldrer ca(‘dbxihd\hcuﬂ.ﬁi@th ofldmethyl-

SidigR0 g5l 2 el MEphETHE AR 98 G bt Fdtusion o

hi}édfyﬁl’ﬁﬁg)f&mnﬁlﬁﬂodnﬂ@@wm (Hletliﬁ&haﬂ,)) S0/asL Qﬁﬂlinﬁll@@&ﬁopwme within 5
tlon sol i ced-

dr.o
BUSR B “Cohiroine B arm it aree gt B shoved to
%ﬁﬂ'ﬂpﬁo k@R terBG adePavealSth. TaBEedchion AGMEAUSathas f-vased to -78

extracted with ether nblne et | yti on was
ahBERFime seb@tediimap s SER O i Shadebt © S up t
?165@ tsb%ilﬁranﬁb avaper aiedd txmhax‘zaftaraadt é}@ra&ieﬂlvﬁtmnﬁquadte The

(?Iahllnad g%nﬂ:ﬁ@rs_l %E éh\,\%/s\ga%gt tﬁ,%ﬁ]ne gn(? then%led over so\(qllum

sulphate and evaporated to afford the title compound (3.2 g, 94%) which was obtained as
a light yellow solid. MS: m/e = 228.3 [M+H]".

e) 2-Bromo-1-(5-cyclopropvl-3-phenvl-isoxazol-4-yl)-ethanone

To a solution of 1-(5-cyclopropyl-3-phenyl-isoxazol-4-yl)-ethanone (3.34 g, 14.6 mmol)
in carbontetrachloride (9.7 mL) and AcOH (0.4 mL) at 48 °C was added a solution of
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25 e)
3- phenyl - 4- (1H i m dazol - 4-yl ) - 5- net hoxynet hyl -i soxazol

we2078olont i on of 2-Bronmp- 1- (5- neth oxymet hyPeT/BPhe/069722

enyl - isoxazol- 4- yl) eth an g@_e (12.8 g, 41 nmol)
in formam de (30 nL) was heated under nitrogen
t . .
131? E@I\Z\ggﬁ‘é (1)%5 gld‘%)l %%%Pn tgtﬁ%laﬁ dl?r(z% th ?&\;ek 9 J qun keeping the
sodierrnrediebar boKat dtef z@mtlm)hmsctmmmuﬁhas flborwasldo cool down

g): Ll%éh‘p%}n%e él'nhlt]?%{lf 1{1%@@1%@ Wﬂte Ig%[ﬁbr(n;s g@{ la}%gso\?/é}g V\?Paraﬁed and
thesiqo bt wilayed e)asacaedbmdwlnchlsmmcthaIMBThcrt@nban& Br@nic layers were
14

hwi ';@ats]%e({ '%llltli‘ &%5 a d hﬁnx? I?i?lgg oxdff‘;ﬂrgsgp}‘:ﬁ%1 §/1}1p1?%te %Ihde%Vf}Pgrated.

P&Ilﬂ@mlon by Clﬁxmmiaisgnap]tDﬁC&@Q hepiaaerpthgl ®etate: 100:0 to 80:20) afforded the
! I s | an.

ﬁtl@ g@ﬂf&@‘h’z&%g, gs&lgé/%lchd(y% o)ota§néae gﬁﬁfg\%ﬁﬁy éohd PSR (ED:

ﬁ@&@iﬁOb@{Mﬁu c acid instead of 4 V\D 2007/ 074078

PCT/ EP2006/ 069722 -71 fl uorophenyl boroni c aci d,

t hrough prepared HPLC to the title conpound (30.0 ny,

5134 yalbpropylvwi § 1 Ibbinad azeldd-gb - hnhafv-isekazode sol i d. M5 m e

= 332.0 [M+H] +. g) [ 3-Phenyl -441- phenyl -

| Him dazol -4-yl)-isoxazol -5-yl1 -nethanol To a

At descabedsfol ikaropledt, 2- bromo 1-(5-cyclopropyl-3-phenyl-isoxazol-4- yl)

Q:Thgm?lie %[O% 9“6” huPs)te %lero TRl h}llﬁ% pﬁ és%ljzzo 321 13 e&i‘anone was

'} - Hanone (

conwered tul tdlemlltﬂet:hmpeulﬁ(ﬂ(mg ARER) \ﬂdded/as shtainky abolign brown solid.

brom .33 nmol ) at dry ice-acetone bath
Mogo g?ér{pﬁ/gﬁéﬁre After conplete addition, the
resultlng m xture was stirred at -78 Cfor 15 mn,

lAs denthbdfdaitoe Exﬂ'rhpledlf gﬁacryclz)pquﬁm (V]/HSlrlSldﬁmﬂdt-ﬁ)iS ;medyltmazole (75

Bk DA R LB S G S G gt Effgrted o the
dt‘ld: ecn:lnpm&rd (®d ahh &) 158 Gl wgliehit \easadbdaleemnmrmﬂeﬁ gum. MS: m/e = 370.0
@%Lcati on by preparative HPLC afforded the title
und (98 ng, 70% which was obtained as an
off-white solid. Ms: me £3hkplO1JeMrH +. 15 Exanpl e
138 {3-Phenyl -4- |
1- (4-5tCydidpropoire| hyd-njpie plydnyd )L HH iintidtaa bi-y4- 3tbhenyl-isoxazole
-i soxazol - 5-yl } - net hanol
a) 5- Met ho&) Lnet hyl - 3- phenyl -4-[1-(4-trifluoromethyl -ph

n}ﬂ:sg( (}_ﬁ @?{%%51%'13?5—¥§|/c}0pri05ﬁ2&9 ¢ lcﬂ—?m%f%zé§4—9ﬁ%gﬁﬂ£1§fﬂisoxazole (75
ﬁ}gphélmythok}-ilﬁsléd’di qﬁ4€{dﬂaimidagdl)4—ﬁ} franétbylydrphanyl-isoxascde ahs
(ior%\%:r]te(z fo't rr%’tlf: ]g?mgoﬁmé) t 9 Iflg s80 nv\v/helcr:ﬁ \?vg% ob %Inre]o psa yellow solid. MS:

uor o- tr| rone benzene
/¢ 4-37BUgMVoHhENY | ) - ethanone, to the title conpound
(125 ng, 63% which was obhtai ned an off-white
solid. Ms: me = 400. 1] M+ Xl 157
13- Pheny{B-Pheh 1-4-4t-phiériyil-u bl omid b by 4- yih &0 yd 2ot-bH j-niethanol -
4-yl | -isoxazol -5-YlI-

a) 5-Methoxymethyl-3-phenyl-isoxazole-4-carboxylic acid methyl ester

As described for Example 36c¢, (E)- and/or (Z)-N-hydroxy-benzenecarboximidoyl
chloride (14.04 g, 90 mmol) was converted, using 4-methoxy-3-oxo-butyric acid methyl
ester instead of acteylacetone to the crude title compound (18.76 g) which was obtained

as an off-white solid and used directly in the next step without further purification.
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25 net hanol As described for Exanple 137g,
5- met hoxynet hyl - 3- phenyl -4-[ 1-(4-trifl uoronet hyl -

w@b@ipr407d- H- i m dazol -4-yl] isoxazol e (200 ng, POT/BP2006/069722

mmol ) was converted to the titlhe conpound (146 ny,
81% which was obtained as an off-white solid. MS: nie
= 386. 3[M+rH +. 30 Exanple 139 4- [4- (5-H

ydr oxynet hyl - 3-phen yl -i soxazol -4-yl) -im dazol -

b} §iMleth remyatimylt 3 phen yl-sp xakolef dcarboxylic acid

e TR AP Al

Brefhdaspr-(48.7 2H6 mintd y whs ehnyerfedstortet hdxgarepdydd (188X @z 01% over

I LY
e B b T AN S
PCT/ EP2006/ 069722 - 72 fl uor ophenyl ) - et hanone,

@hﬁl\l e M e ifs PRk al ned as

A—s[lspe(lﬁoh-lof 5- methoxymethyl 3. phenyl 1soxazole 4- carboxyhc acid (10.0 g, 43.0

m%‘? Yb@g %{%Qg g az%}gﬁtﬁﬁ a g@%gorzﬁl "[lhe¥esu1t1n g mlxture was

dor(cdntidted 31‘1@&1&6&1%5 pmtdrem/mﬁtrhyhe X e tofpyldd (19.16 g, 100%)

i m dazol phe an was.

sB iSRS abitsdna ehtYUoR R 7 fffoﬁnﬁﬁuctsf@@ TRfiheied in the
m&s@ptvathr@edﬁﬁ&leapuﬁﬁéamhl te solid. M5: me =

343. 4] MtH] +. Exanpl e 140 1-(4- {4-

[ 3- (4- Fl uor o- phenyl ) - 5- hydr oxynet hyl -i soxazol - 4-yl ]

dj MiBieme! {15 wethdxh@ely)-3-phon @t ibaesiel-yll@hansilei 1 r ed

fg%gﬁtg Bign %{fg@égwﬁ’ﬂ](f‘pﬁén@ 1Ok D0R™Y cdrboryl alid chloride (11.16
b m4damel)-id dyy ¢theh@sy i) 6t an@siedif 28t hahe sOluibn AAethkr (011 N, 100
dry dichl oronmethane (4 nlL) was added sl owly boron

L) Bt taq-Qath(@@oline fempegntarendipg jeagiongyis stigigd aﬁ%re% b akatPatth
Q@ﬁ’edu@ 901u¥1§ﬂ9?ﬁ§ﬂr951%m1@5&1@ r(>@@'5§p% ef(@ RPHAd B8 a&cﬂﬁ .dropwise to
resulting mxture was stirred 78 C for 15 mn,
Hedeactigr splyfionat that&r?@%l%wnmeraév@d/%ﬁer cmrnk:te ﬁd(ﬂlaon the
B%‘ﬁmctlf}@p%%eﬁﬁﬁtédoﬁn@@le affhebus Bh@serv@a@gkﬂr%d’\@§h ether. The
qguenched wi th saturated sodi um bi carbonate (30 nL).

qerebingd gker tolytigrevaseashedyith avaed and heine isicd @yeignagnesium

ﬁﬁzﬁe X\@@e\%i%fa@&it t%CiLfﬁ%& !E&itfé'%b%@ﬁ&& PEES ¢ @6 which was obtained
| acetate. . The conbi ned ani c_extracts were

Rl bgrae. %%Imém—silpf@hﬁﬂé’ Mifd]'evapor at ed.
Pur| fication by preparative HPLC afforded the title

conpound (35 ng, 20 15% which was obtai ned as an
o 3-phgnvi-d-(d Bl-inpiidangd-4- yh-5-maethggymeth Kisgxazole Exanpl e 141

{A?S?flﬁloﬁlo'f'grﬁ}oﬂlt&ef‘% )meﬁlo r;/methyl 3-phenyl 1soxazol 4- y%)ethanone (12.8 g, 41

rifluorometh 1H1 m dazol - 4-
mins@x aziokmbsmyde (30 mL) was heated under nitrogen atmosphere at 170 °C for 3 h.

After the reaction mixture was cooled to room temperature, saturated sodium
bicarbonate (200 mL) was added. The formed precipate was filtered, washed with ether,
and dried to afford the title compound (7.27 g, 70%) which was obtained as a brown
solid. MS: m/e = 255.9 [M+H]".

f) 1-(4-{4-[3-phenvl-5-methoxymethyvl-isoxazol-4-yl]-imidazol- 1-vl }-phenvl)-ethanone

As described for Example 3, 3-phenyl-4-(1H-imidazol-4-yl)-5-methoxymethyl-isoxazole

(38.2mg, 0.15 mmol) was converted, using phenylboronic acid instead of 4-
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met hanol 25 As described for Exanple 140,
3-(4-fluoro-phenyl)-5-net hoxynet hyl -4-[1-(4

wo eoo7onoronet hyl - phenyl ) - 1H i m dazol - 4-yl ] - i SORE®BPB®06/069722

(417 ng, 1.13 nmmol ), instead o 1;- (4- {4-
[ 3-(4-fluoro-phenyl)-5-nmeth oxynet hyl -i soxazol -4-yl]

PRl A P EDOTE P BTN 0 e

§b%b ohichovasdbtaid avhe off-WDig: Bl MAS] m/e 303EREMHEE 142

4- {4-
ri B -phleylyIF -irfideeolih b isaxhgdl-5- W eetiodnod - y | |
gb ?Eﬂgﬁ&’ Lordidh Jhbf PF?—?X—'%%—%W—%%Q&OX%ethyl— isoxazol-4-yl]-imidazol-1-

uor o-
nﬁybﬂnas@lﬁa(zlév exg0ddmpog lin dryatictdorpedtlydneddngy) wi®added

@&%%@é%@%ﬁ% 00 8872400 378 ASASRELIARE: L%

tmqmeatemaAﬁemampiayladdﬂmbnruhd ees@lthgImigrurd Q/asmﬂtrlre)d a8 °C for 15
conver.t

but y
GO wara R ultyfo SalR pp It dn et Berihby Fo 3 3Rus THE tiition was
(lﬂéhcﬁecgwlth EdUgatedhiodiundicatiainaten®hle aanicllayghtvayebhawd, and the

équ(egu's:P]E%F gaﬁﬁgwgeg w1g1 %ﬁgometgan«g and ethylacetate. The combined
oxgnietsbltioh sx dried evet-<odithosypHate @i dapsractdsRurifxacoh oy

Exanpl.e : : :
Er-““?ﬁr?af%%‘}gﬁﬂﬁf@ﬁ%d)th%Flﬂ%f%&% M JG%A i was obtained as an
efrviatiwybiie. M6id/ees g [MsHar. (13.8 g, 52. 3mmmol ) was
converted to the title conpound (12.1 g, 92% which

was obtained as a light yellow solid. M5 me = 252.0
[MH +. 10 c) 3-(4-Fl uor cephgiy138 - 5- et h

OQSPB%H&Y%;EII )t(rg l?%gm%ggﬁl@%oxyl I )-l%’gldg@i—ﬂl—y?] 1sg)?az-(l)-?5—6§lfl}—methanol

oxynet hyl - i soxazol e- 4- carboxyllc acid (2.51 g, 10.0
) in thmon Ihchlorlde (4. O nL) was added t WO, drdps

gbmggbc for 3 h. Ater coollng to roon115 tenpaerture
the m xture was concentrated under reduced pressure to

AE fiecHbéd®r E&Mﬂﬁle 1F |3t]!i)11§én‘§pm@ @Hflﬂu&a?zoy 4%61) 3 08K o Wi 8y 1- isoxazole

was obtaj ned as a qui d and used

&ﬁQﬂéClpg%}) $4mmpd) Wéﬁgorgvpgﬁd Msmg&uﬂuqraﬁ—'ﬁg}uoromethyl benzene instead

QfJI (4 ﬂﬁ@idpﬁ@nylﬂ):thanone to the tltle compound (125 mg, 63%) which was
- Brono- | - uor o- pheny (?) - et hoxyms%

Pbtélny?ﬂ Redh aﬁm‘%étezehdrd\@ 8 uﬂ

(bHNéJfH] hyl -i soxazo

I-|so§azole 4- carb?x
) 1 99% R )

v 4 OA1AC . AY
ﬁi@t@rhbple (50 rTL) vvas added di azomst hane

As described for Example 137g, 5-methoxymethyl-3-phenyl-4-[ 1-(4-trifluoromethyl-
phenyl)-1-H-imidazol-4-yl] isoxazole (200 mg, 0.5 mmol) was converted to the title
compound (146 mg, 81%) which was obtained as an off-white solid. MS: m/e =
386.3[M+H]".

Example 139
4-[4-(5-Hydroxymethyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-benzonitrile

a)4-[4-(5-Methoxymethvl-3-phenvl-isoxazol-4-vl)-imidazol- 1-vl] benzonitrile

As described for Example 1f, 3-phenyl-4-(1H-imidazol-4-yl)-5-methoxymethyl-isoxazole

(128 mg, 0.50 mmol) was converted, using 4-fluorobenzonitrile instead of 1-(4-
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solution in ether (0.1 N, 100 nL) at ice-bath cooling
tenperature. The reaction was stirred for 1.5 h at at

wO207and7@al | onwed to stand overnight in a freezeeT/aP2006/069722

V. An aqueous sol ution of hydrepromc acid (>40 w %
70 nL) was added dropwi se to the reaction 25 sol ution

i ces hat f :
Bl F R fRGRL DRSPS AP LR fotaine asan
pifrwloteSohd .avi8: miven331.0dded]t o warm up to room
tenperature and stlrred for 1. 5 h. The orgalmlc Iayer

t h et her The corrbl ned et her solutl o vvas ten
Wadérstibed foln Example 13Ag 1bid: el 3- phrangldS - nsilee xyseth yhisoxazol-4-yl] -

| tie r j :
o P R PR 150 D3 b D3R ERE b by e it
Whpwwd (140, 33/6) wich wasIP&UGIIZB AN I Whik] solid. BIS: m/e =
§4§ o- phenyl ) -4-(1H i m dazol - 4-yl ) - 5- met hoxynet h

yl-i soxa ol e Asol ution

of 2- brono-1| -[ 3- (4-fl uor o- pé;s[%l &y met hoxymet hyl -i soxa

zol -4-yl ] ethanone (3.7 Q) orrram de (20 nL) was

he&t-&8[ Bl ond- Phﬂg&é)’iS-éﬂlydDE(phEﬂ‘afl -adoxd0-46y1-onidasolhl-yl}-phenyl)-
35 After the reaction mxturﬁ vas, cooled to room
tenperature, saturated sodi umIbl carbonate (40 nL) was

L

Hmkiyioldcﬁt} @henyl)acthanicmee(a% mngabd.bdonumolhen dnytdudﬂm«mmﬂwmﬂ (4 mL)

gwsls e qeg s*,(])w (%\lée rtrlg'rto[np g P%EﬁmLeé 3 mrﬁglj ?\%I?}f_ﬁo%e??n)e%ath cooling

ﬂen(;ﬂara]tére[ Aftérﬁledﬁhpl%@d@ﬂﬂleﬂyﬂh): r&ultBilgmixture was stirred at -78°C for 15
oxynmet h){l -1 soxazaol -4-y| | -imdazol-1- 5
ﬁg}ﬂ) 2Thi9R Sp a1R, arlhd)ghgn, glayfed to warm up to room temperature for 20

Brif 4rHe! erSHHéh %@ gﬁéachéd (Vlthl‘shﬂﬁ‘rg@cf- Q didhm WidarBorZR! BOXYIEThe

yl -i soxazol e nmol

QreeRicgh Wébfﬁ:é ﬁr;arﬁad e‘%‘ht&lﬁ @ﬁeeO(uz Phasggyas gxtsacigfovith dighlpromethane

PR @8 §ladRte C Q{h@‘éaﬁ%ﬁleﬁ%zgan@exu%ctg WEDhkn 'dﬁe@%er(sf}dlm sulphate
a

was stirred After coomgto room

pichpepatade Putifieation dyiprenwgativs HRLo#aded piitegompegnd (35 mg,
@9%51\%%%% %Bgalri]& a%tah ro'ffe\ghlfté:’sroh@ﬁ\/ﬂ@ fﬂ/e -T @?8 QTWI-HH ate

was collected by filtration, washed wat er ,
hexane, and dri ed to afford the t|t| e corrpound (330
ng, 799 which was obt ai ned as light brown solid. M
me = 392. 5[ MtH| +. Exanpl &xpaple
§1 Fl'ﬁbfk?ﬁﬁelﬂhﬁﬁlﬂh %ﬁﬁ%ﬂa%\ﬂz}ﬁ ]p‘ﬂ)éﬁ 1§1h1m(1&a£oﬁ 1AL ABo1-5-y1}-

yl - phe -1H1 m dazol - i 'soxazol
descrl bed for Exanpl e 142f ,methanol

é4 fl uor o- phen 1H- i i dazol - 4-yl) - 5-
he W@mb@ﬁebhwams%ﬂé -{lears-phynyl- Somethokymeghsl-4-[1-(4-

t I e ;
?%&%ZS%%PII Qﬁ‘éﬁg ; uor o zgl;1 f/’ %] 15(5 agﬁggﬂ%%yl %qgﬁﬁ)ﬁ‘) instead of 1
thivp bttt flrorof Bxm yhef)- H@Vl%xymhﬂwhlsm@owt}é] heidazed- 1ky1bhhenyl)
¥tﬁlc11|18¥¥, %é &gwell\@l torﬁlg titte é&ﬁpé&d\‘# dj]66 mg, 95%) which was obtained as

yellow solid. MS: m/e = 403.9 [M+H]".

Example 142
1-(4-{4-[3-(4-Fluoro-phenyl)-5-methoxymethyl-isoxazol-4-yl]-imidazol-1-yl }-phenyl)-

ethanone

a) 3-(4-Huoro-phenyl)-5-methoxymethyl-isoxazole-4-carboxylic acid methyl ester
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Exanpl e 144
4- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-1-phenyl - 1H i m daz

wob@7a7wmas boxylic acid nethyl ester 25 a) PCT/EP2006/069722

4- (5- Met hyl - 3- phenyl -i soxazol - %yl )-1H i m dazol e- 2- car
boxylic acid methyl ester To a solution of

(S One PR PR e @ g TR Roor oo
bﬂ&em@)irhmsnldduletﬂameéﬁ (@, 20 minolawab qoneertaels wistnigrigmethoxy-3-
%&Bﬂgﬁg a(?nlh sy eBer 3R Bﬁwgﬁa%h'féhgto thEe't ﬁ]b%@a@%{}f?d (138 g,

evapor uri
¢4 pwhichgraa phtain(e8i 02 ligheylaweokd .y : m@ei%ﬂﬁao EM180°.0 to
50:50) afforded a conmpound (3.79 g) which was
obtained as a yellow foam To a m xture of ammoni um
b2 &b arg-phen vigS-rhé&homphgth yinsexaweit e cafoxylig acid

A5 ST SedR Toh PLEUO Ry SRR B
narbb;)ylm acﬂcﬁtbyilesuer (18.44.00. 3mn)ol) amgicdnyettéd ® the sitle tomgound

gﬂlzxnf é‘,@gg")‘a@é}@w %‘i’%ﬁgd i) elt#ﬁ élPow{ 28%331:% gk%ﬁhgﬁ 3.

Fesul en stirre
for 1.5 h and then marned up to room tenperature over

<§’)03 M By o1 %htrer?vfill;s n%l vnlmfﬂh\ﬁ_lspx% le;i;c,aaXt rﬁ‘&é&fd%ﬁde

Iyl alcl ad 4UT7ro reol/ <UUVUD/ UDJIT

13 5 segprehsioe df B){(@-dllmooo phcygzit)SS wmtleaoytyhethyl\;mlxezﬂ)lmmchrb@xyhc acid
%G}Q%d {nﬁ)e)m | 1on C(l)l\lc;Oélrde ]%rxgule ﬁe(f @502(2 %%g St DMF, and the

ﬁagamﬁg ad¢edor mlktaaalﬁamawﬁanm °Cstot B d, AtlBl:l Ebddlgg to room
reci pitate forned._ and vva r enoved tg%rlqthecrude

extractio

R BRI Mo BIXERAMS BYICeN AT HBISUTER A PEF U ¢

dilssahp&chd (2. 724, hmd)%ac\m@t\aas oBtdied d@\ﬁ&fghﬁﬁ&ﬂlbwmqﬁid aladed
nd 5 evaporated to le Vﬁ \M&He solid. Purification

gvefélw%%%r %{f;wﬂ%) Aeptrdifasi®t-hyl acetate =

100 0 to 80: 20) afforded the title conpound (2.67 g,

l;;a,zpl—g(—svllemanone

1r6 Iﬁ%ﬂmltloﬂ- lof Bmtdmz)@cb ?h@nﬂ)aﬁbﬁéth{b e@l@yldsdiaidw U-cadtfdxylic acid

GIpSUs1Eh P 1091 B 1 T ENRAM R (50 7 s adge] dazpmethane

S e dtﬁerqglldxl nmeb ) a@iiieﬁfat}{ a&@mgwemlskr%rmls Yeaction was
i nstead of (1H—| m dazol - 4-yl) -

prEraslfior 350nemy 0 - aas allowed WU@W@F%@ a frspaggat 0 °C. An aqueous
Riieax thﬁ)a (Lﬂ?@frﬁ’@é&d aciodvtoB 67OI}HL) \Qas7a1idedTHRJ|pr1éeQ§ 1ﬂ?\fﬁt‘éactlon

of 4- f boronic dcid, to the titfe conpound
fdusomgy, lceﬂz@xg ) W@memﬁy eobftaicaapleis additipi. tthe koyliigg mixture

¥ AR e dophaN i aen SERES iR o g oomermprraies nd
ytirzquhfony 15). TRel arzaiae bly@-wiscerabgxysland tacagheet hytlasewherxtracted

with ether. The combined ether solution was then washed with water and brine, dried

over sodium sulphate and evaporated to afford the crude title compound (3.8 g) which
was obtained as a light yellow liquid. MS: m/e = 328.0/330.4 [M+H]".

€) 3-(4-Fluoro-phenyl)-4-(1H-imidazol-4-yl)-5-methoxymethvl-isoxazole

A solution of 2-bromo-1-[3-(4-fluoro-phenyl)-5-methoxymethyl-isoxazol-4-yl]ethanone
(3.7 ) in formamide (20 mL) was heated under nitrogen atmosphere at 150 °C for 16 h.
After the reaction mixture was cooled to room temperature, saturated sodium

bicarbonate (40 mL) was added. The formed precipitate was filtered, washed with water,
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20 To a solution of
5- net hyl - 3- phenyl -4-[1-(4-trifl uoronethyl -phenyl)-1Hi

woaanolosst-yl 1 - i soxazole (950 ng, 2.6 mol) i PCTEER200&0:9722

rTL) at -78 C was added BulLi (1 Min hexane, 2.4 ni,
mml) and the resulting mX ure allowed to warm up

%ﬁd et}é?%cg a?éé Etli((i) F%lg% g} nzg{oq‘ﬂ ?l}éﬁ?é’]cornﬁho%%g r%ﬂg?%%lﬂ %5% steps d and e)

a/huthdwawbtaurmd asedight yetigwrsphid.uM8: rafel=o&B[Mo+MEr m up to
- 25 Cover 3 h and then warnmed up to 0O C whereupon
vvater vvas added. The reaction m xture was t hen

& As e %Cthen mashedimnfh aAsaturated »solutlonAof
gen carbonate, brine and then dried over

I f
ARPSHI 358 KBTSy @Pfen B R P ARG e WO FRAS BBy fsopagole 273
8@, 80:120p]) af-{bfldedd phhieyl}-pthheomoi?pd ored 1. 62820 hgandig9gssium
éﬁiés%t%&qgéé%%lﬁﬁinw&ﬁ'n){ﬁlv%a% stilfrgc?gg 12'88(1 fg.! f6 1. After
doqli2-gBe neyrh eonyprzbtiye, (He ehiatiyg soliimwaaroiredingd §ol8 watsy ind
{ti&%d' fBP &5 }(Aiﬁ ! 'ﬁl%)ﬁ‘éaf)i?ate %/gs &ﬁlegtgé %?y Iﬁﬂ?a%o%%vas’f_‘i)ég r\‘;J?tlhewater, hexane,
dnq di@hﬂmz&jﬂoukshmtth}cbnmlduhﬁwzrug,-w%bl Whish wet dlythingd as light brown
X I @ mg, 0.29 mmol) instead of
%1‘?"5}()[5 P“Zg %‘?95 shervil-i soxazol - 4-yl) WO 2007/ 074078
PCT/ EP2006/ 069722 -76 1H i m dazol e-2-carboxylic acid
met hyl ester was convertegito thF title conpound (8.8
ng, 7% which was obtai ned™as Py c ourl ess gum NMNS:
BH(e- F%ldkﬂ%)lﬁnﬂfll)ﬁﬁkﬁlttho@(mmhlyh4 14—14 Brifluoromethyl-phenyl)-1H-imidazol-4-
[4 (5- Met hyl - 3- phenyl -i sox i/{:l )-1-(4-nitro-phenyl
-1H i mi dazol - 2- yl ] - met hank ISOWO sol uti on of

A

metHoRMnedQ1-isbxazate (B4€maa3.0atidel] wak coretted aaaet I-fluaor 4

dtrifl id
bityorpactafBR Bl it ol T Brocan e 0 <r B8P ES Py b ckppound
t620The Smies twhieh wassotitkieed pdighegeliont olid. MSah iy -ateRl4[M+H]",
sol ution of sodi um hydrogen carbonate and stirred for

30 mn. The resulting precipitate was then filtered
off, washed with water ancEdahgie thdied to afford the

SHEE AL M W LR R

[ 2-Chl oronet hyl - | -(4-nitro-phepyl)-1H i m dazol -4-yl]

-5-net hyl - 3- phenyl -i soxazole To a sol ution of

[4-(5-methyl - 3-phenyl -isoxazol-4-yl)-1-(4-nitro

aPheswioh v B-bhdhyd 8 d zol- Z‘VY)| |HNBLNBBRL2-CH80 KBic agldjfﬁethvl ester
at C was added triethylamn

o) 10 DOV (5 i) 20
{92 sglution of ¢4 %ﬁ%%cetahoﬁ W@fh&/éﬁeﬁ%lwlbﬁqwomcemﬁ&émally available)
(36 g D1 0leamB1) 4R DD ) 4@Rd) Wagadded water (0.4 mL) and the resultin g mixture

stirred at room temperature overnight and then the mixture evaporated. Purification by

chromatography (SiO,, heptane:ethyl acetate = 100:0 to 50:50) afforded a compound
(3.79 g) which was obtained as a yellow foam. To a mixture of ammonium acetate (3.77
g, 16 mmol) in a water (4 mL) acetonitrile (40 mL ) mixture at 0 °C was added 2-
hydroxy-2-methoxyacetic acid methyl ester (7.77 g, 65 mmol) in acetonitrile (100 mL)
and to this resulting mixture was then added the yellow foam (3.77 g) over 2 min. The
resulting mixture was then stirred at 0 °C for 1.5 h and then warmed up to room

temperature over 30 min. The reaction mixture was then extracted with ethyl acetate. The
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resulting mxture allowed to warmup to room
tenperature over 3 h and then stirred for a

waenisegwent 2 h. The m xture was then poured OPCDEP2006/069722
saturated sol ution of sodium hydrogen carbonate and
extracted wth DCM The conbi ned organic | ayers were

AU RRLAR S BRI SR RERRN gy pcrosn
erbomte brint@0d thenglr8d:oxe) soginoseletiate hied evapbmtabivgeayn dfl orange
$T01:?116d @g&ég#jﬁcmb“%&reé@gaﬁ% fbtél%lfg gﬁjd Xis ?en)[oesleh %Wﬁﬁt?aqmn fB@OWCd by
daghin Meithylated-apéh erepl disssbrd rotthdl-agethte] difett oviet salipheniphpte and

f\% ?Jéa%(fjt%zlgz{vg ?f}ﬁ%r Qﬁz# %%2%‘ ggc%oo CL??[? t%%% %&1&?@00 heptane:ethyl

aqeheee v )oomueso:aoaj aﬁ@dded thetit]e-quetfoandl(2.65@, 78fy) ®higl3 was obtained
d manganese(lV) oxide (46

M!V%mls&l : I)s(%ﬁ‘gi_t&ﬁ%iesu ing mxture stirred at

room tenperature for 5 h. The m xture was then

{) 11— . V1= 3<phe 0X4d7 -1-p 1-1mi ?lg]ox lic acid methyl

U C UuuU U EoC V U Uc Z] U.

ast@] ) vvas added and the mxture sti rred over ni ght and

AOSRARR! AFE AhhUCH Sl IRIORARSE 5 - (A BBetc

E’eﬁfﬁﬁéﬁﬂﬁzﬁﬁﬂkﬁ)ﬁﬁ}ﬂ%ﬂer ¢ 100 nng, Xt4dmemet)iin stexd dfdr (151-hmiddhd-4-yl)-5-
ﬁw‘lj %g)ga\%%l%iﬁa% g(()r]nev%ggr Iel{sm%g{fl%}lﬂ%) enyﬂ)doromc amg (86 mg, 0.71
nimncuiimns&gd aphylubﬁimnyleMMMetmme taleeebatpeu;;d 106:10g,t18%)

BRicBas LB nulficblid SaS R RS d ity TD. 3300

[ MEH +. 5 Exan'pl e 150 4- [2- Met hoxyrret hyl -
| -(4-nitro-phenyl)-1Him zoI1 4}’5'
-5-net hyl - 3- phenyl - i soxa @I'% a solution of

4-4-25-dekton Gnpdnyl-tsbxdz4t- m'yu)n D(4 trifluoromethyl-phenyl)-1H-imidazole-2-
- phenyl) - 1Hi m dazol - 5-nmet hyl -3 10

phenyl -i soxazol e (50 ﬁ‘b‘% %ylffsa‘:’rijrﬁﬁ 3le?tﬁr met hanol (1 ni)

was added a solution of sodium nethoxide (5.4 Min

3.5, 0 dth resuliing mxture .
iltglarsi’]é‘&"%tof% a%%h%l&%ﬂ‘) ‘a% 63[3 P’@)r‘i‘%e ﬁr%gleﬂifﬁtlﬁ inigazol-4-yll-
Ishﬁ{io{éqgﬁ@ﬁilg@f) ;ﬁr’lbrﬂ@ll) &f TRFd 50 ﬁﬁlg actged \wstah?ﬁd Blyﬂal (1. 6dM in

cetate cO or ga C ayers wer en rie
vepe, SQO%WEYT? 9 éf‘ ﬂ%ﬂ%s U%H’rl’é%foaﬂol‘yﬁg 19 VAL P8R0 py~ “C over
g@mﬂaﬁ@gfea@ewoél&az 78We:p1r1aaeetﬁy1iwloraf@ehateq4¢4 g 4.9&ifol) was
SOag%affordedthefltle conp ound(zi\s/5 ?
edrngdlde EHIEN & B LS Yloped [t Wwarme gpite C oypie3 b alg ghep

{NMhL[&d“u @@"(vaﬁerkﬁﬂoﬁwat{eﬂw&é zi'dli)ébl MEtethetion mixture was then extracted

%4 ni t r o- phen 1H-i m dazol - 4-yl ]
?,qetage %%mcop@ GIEd LB RAIC layers were then washed with a saturated

solution of sodium hydrogen carbonate, brine and then dried over sodium sulphate and

evaporated. Purification by chromatography (SiO,, heptane:ethyl acetate = 100:0 to
80:20) afforded the title compound (232 mg, 18%) which was obtained as an off-white
foam. MS: m/e = 442.5 [M+H]".

Example 146
4-(2-Benzyloxymethyl-1-phenyl-1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole
As described for Example 144b, 4-(2-benzyloxymethyl- 1H-imidazol-4-yl)-5-methyl-3-
phenyl-isoxazole (100 mg, 0.29 mmol) instead of 4-(5-methyl-3-phenyl-isoxazol-4-yl)-
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20 As described for Exanple 150,
4-[ 2-chl oronethyl -1-(4-nitro -phenyl)

WO ddviomodazol - 4-yl ] - 5- et hyl - 3- phenyl - i soxazoPer/EB06/069722

ng, 0.13 nmol), using sodium _eIKI)n_oxi de in ethanol
i nstead of sodi um nmet hoxi de i n net hanol, was converted

' Lt 0 : ' ,
-Gl RRRR PR Ty e ML FD METROMARREKN (5.
1%27%) which was obtained as a colourless gum. MS: m/e = 422.3 [M+H]".
[ 4- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-1-(4-nitro-phenyl
)-1Hi m dazol - 2-yl nethyl] -(3-
nor phol i n-4-yl - propyl ) - anilren@le 7% a sol ution of
4[‘)4{1§n]§lﬂh%i§&ﬁltr%rq%121§%§agil@H)r 1%(_4ﬁ%itui%-/]?heé1yl)-1H-imidazol-2-y1]-methanol
phenyl -i soxazole (50 ng, 0.13 mmol) in DVF (2 ) was
AR B SRS PRSP 5 metn
Fiphenyldsdxaeaile (R0Atm .43 rhmol)Zn MCMI(1 @ mIo @aol P@gvat addedom

t . i X1 . { ed . t
IR EEH e Fa R R iyt B8 R B0 R b e B Bhn e
B5ultiay eristunesterddvégorossie tordiit. Thbmik@rawas that pouddnto a
%&ﬁ%%@%&éﬁﬁQQﬁVqE%o%ﬁ%m{%%% %g ty%et%?%% st?r\fg(P R %b %1d1'n. The resulting
piteciplitateorms tthan@taret snedshed LD watey\eh @ B8/ Died@d 8fford the title
PCT/ EP2006/ 06 - 78 t 0:2 ff.orded t it +
RO PG ) 1 Wi R DA YRR U Sm{st ot [M+HI".
gum Ms: me = 503.4 [ M+H] +. Exanpl e 153 5- Met hyl - 4-

[ 2- (4- et hyl - benzyl oxynethyl )-1-(4-nitro-phenyl)-1Him

i dazol -4-yl] -3- 5 phenyl fg@b@ieszfge A sol ution

0f[4-(Jhdoroil et yoretdhiyikrol pHehy )i TH-0m phagstyd-yH Bemiethiytla 2blen fi=iyoxazole

[]-5-nmethyl-3- phenyl-isoxazole (50 ng, 0.13 nmmol) in

DMF (0.5 nL) was added to a suspension on NaH (55%in

gb |a,so%til5rt1) 59 [4—?5-%:&tﬂglrmL%he1n91-i%zép4§1)gll.}f-ﬁﬁf& fhéﬂyﬁng-imidazoL
- et en cohol. : : mml ) .in .

%ryﬁ?mﬁ%fn%@%ggr@@amﬁﬁ@&@?a Rt 1 a6 Sede gyiamine

R B P oL Bt R B R0 QPP SRR e

orsglang omikayealbwedrte wahmipvie hedmviemberbrure eveardch avat hen stirred for

SO IED, o3 RIS AN YSBATA) o

bhypdrd genecarb @ O dt axti8@e@ O)thdPEll dbel cerhbined bt @nedaypouwele then
100 Coh . | ‘

i B S NS, Bt TS,

héptink:dhylacagateen 100:0 to 80:20) afforded the title compound (37 mg, 70%) which

AL SRR By el MESLPIESh bty dazol - 4-y1]

Example 149
4-(5-Methyl-3-phenyl-isoxazol-4-yl)-1-(4-nitro-phenyl)- IH-imidazole-2-carbaldehyde

To a solution of [4-(5-methyl-3-phenyl-isoxazol-4-yl)- 1-(4-nitro-phenyl)- IH-imidazol-
2-yl]-methanol (50 mg, 0.13 mmol) in DCM (3 mL) was added manganese(IV) oxide (46
mg, 0.5 mmol) and the resulting mixture stirred at room temperature for 5 h. The
mixture was then filtered over dicalite and washed with DCM. Then another aliquot of
manganese(1V) oxide (46 mg, 0.5 mmol) was added and the mixture stirred overnight

and then another aliquot of manganese(IV) oxide (120 mg, 1.3 mmol) was added and the
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phenyl -i soxazol e 20 As described for Exanple 153,
4-[ 2-chl oronethyl -1-(4-nitro -phenyl)

WO ddviomodazol - 4-yl ] - 5- et hyl - 3- phenyl - i soxazoPer/EB06/069722

ng, 0.13 mmol ), using 4-fluorobgnzyl al cohol instead
of 4-nethyl benzyl al cohol, was converted to the title

%E%HP{%?re&ffér 5;94@%@{;@?% ;3%2 .tﬂ%?ﬂﬁfg%t n(g\%eg 8%@%% Ef:i‘d ¥alddWith DCM

ukd ¢vhp@tied Porifieation by chromato graphy (S10,, heptane ethyl acetate = 100:0 to

§%b@§ﬁ§?§éﬁ%l tlﬁ %lanLtn{(P X %8/])'%51 %} talé ? Ll a yellow gum.

I SOX zole escr
Mangt e 3]253 [MH-I[I]Z chl or onet hyI 1-(4-nitro -phenyl )
-1H i m dazol - 4-yl] 5- msthy¢ éﬁ plyl -isoxazol e (100
ng, 0.25 mmol), using 4-ch S enzyl al cohol instead
of 4{Madibhenalyl- Bl4ohol-phagd)- Bdrimetdzedd-iy- T-hetltyl-BHghenyl-
conmpound (28 ng, 22% whi ch Jas obtai ned as a |ight
yellow solid. M5 me = 501S¥FRIEH +. 35 WO
2007/ 074078 PCT/ EP2006/ 069722 -79 Exan'pl e 156 4-

2- (4- Br onp- hen . ..
EOrORYHRE Ay Fhtedo e ShigP P sRe W gimigreok gy S-methyl-3
pEeHyEisbyizoBa-(SD hen Yl 13insaxb 40 h&thaﬁaopcsl epend hkdd heoslution of
npl e 153, 4-[2-chl oronet hyl - %4-nitro - phenyl)
soriqlmrﬂl@h%ﬂe Q@JM ingVig@HR ¢$-5 3phd a1 ¢ly and ths resudtigomixture

re@at%é%rﬁrfgjnﬁera éggerﬁ (%Ff q‘ﬂ@%&@fé w@é gH?bufeﬁ%?@Q/ﬁter and

4 met al co was converte
OoMtsdE ey mgRtates The simh bihehakean stivareate Hsnairics ghver sodium

15%1&2%‘41?(9@ gor Cﬁ Pﬁql caﬁo§ %? cRforato girai)}w'@i(ﬁz, h%lgtagé(@tﬁpll detate =
30ty BELHppsded lae mlq sC0m peNdy(RY TS5 ehichwas-optdined as a yellow

eIy y]/= 3- lp{+soxazol e As described for
@g@%}ﬂ{%wghﬁgﬂ%ﬁ oromet hyl -1-(4-nitro -phenyl)
-1H i m dazol -4-yl] 15 5-net hyl - 3- phenyl -i soxazol e (100

mg, 0.25 nmol), using 3-chi &(%ﬁ)k? al cohol and Ki
(8.4 ng, 0.05 mmmol) instea 4- rreth yl benzyl al cohol

V%B?—Etdmvmttédl—ﬂ<§4mhte01piht1h3é) 1Hanpdm@él(y‘IBSﬂngBthﬁEB}@henyl—isoxazole
whi ch was obtained as a light yellow solid. Ms: me =
501.4 [MtH +. 20 Exanple 158 4- [2-(3-Fl uoro-ben

Ay Hescyibat foy Exartiple4 56, 4- Fbeld bveomydth yl -k 4-mtidaglodny) - Ml Jimidazol-4-yl]-
5—%%§lhy%bﬁ§rfyl—isoxazole (50 mg, 0.13 mmol), using sodium ethoxide in ethanol
instead of sodium methoxide in methanol, was converted to the title compound (47 mg,

92%) which was obtained as a yellow solid. MS: m/e = 405.5 [M+H]".

Example 152
[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-1-(4-nitro-phenyl)- 1H-imidazol-2-ylmethyl]-(3-
morpholin-4-yl-propyl)-amine

To a solution of 4-[2-chloromethyl- 1-(4-nitro-phenyl)- IH-imidazol-4-yl]-5-methyl-3-
phenyl-isoxazole (50 mg, 0.13 mmol) in DMF (2 mL) was added 4-(3-
aminopropyl)morpholine (36.5 mg, 0.25 mmol) and KI (4.2 mg, 0.03 mmol) and the
resulting mixture heated at 80 °C for 2 h. After cooling to room temperature, the mixture
was then poured onto water and extracted with ethyl acetate. The combined organic
layers were then wshed with brine and water and then dried over sodium sulphate and

evaporated. Purification by chromatography (SiO,, dichloromethane:methanol = 100:0
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phenyl -i soxazol e As described for Exanple 157,
4-[ 2-chl oronethyl -1-(4-nitro -phenyl)

w0 ddviomodazol - 4-yl ] 25 5-net hyl - 3- phenyl - i soxaeolt/gr102@059722

ng, 0.25 mmol ), using 3-fluorohkenzyl al cohol instead
of 3-chl orobenzyl al cohol, was converted to the title

Oﬁfwggfof g tﬁr‘%/éﬂé%rﬁepmf@% ‘&F %Hdéxe\gaﬁ%;‘f)ta%leléiga%ga/eﬂow gum.
MS[ /¢ 3-308 Sridi-HEh .
é?L?FYg?tB%LLyﬂ-fgoggggﬁqu§§%%%§%$Thghd?églEiaﬁL%eS i
L ey ) 1
ng, 0.25 nmol), yu3|ng 3- BF%H%BS rié(alcohol i nstead 35
of 3-chl orobenzyl al cohol, was converted to the title

SOTRBUR 64 e300, U8 o SPLR 0. 2 8B s

BOENF1-B644r 68 (B(Yﬁi geze @6 OB 97 PMF (BHmEY & hédeliad adu spension on

_ (2. Fl

NG T 053 . 91 3irbmaD dm BOF 0.4 palp spainipe 4gthyibenzy!

alBelmiI( 115/5 frig- 0pReny b iirs DXZ (1. 2m L akiks thbasaitine ixftore stirred at room

4-1 2-ch 4-nit | )

B ao 0 PO PSR o SRR 4G DR B d i tny

ﬁ]@tat@ 1%5 cﬂﬂighﬂed dﬂg&r{kgla?erﬁ veerthbe wahdd x?ﬂgbn{m@é %ﬂ#@%t@l?ﬁld then
or.onen a ver (0] e |

4t LR G A R e A e U R T ST

hqithrml\ttﬁy‘laﬁetatb’sz 100:@ to-3313%. aﬁfo[rd\ﬂﬂH]le fifle Eorapplirl 165 ke, 19%)

% f&swgfbﬁé%13 phgﬁ%% Isogﬁé Tﬁ% é&&1&ﬁﬁg'ﬂg° phenyl

descri bed for Exanple 157,

4-[ 2-chl oronet hyl -1-(4-nit qhﬁg

-1H i m dazol -4-yl]- 5-met nyl -i soxazol e (100

g, [2Q425u 6050banz 1@§yrﬁeth§r)(1h5zdﬁ@9@y€mnwlDmyﬁﬁdiﬂzalezt yl]-5-methyl-3-
i nstead of 3-ch¥orobenzy| al coho was converted to

the title conpound (75 n@,‘B@@&“ﬂ fch was obtained as

a |light yeIIOM/foanl M5: nfe = 468.5 [ MtH 20 Exanpl e

162 2- Met hy

padessriped fm? IEX@nblﬁéﬁ% 4| Sefdasometylyl-§4-nitgosphgnyh oL htvaidpgol-4-yl]-
borddth {1m- Eﬁéﬂh—isé;(a%hé@b%bq@trﬂ&%i) adVg Udhd¥Rokhzyl alcohol instead

descrlbe
af 4-peghyl MWpL pap gonyerte@ta thE diglg cympound (22 mg, 36%) which was

oltnlelad82Qlowedth IMS: m/e = 485.5 [M+H]".

Example 155
4-[2-(4-Chloro-benzyloxymethyl)-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-5-methyl-3-

phenyl-isoxazole

As described for Example 153, 4-[2-chloromethyl-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-
5-methyl-3-phenyl-isoxazole (100 mg, 0.25 mmol), using 4-chlorobenzyl alcohol instead

of 4-methylbenzyl alcohol, was converted to the title compound (28 mg, 22%) which was
obtained as a light yellow solid. MS: m/e = 501.3 [M+H]".



10

15

20

25

30

35

25 5-net hyl - 3- phenyl -i soxazol e (100 ng, 0.25 nmol),
usi ng 6-net hyl - 2- pyri di nenet hanol i nstead of

wa2ahloabenzyl al cohol, was converted to the PECT/ER2006/069722

conmpound (72 ng, 53% which Mﬁi_obtained as a |ight
yellow foam Ms: nle = 482.5 [ MtH Exanple 163 30
3-[4-(5-Met hyl - 3-phenyl -i yl)-1-(4-nitro-phen

yl)-1H i m dazol - 2- ylnethg%éﬁﬁﬁ%l -pyridine As
ddder(HrdnfoebenEymnphnethyH71 - (4 nitro- phenyl) IH-imidazol-4-yl]-5-methyl-3-
4-[2-chl oronet hyl - 1- (4-ni V1 P (X

-1H i m dazol -4-yl ] - 5- met’ ff 3 Xﬁenyl-lsoxazole (100

ng, 0.25 nmol ), using 3- (hydroxynEthyI)pyrldlne 35

t ea al cohol S.. conver to.

AR BEERbrElox EiBnR St e SersSgt i ol B OBV G Sl ifdggor-4-v-
&-rhéth¥it 3-pedn ydiwosadoied. 1 00/Big, 0268 nEmdBSisthg MbirfhrhobdM@yl alcohol instead
2007/ 074078 P 2006/ 0697 -81 Exanpl e, 164 5- :

EQ‘P (Ige?lp@lgwyl_ag_%ﬁg i C‘?@SQ%‘%% tb&%ﬁf@@%@% gthr%g’plr?g‘iﬂ?wh“h was
pbthided ah dEgind yeRow yblide M8 xy/eet 31813} 547.3 [M+H]".
-2-trifluoronethyl-pyridine 5 As described for Exanple
157, 4-[2-chloronethyl-1-(4-nitro -phenyl)
-1Hi m dazol - 4-yl ] - 5-neth&@nﬁﬂ@hﬁnyl-isoxazole (100

.0 mol ), using 6-(trjf]uoroneth y
TR b Sy Mg bbbz TRl c ShAT S ST S-methy-3-
converted to the title corppuishxbZcde M, 53% which

was obtained as a light yellowsolid. M5 me = 536.5
[ MkH +. 10 Exanpl e 165 4-

Md&s@nﬁ/&i foy Exé’mpiaqeylzr Lﬁ@d‘l@?o%et 1Yi1-4- Atk p byl OrHP @I 01-4-y1] -
1H i m dazol - yl met oxynet yI'l _-pyridine As
czthylb%ahcfncy} lﬁgﬁﬂﬂ doq 25 mmobol), using 3-chlorobenzyl alcohol and KI

68 4 2rechlb® hﬁﬁ@l‘} Iﬂié'te‘a& 064 rﬁ‘éthﬁ@eﬁz@hﬁéﬁﬂol was converted to the title
1H i'm dazol - l-3-p é@-lsoxazo e (100

ﬁ@np@l@sﬂm )60)5%7%1 wa%mﬁvawé% yolloys solf dS: m/e = 501.4
[Npﬁﬁaﬂ of 3-chl orobenzyl al cohol, was converted to
he title conpound (43 ny, 3696 mhich was obt ai ned as
a light brown solid. Ms: nfe 468.1 [ MtH +. 20 WO
2007/ 074078 PCT/EPZOOG/OGQ;%ggﬂelﬁg Claims 1

Aryl -i soxazol yl-lnldazole erivatives of formula I:
Ré-[R: (@ Fluoro-benzyloxymethyl)-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-5- methy1—3—

phenyl-isoxazole

As described for Example 157, 4-[2-chloromethyl-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-
5-methyl-3-phenyl-isoxazole (100 mg, 0.25 mmol), using 3-fluorobenzyl alcohol instead
of 3-chlorobenzyl alcohol, was converted to the title compound (70 mg, 57%) which was
obtained as a light yellow solid. MS: m/e = 485.5 [M+H]".

Example 159
4-[2-(3-Bromo-benzyloxymethyl)- 1-(4-nitro-phenyl)-1H-imidazol-4-yl]-5-methyl-3-

phenyl-isoxazole

As described for Example 157, 4-[2-chloromethyl-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-
5-methyl-3-phenyl-isoxazole (100 mg, 0.25 mmol), using 3-bromobenzyl alcohol instead

of 3-chlorobenzyl alcohol, was converted to the title compound (84 mg, 61%) which was
obtained as a light yellow gum. MS: m/e = 545.3/547.3 [M+H]".
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R R4 RN 3 ~NRs R6 wherein 5 R to R3 are each
i ndependent |y hydrogen or hal ogen; R4 is hydrogen,

wo owen7alkyl , cycl oal kyl, -(CH2)n-O | ower al kyPCDEP2006/069722

| ower al kyl substitut ed by hygiroxy; 10 RS is

-(CH2) maryl or -(CH2) m heteroaryl which are
optionally substituted by one or nore substituents
selected fromthe group consisting of hal ogen, cyano,
nitro, lower alkyl, |owerExahipdxiqo | oner

a'é(k%(%%fé‘oybqn@ xymec@ébyldzf%ﬂ%s ﬁﬁei%@dlﬁ’)fm%z&% On-5-methyl-3-

-NH-C(O) -O | ower al kyl opheny(idxabtt R , wherein 15 R

is | ower alkynyl or |ower alkyl substituted by

hal ogen, or is -(CH2)n-cycl oal kyl,

Af ei2)ibedfer Exaaylel 197, 4- EX—&HBI)d’l’hd’ﬂl@jﬂelr (Iaﬁiﬁio pllienyl) 1H-imidazol-4-yl]-

5 &%Q%-”dé@%{%’h‘i%%%ohoaﬁ% gqgég Sériltg s1n£ E i/ﬂuorobegzﬁ alcgel(lsol instead
of- a)l&dhmgﬁ abhyl wad @oeertal toyhe t20canpatrd (5 eth, BY%) which was

Ofiy e Bl e Poarby b nET YN S 20 by ha ogen

or lower alkyl, or is -(CH2)n-O CH2-heteroaryl,
optionally subst ituted by aI og I ovver aI kyl or
| ower al kyl substituted ‘?)gfél

- ( CH2)pr-N-MeEHZ By HRay BIs6RY61-3lyD)-1- ?zﬁnnrd ph&,yl)llfiﬁﬁﬁdazﬂ] 2-
isOorl; ois 1, 2 or 3; as well as pharmaceutically

accept abl e aci d addi tiBRheRYPEhyHapEKine 30 wo
2007/ 074078 PCT/ EP2006/ 069722 -83 2. A conpound of
formula | of claim.1, are each

Phdeseherbicr ﬁgiamplerléaéq[%?hlﬂr&%%ﬂ i (‘ﬁﬂltliosplkﬁﬂd})o%ﬁm&aml 4-yl]-
kon@nylad-Kiényl-isoxazole (100 mg, 0.25 mmol), using 2-(hydroxymethyl)pyridine

instead of 3-chlorobenzyl alcohol, was converted to the title compound (75 mg, 56%)
which was obtained as a light yellow foam. MS: m/e = 468.5 [M+H]".

Example 162
2-Methyl-6-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-1-(4-nitro-phenyl)-1H-imidazol-2-
ylmethoxymethyl]-pyridine

As described for Example 157, 4-[2-chloromethyl-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-
5-methyl-3-phenyl-isoxazole (100 mg, 0.25 mmol), using 6-methyl-2-pyridinemethanol
instead of 3-chlorobenzyl alcohol, was converted to the title compound (72 mg, 53%)
which was obtained as a light yellow foam. MS: m/e = 482.5 [M+H]".

Example 163
3-[4-(5-Methyl-3-phenyl-isoxazol-4-yl)-1-(4-nitro-phenyl)- 1H-imidazol-2-
ylmethoxymethyl]-pyridine

As described for Example 157, 4-[2-chloromethyl-1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-
5-methyl-3-phenyl-isoxazole (100 mg, 0.25 mmol), using 3-(hydroxymethyl)pyridine
instead of 3-chlorobenzyl alcohol, was converted to the title compound (89 mg, 75%)
which was obtained as a light yellow solid. MS: m/e = 468.0 [M+H]".
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RS is -(CH2)maryl or -(CH2)m5 or 6 nenbered
heteroaryl optionally substituted by 5 one or nore

whadoogem;ys cyano, nitro, |ower alkyl, |ower al KBGRYEP2006/069722

| ower al kyl sul fanyl, |ower alkyl substituted by

hal ogen, -(CO -Iower alkyl, -(CO-0O1ower alkyl,
-NH(CO -O1lower alkyl; R6 is hydrogen, cycl oal kyl,
aryl or lower alkyl optionally substituted by | ower

al koxy- aryl; 10 n1isOorI Emunnkﬂ64 as pharnaceutically

accepf d|t

aryl-fgpLazoﬁ“i3 ql Omu agr @g ﬁV@ %ﬁ% idpzpl-2-
according to cbhnﬂhdxwmhhw¢anmﬂ85nnﬁahQK}ﬁmhnaryI or
-(CH2) m heteroaryl which is unsubstituted. 15 4. The

aryl -i soxazol -4-yl -i m dazol e derivatives of fornula I

as dexcdbafor Exmhp]emsz 4- ihelletometh Yiely (4an eros ghangt) elH fimadazol-4-yl] -

S hatHot PAgRE STt B0 mheegp rmeb rsine Gy mPaY Ry cine 3

ﬁieEhanoEl-nst[edd of Belnvtdbeh zyd ajoblesiyad vaxazwal to4hg/lifle compound (72 mg,

-pyridin 20.. +

ST Rl R 1 Eeu 306 Msyrie s OB 1| -
pyridine, 2- [4- (5-nethyl-3-phenyl-isoxazol-4-yl)
-imdazol- I-yl] -pyrimdi
4-(1- benzyl-lik%n1ggzol %%5QE?}ﬁﬁhyl 3- phenyl -i soxaz
ol e, 4-P(%¥retyl3- pl(eﬂyf isbb@[z@l' mlygny 4 nltro henyl)-1H-imidazol-2-
-5-net hyl -i soxazol - -imd 5 pyri m di ne,
2- {4- [ 3- (3-fl uor&lﬁﬁfélﬁwljlet 5’ i soxazol - 4-yl |
-inidazol 1-yl}- pyrin1d|ne 25

2-{4-[ (f4 fl uoro- phen
s dxsqybed fo Tmplﬁ]léZIfbb 9h191[%1n%]9/¥111r7{‘b¥1ﬁ@ phepyl)¢ 1H-ipidgzol-4-yl]-
§4ndihQ @Fﬂaﬁf'ﬂ)@o)(azo@' ('T@O'fﬁg 025 @xA80) ushrey b (hydroxymethyl)pyridine

-imdaz

instead pedre Orwwyhahaa%h was gﬂn)vcléscd(w the HHe CPRBANAY (13- Mpt36%)
Rlchi vwR¥BZM R as aZivh{ Browh Btid (MsAn@ £ keI pyvirkegny! )

- 5- nethyl-lsoxazol 4-yl] -imdazol-1-yl}-pyrimdine,

2- [2-nmethyl-4- (5-nethyl-3-phenyl -isoxazol -4-yl)

-imdazol- |-yl] -pyrimdine, 30
2-[ 2-benzyl oxynet hyl - 4- (5- et hyl - 3- phenyl -i soxazol - 4-y
l')-imdazol -I-yl]-pyrimdine,

4- (1- benzyl - 2- benzyl oxynet hyl -1 Hi m dazol -4-yl)-5-neth
yl - 3- phenyl -i soxazole, 4- {4- [ 3- (4-fluoro-phenyl)
-5-net hyl -i soxazol -4-yl] -imdazol-1-yl}-pyridine, 3-
{4- [ 3- (4-fluoro-phenyl) -5-nethyl-isoxazol-4-yl]

-i mdazol - 1-yl }- pyri di ne,

[ 3- phenyl - 4- (1- phenyl - | Hi m dazol - 4-yl)-isoxazol - 5-yl ]
- met hanol , 35

4- (5- et hyl - 3- phenyl -i soxazol -4-yl)-1-phenyl -1 Hi m daz
ol e- 2-carboxylic acid nethyl WO 2007/074078

PCT/ EP2006/ 069722 - 84 ester or
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4- (2- benzyl oxynet hyl - 1- phenyl - 1H-i m dazol -4-yl ) -5-neth
yl - 3- phenyl -i soxazole. 5. The

wa@eororeexazol - 4-yl -i m dazol e derivatives of fpeTEPB0S/069722

according to claim1, wherein (5 is -(CH)maryl or

-(CH2) m heteroaryl which is su stltuted by one or nore

hal ogen. 5 6. The aryl -isox A-yl-imdazol e

derivatives of fornula I g@%@%ﬂg to claimb5, wherein

they, argeRbechedy ;ﬁﬁf@am@g%mpesm hpg of: 4- [

1-(4-1l udr o- phenyl’) - 1H-1 m dazol - 4-yl

-5- et hyl - 3- phenyl-lsoxaque _G-[1-

4 4-y|

-5 met hyl - 3 phenyl - irg
4-[1-(3-chl oro-phenyl) -4-yl]15-nmethyl -3-ph
enyl -i soxazole, 4-[I-, g4 enyl )

-1H i m dazol - 4-yl ] B el yl - 3N phenyl -i soxazol e,

4-[1- (3-brono-phenyl) -1H-|md>a'ZBII\R4 yl]

-5-met hyl - 3- phenyl -i soxazol e, R%4-[1 -

(3, 4-difluoro-phenyl)-1Him dazol -4-yl]

ggagﬁghyl 3- phenyl -i soxazole, 4-[I-
4-

5-di fl uoro-phenyl)-1Him dazol -4-yl ]
toidt dvg Pach-ipdrpaydentiydwdrager or hglogen;
[l1-(3-chloro-4-fluoro-phenyl)-1Him dazol -4-yl]-5-ne
t hyl - 3- phenyl -i soxazole, 4-[1I-
K’_J, 4isdiydiel ggm dgwﬁeq}llwl )c.yqlpialkyﬁ dé@Hb)n@-ij\ifer alkyl or lower alkyl
ng% ¥3x soxazole, 4-[I-
, 4 Ior henyl) - 1Hi nm dazol - 4-y|]
-5 net hyl - 3- phenyl-lsoxazole 4-11 -
flg ];re;'lﬁﬁf]]q )§ aﬁlﬁeér%&)ng g)?f;éz%l%oam%%?g%ﬁo%amr Lubstituted by one or
( 4- f mgog @Lbb@tmzlyﬂs yeladted frpaietho krofipydopsisting of halogen, cyano, nitro,

£ (LS T R MALEDGETIER qprgod sbisgd by foeen

eny| -CHxbmek e],kyl 4C(D)- Ot Rwor divpl; PHldr(y(Q)-O-lower alkyl or

-1H i ezl p4s . - 5-met hyl - 3- phenyl -i soxazol e, 3-
(4- f %@%ﬁif.éﬁﬂh%ﬁy)ﬁkﬁ% [

1- ( 4Rfis lroven-afMyeylydr Jlovidd-allkyl sldsoiutedt iy Ralogen, or is —(CH>),-cycloalkyl,
E 2 glri‘ l)‘bh&%yﬁ%?a&l&ﬁcr#%%%%ﬁe{%{x} lo]r —(CHz),-aryl, optionally substituted
- 3- (dy hdlogmo- phenyl ) - 5- et hyl - i soxazole, 3-
(4-fl uoro-phenyl)-4-[
1- (3-fluoro-phenyl)-1H i m dazol - 4-yl ]
RS- nisthiygttogeis,0 CAQDH e-(C2H) ,-O- lower alkyl, -C(O)O-lower alkyl, lower alkyl
| SRS IO A s a8l by B 11 uoro-p
(3- bF(ﬁfﬁz)pmeﬁﬂz)a{ﬂl-bptmndﬁy mibstdt—uyéd] by halogen or lower alkyl, or is
i g EL 4@1##8("())?% SH gﬁer:]))e}r?]l hr}/acig %ﬁu_qé(? 5)3? halo Zcg'e_n[, \swer alkyl or lower
- 3- (dkﬂmubﬁmuwhbyyhbgﬁ}methyl |soxazole, 4-11 -

(3, 5- Iu dazol -4-yl]

- 3- (4&?%hb§%96§ﬂ§§%¥kﬁoﬁ%3@; i soxazole or 30

4-[1- (3, 5-dichl oro-phenyl)-1Hi m dazol -4-yl]-3-(4-fluo

I O- phgp %%-g%nethyl- i soxazole. 35 WD 2007/074078

BT/ EF2b0 050722 -85 7. The

ar yl isilsexXazol - 4-yl -i m dazol e derivatives of formula I

accorqngﬁ %o claiml, wherein R5 is -(CH2)maryl or
eteroaryl which is substituted by one or nore

ﬁ:sl\acflbas pharmaceutically acceptable acid addition salts thereof.
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8. The aryl-isoxazol -4-yl-im dazol e derivatives of
formula | according to claim7, wherein 5 they are

waeedgotsds f rom t he group consi sting of: 4- [4-PCT/EP2006/069722

(5- et hyl - 3- phenyl -i soxazol - 4- g@) -im dazol -1-yl]
-benzonitrile, 3- [4-

QSA%BE%{H} | ?@?ﬁﬁ%@a&?@é%?"*&r&h) -im dazol -1-yl]

-benzo enzyl oxynet hyl - 4-

5 = 3 <] =4 -i.m dazol - 1-yl
? ;feotr]ligf)a{r%lé{%3 %ﬁﬁllgw%{ied ﬁl%?‘zogen ?g%’ll))%egr’ o- phenyl) /]
- met hydroges o dowdr-atkyil | - i m dazol - 1-yl }-benzonitrile,

O 3 - (4-fl.u h -5- - . )
RSoxo gy B o3 b i rempLopgionay syoyituted by
( 5- hyek @xlyneath@q geg,.cp'hlemyllitm,s],@v(g‘zaﬂnd,zlmyﬁ)alkoxy, lower alkylsulfanyl,
-im - - NS Q-FPNeR
ary) PEOITI I PRI GO IoR L POy g o
accofMilr§@eOcbakmlkyl; wherein R5 is -(CH2) maryl or

RN B 5 SR P e o

formulyh | according to claim9, wherein they are

el efjttoeoq ffromthe group consisting of 5-nethyl-4-
Fil-( -nitro-phenyl)- |IHimdazol -4-yl]
agwglhasmplarm s eadly @ccepBibleactd adolitgonptanttieyedd- net hyl - 4-
[1-(4-nitro-phenyl)- I Himdazol-4-yll -isoxazole, 20
3-(3-fluoro-phenyl)-5-nethyl -4-[1-(4-nitro-phenyl)-1H

%?Fg?é?’ L‘%E‘%ﬂ%ﬁi}%{?@%@? rt}iglii\:a}li_ve‘s of‘ formula I according to claim 1, wherein
R1isACHRr rybtrert () Peterhagd »d¥ichvis ypjubsiigiésdaz ol e,
3-(4-fluoro-phenyl)-5-nmethyl-4- [1-(4-nitro-phenyl)-
| Him dazol -4-yll -isoxazol e,

-{4- br ono- phepyl ) -.5- net hyl - 4- : : :
P E PR SR SR e o Ryl | gyt tg lim 3. wherein
freg Aresebittel] tionotheleay Jorsisting byl - 4-
[1-(4-nitro-phenyl)-1Him dazol -4-yl] -isoxazole, 25
5-omash yly3-pHeryR-4n@ t heh yl1 H 4Amnd azpb4yybeisgrayele H- i mi dazol - 4-

1.1 -.3- \, - . - . ..
ROy ph R B paitaled ) PSETS: dazol - 4-y
D-[455Mtthyl 3-phpiyérisoxazdl sloy aoldazol 5 pigpryyitiin -

4(3-nitr L) - ) i n dazol - 4-
PRI BER bS] RRER by oo ny - 4.
11 (bénntlblimBarilid- ) Hheetply)-3-phehylnsacazae,- 4- YI] - 30
[ e, 5-ethyl z3-(4-f.l uoro- nyl)-4-
PR e a5 T B PIE gt Lo pogimicine
3-{¢y[ 84(3fluopyphdnyl]- 3-nfethyii isexazqhe pifdipidazol- 1-yl }-pyrimidine,

7 ol -4-yl | z3- nyl -i soxazol e
R P R R O ety ey
2-{AHBi(ddamol pliznyl) 5-meeityh &snedzpl-444d]-imidazol- 1-yl }-pyrimidine,

=chl or thyl - 1- (4<ni t.ro-phenyl) - i m dazol -4-yl ]

VR RMTE g M G B DS et
3-{phéngH-difox@zetendh) yA-Jnefhryl-doraot-d-yl]-imidazol- 1-yl}-pyrimidine,
AR S P S
P22{pénnpdtyyt etinddzish xshiye Bphieh yl disxdzoli 4-yg-iplieiayl- ) -yl Hpyirimidine,
49322 5 ¥ dh 25185y methyl- 1H-imidazol-4-yl)-5-methyl-3-phenyl-isoxazole,
4-{4-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-pyridine,
3-{4-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-pyridine,
[3-phenyl-4-(1-phenyl- 1H-imidazol-4-yl)-isoxazol-5-yl]-methanol,
4-(5-methyl-3-phenyl-isoxazol-4-yl)- 1-phenyl- 1H-imidazole-2-carboxylic acid methyl



phenyl -i soxazol e, 4-

[2-(4-fluoro-benzyl oxynet hyl)-1-(4-nitro-phenyl)-1Him
w0 dazob404s8 yl | - 5-net hyl - 3- phenyl -i soxazol e, 5PCT/EP2006/069722

4-[ 2- (4-chl oro- benzyl oxynet hyl 1l (4-nitro-phenyl)-1H

i m dazol - 4-yl]-5-met hyl -3- phenyl -i soxazol e, 4-

L &5 (4- bromo- benzyl oxynet hyl ) - 1- (4-ni tro- phenyl)-1Him

azol -4-yl] -5-nethyl-3- phenyl-isoxazol e,

44Pngaﬂ@hMEmmﬂﬁewzbek@ﬂﬁh@yb)41@Kﬁmmﬂhﬂd%pMEwprm&Hb.

i m dazol -4-yl]-5-nmethyl-3- 10 phenyl I soxazol e, 4-

%2 (3-fl uoro-benzyl oxynet hyl) g4 ni tro-phenyl)-1Him

dﬂmrylﬂs%a]aol égymlﬁ%oleg,derkyhgw ot fogpudgylaceordng to claim 1, wherein

Rzrs(—@CHrz UB‘yWﬁH})&%’ Bt Ak Y1 whidtis BB stiRn@NBNYhe orlitbieMalogen.
y

dazol 5-meth 3- phenyl -i soxazol e, 15
4-[ 2- (2 fluoro benzyl oxynet hyl ) -1-(4-nitro-phenyl)-1H
i m dazol -4-yl]-5-methyl -3- phenyl -i soxazol e,
8-Thee- o g- inetalyil 4- 3 phidmaplle cilam;qaszas lof forylu)a Nactdrding toalaim 5, wherein

SRRl T B o MR e Tz - 22310 1 (4o
2

%}[%4%&5&%&% '}fg‘ylglﬁggﬁé’a “ylJ= 28 methyl-3-phenyl-isoxazole,

3-{ [ 43{fBronephyn ¥ B 1 g hengdzoi- éo&]ai@ﬂleihlylya phenyl-tsordzokeo

Aﬂ'ﬂ?%ﬁl or&ﬁ!h Hggﬁj qﬁlg mlﬁazlog 'o l%%’fﬂ% §‘}$h%nyl@s)6&£é%‘lé“e 5-

64}?4ﬂn0mph@WWVD]%1mﬁKMHﬂdhﬂbﬁlzahylﬁﬁmhmﬂyﬂﬁﬁhﬁt] - 2-

S TR A LR 2 e phinyidsoanesls

41 e By Jifld o+or phicd sz olH-Bnidpkotet- hid:oymethiyl Biphepylrisakiande,

%i El;igedl yljo:—:%}fégr()ﬁé lIﬁl(?éEOll ﬁ&lﬁi %Z%%ﬁllypg ﬁ}h\é@ﬁ' 1¥(%<§12(9£

4([062)0111%{034 ﬂlmTO-I(I@IQI)mPhen@amwyll Adhmethyi-$-phenyl-isoxazole,

s g e 8. FoeniS gt

édd:d?-drdlghlbm pheniybr tH-imidatael 4iyH - 3- h@ﬂl}éﬁ@@ﬁbﬂexsomolkr om

%—II ;fré?{]f&l%?%—ggﬂgﬂlg%y ﬁgir%ﬁ) 1H- lfnlﬁiaZPM yn]] % glzetlilyl 2 ]S)/}re)nyl 1soxazole
241l & 4-flusr orbtingyl)- Hipimﬂiia}zbl—ﬂpyl] ES ineti(yl-3pplopyl-isplueolg]. )

AT RBE e RO B it oottty
4+H-11'(i?ﬂbdamonh4:nleﬂlwI£1mEﬂaMM—§i] Sphetﬂnyfl 31pd;levx§dzimxazole
3-(4-fluoro-phenyl)-4-[1-(4-fluoro-phenyl)- 1H-imidazol-4-yl]-5-methyl-isoxazole,
4-[1-(4-bromo-phenyl)- 1H-imidazol-4-yl]-3-(4-fluoro-phenyl)-5-methyl-isoxazole,
3-(4-fluoro-phenyl)-4-[1-(3-fluoro-phenyl)- 1H-imidazol-4-yl]-5-methyl-isoxazole,
4-[1-(3-chloro-phenyl)- 1H-imidazol-4-yl]-3-(4-fluoro-phenyl)-5-methyl-isoxazole,
4-[1-(3-bromo-phenyl)- 1H-imidazol-4-yl]-3-(4-fluoro-phenyl)-5-methyl-isoxazole,
4-[1-(3,4-difluoro-phenyl)- 1H-imidazol-4-yl]-3-(4-fluoro-phenyl)-5-methyl-isoxazole,
4-[1-(3,5-difluoro-phenyl)- 1H-imidazol-4-yl]-3-(4-fluoro-phenyl)-5-methyl-isoxazole
or

4-[1-(3,5-dichloro-phenyl)- 1H-imidazol-4-yl]-3- (4-fluoro-phenyl)-5-methyl-isoxazole.
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WD 2007/ 074078 PCT/ EP2006/ 069722 -87 5-nethyl-4- [[1-
(5- et hyl -i soxazol - 3-yl net hyl ) - 2- phenyl - 1Hi m dazol - 4-

w@ kjo7030phenyl - i soxazol e, PCT/EP2006/069722

3- (4-fluoro-phenyl)-5-nethyl - 45(1 mtolyl- 1H-|mdazol
4-yl)-isoxazole or 3-(4- fluoro phenyl ) - 5- et hyl -

{7 ]T }{e4argie g(;%% 34 ghhtrﬁlﬁa%ﬁ]e V&thCIS Hf %%?azf)icaordﬂ ééto cla?m 1, wherein

oxaz I soxazol

Bglsm((@HuMe@ylﬁr -f(6Hmn-actereaeyd ovhdéhnig suhstlmt@d by Qe or more cyano.
wherein RS is -(CH2)maryl or -(CH2)m heteroaryl which
is substituted by | ower al koxy. 10 14. The

i soxazol - azol e .deriyatiyes of fornmula I :
gcﬁkﬁaﬂy IHgO¥RE0 It éiluylﬁl?l Oﬁj‘?/a{FéeréﬁlYFsPﬁé}méﬂXaels AEPIIRE Ch%“?)‘rﬁ’ wherein
tHeg agr wlepted Girosi el gnguoéansibting of:

1- (4- met hoxy- phenyl)-1H i m dazol - 4-yl ]

g 4%?%1%%(%3/1%@98‘[}? 1Sf%5€z%¥@réﬁj ﬁTld&ZOllllyl] benzonitrile,
54Tf§ﬂh‘§li:§’133 ph@n@rllsoﬁ'y@kézsé) emdazpl{liyll -benzonitrile,
ﬁéZ %ﬁ%xymjﬂﬁﬁlﬂﬁ"eih@l g%@hyl“isdééakol 4-yl)-imidazol-1-yl]-benzonitrile,

T ot pBem arre Ry Hesg Do imidivalakal -bengpnivden
81{hy B-(3-fRhesnyphen ¥R 3ad&h @, isoxdzol(Lyllliked@o Phgnybehzdnitrfle or

%éﬁﬁé?ﬁ@f‘o%gﬁgfg%’ﬂ et s L S O -iiddAb1- 1-y1]-benzonitrile.
3- (3-fluoro-phenyl)-4-[I-(4-nethoxy-phenyl)-1Hin dazo
-4-yl]-5-nmethyl -i soxazole or 4- |

é 'f}’?é a?%lh?&ééz&h@ glyirﬂld}idlé J@rﬁ@ﬁ@s o@f&ﬂn]ulahl according to claim 1, wherein

7 PI-L+ o - srh BRI el s S BSebY Pigfoml a |
according to claim1, wherein RS is -(CH2)maryl or
- (CH2) m het er oar yl V\,hl ch is substituted by | ower
| sul

B3N A R BRAG Pamtiaf asfa Bfim o
wherea they treisslected from the group consisting of:
5-nmet hyl - 4-[ 1- (4- net hyl sul f anyl - phenyl ) - 1Hi m dazol - 4-
§1n]1@t13y1p4=|éhy4 nitispeyd B1-imidazghé-yl]-3-phenyl-isoxazole,

I d t
gg% Oﬂ; 8%) gﬁ%@h) ﬁ rﬁfétﬁ{grﬂ Flaﬁép hﬁro 5%1% 1I¥?%1_%zof £ Iry{)"'}ils(?xakole
3H{(&HRPne- mbtreﬂbérrﬂyftthylm Eh(4- sltmjpbttnyl)uﬂédmb@awb%ﬂ ladHagole,

b i .

20, L U HSLOAE0. s OB iy ool
&ﬁéd}ummghtrwl)cﬁﬂmmhﬁl% [ I-(hertei-pharhyby | Birimidebed iyl disdxaomte,

285 RUEA RIS 0 NG 01151 D R L8 s

31(§éx<hﬂu)d>re phb@yﬂ@lﬂb@l?h@?[& (PaUrER2E0@)-060iM2idazol-488] - lsoxazole,

y 2 s

? A‘Hfﬁfl}tfl 4 Bor Ic anIO ng/}}e)nyli A_H imi g%%ll 4- Xl] y3| ﬁ)henyl isoxazole,
41[§d»caZ§®¢)elmet}@4ﬂe¢4hlyaJtro3pl’pﬂn€hy]lH -dmidagel-4-yl]-5-methyl-3-phenyl-
;sz tel fI uor onet hyl - phenyl ) - 1H-i m dazol - 4-yl ]

PE6X Cle azol e,
5-methyl-4-[1- (3 nitro-phenyl)- 1H-imidazol-4-yl]-3-phenyl-isoxazole,
3-(4-fluoro-phenyl)-5-methyl-4-[ 1-(4-methyl-3-nitro-phenyl)- IH-imidazol-4-yl] -
isoxazole,
5-ethyl-3-(4-fluoro-phenyl)-4-[ 1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-isoxazole,
5-cyclopropyl-4-[ 1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-3-phenyl-isoxazole,
[4-(5-methyl-3-phenyl-isoxazol-4-yl)- 1-(4-nitro-phenyl)- IH-imidazol-2-yl]-methanol,
4-[2-chloromethyl- 1-(4-nitro-phenyl)-1H-imidazol-4-yl]-5-methyl-3-phenyl-isoxazole,

4-(5-methyl-3-phenyl-isoxazol-4-yl)- 1-(4-nitro-phenyl)- 1H-imidazole-2-carbaldehyde,
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4-11-
(3,5-bis-trifluoronethyl-phenyl)-1Him dazol -4-yl]

WO 3eomt4eys - 3- phenyl -i soxazol e, PCT/EP2006/069722

3-(3,4-difluoro-phenyl)-5-nmethyl-4- [1-
(4- trlfluororrethyl phenyl)-1H 1 m dazol -4-yl] - 5

Ry T b e Sl amsthgl i P o >
plj1eny34sphm§d |soxazole 4-
G20 IR PRI S SRl PR Y GRSl

Bh§ml-isomamots; phenyl ) - 5- et hyI 4-[1-(3-trifluoronethyl-p

%‘?%4 foi ] b%h%%@ln} ﬁgX 14 4 q%tQ&‘%EFﬁﬁ) 1H-imidazol-4-yl]-5-methyl-3-

uoro
phén3t-isokdzoleor onet hyl - phenyl) 1H i m dazol -4-yl] -

%%gz%% ubgpo%e:}%eﬁﬁ%ﬁ 1 '4 1{r§ Iﬁ'&ﬁ% al)%{oz}nliiglqujél—yl] Sgmethyl-3-
phawkmok&old, 3- phenyl - I
{
Lo e sttt s i
fphdndd- isoxizloleor onet hyl - phenyl ) - 1Hi mi dazol - 4-yl ]
4)[539%?] olro ieX%ﬂdxw%%Eh@%ﬂﬁ'(4-nﬁré %h!:rlylf)oilq thgazg yﬁ gr%{etghyl 3-
ﬁhc(nﬁ}'l ispletzlolﬁor onet hyl - phenyl ) - 1Hi m dazol -4- 20 yl]
HEES RS iy s e N YL T H R e b SR>
yhe@h&nydz)alell—l-l m dazol e-2- car boxyl ic acid ethyl
e e e R B b P ot g metn
plimryblgsn;cﬁld S éCHZ) m a;y: or (CI;Z) m het er oar yl whi ch
e .- -lower, a
R M ST S R S i ST TR
ylﬁmdtcdayngtﬁyﬂ)] pjrradme 19, wherein they are selected from
e _gro nsi.s
%—é@%ﬁgh(i;f 83?&?1 eg}P/ 1sopfaﬁi)]d%§r§r ni}ﬁ phenyl)-1H-imidazol-2-
el Songol - dyl ) .l dagoln |-3l]
LRI b RARGRG 0ol iyt e ki H-migiahr
yisexiaz@hrettdd] - yyr)dine,i m dazolh | -yl'] -phenyl}-et hanone
4-nit
333 uRngtir Sadimbitatiapt R e o b P dRE G el
?lﬁtdﬂEﬂ?Miethﬁ]gXari@orifrmtﬂy} -plyﬁﬁt_ﬂabgl_ luo%/lo} phenyl)
ISRy R SBRabk oA s ey R ﬁy?o} 2
yleiditenxgneth W difind. 074078 PCT/ EP2006/ 069722

1-(4-14- [ 3-(3-brono-phenyl)-5-nethyl-i soxazol 4 yll
-i mdazol - 1-yll-phenyl)-ethanone,

11. The aryl-isoxazol-4-yl-imidazole derivatives of formula I according to claim 1,

wherein R’ is —(CH,) y-aryl or —(CH,)p-heteroaryl which is substituted by lower alkyl.

12. The aryl-isoxazol-4-yl-imidazole derivatives of formula I according to claim11,

wherein they are selected from the group consisting of:

5-methyl-3-phenyl-4-(1-m-tolyl- 1H-imidazol-4-yl)-isoxazole,
5-methyl-3-phenyl-4-[ 1-(4-propyl-phenyl)- 1H-imidazol-4-yl]-isoxazole,
4-[2-benzyloxymethyl-1-(5-methyl-isoxazol-3-ylmethyl)- 1H-imidazol-4-yl]-5-methyl-3-

phenyl-isoxazole,
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1-(4-14- [3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl]
-i m dazol - 1-yl } - phenyl ) - et hanone, 1-(4-14-

W@ 3e0fA740r0n0- phenyl ) - 5- met hyl -i soxazol -4-yl]  PCT/EP2006/069722

-inidazol-1-y|}-pheny|)-ethanp$§1 1-(4-14- [3-
(3, 4-difluoro-phenyl) -5-nethyl-isoxazol-4-yl]

féﬂ&ﬂg%PtrgiF%h%gﬂ%&ﬁ%&hbﬁgﬁﬁbﬂﬁgg9811%}1£n 20l-4-y]1-3-phenyl-
isoxazgle] - phenyl } - et hanone, {4-

Bézl%%?é/ Fﬁwgnﬂéth 24-(1-m- tolyl 1H 1m1dazol 4-yl)-isoxazole or
net hyl - 3-"phenyl -1 soxazol - m dazol -

6f'lé]r’1‘s?r‘} ph@%}ill)aﬁ@ﬁeéhylf Eh(ﬁkmethy){ 3- nltro phenyl) 1H- I1m1yd|a]zol 4-yl]-
[sbxebhy! - 3- (4-fl uor o- phenyl ) -i soxazol - 4-yl ]
-im dazol -1-yl } - phenyl ) - et hanone, 10 1- {4-
[4-(5-cycl opropyl - 3- phenyl -i soxazol -4-yl)-im dazol -
| -yl] -phenyl}-ethanone, 1-(4-14- [3-
(3 "JThIemoyldsqmmiw Y1-inbd dvp thr dexiy anitek t formokdzoterding td claim 1,

z\)ﬂ@fe 3%r 3 (;H%;) a)rgltbgr%giiﬁ)&ﬁétg%ﬁ% gllhg:gl )%g'subgétkl édf‘ﬁy bwar alkoxy.

-im dazol - I-yI} phenyl) - ethanone. 15 21. The
aryl -i soxazol -4-yl -i m dazol e derivatives of fornula I

%@Cﬁkﬁgsdx@zdll@yl%ﬁdazol/éf&h@htﬁ/e%f fosmu (aGHI ST A ngcl) cRim 13,
g F? heteroar% ch is substituted by -
MatE Fléﬁrlese?ﬁe yomyihg ergup CONSISHNE Qff - 4- yl-i m dazol e
gﬁi (éat | Sxyoéhgn?/{ 1m1da%glc rﬂ 5n gleghyl %l pe}lenyl isoxazole,
3-{[ 44{cbhraxtfhehyl3-1phniyhzdlsloxpdahedhyly B phemyldazatold,- yl | -
g??ég[e%l o ;ﬁyeggl g%%ﬁﬁ%ﬁ{%}ﬂk@ftﬂgpyl—3—pheny1—isoxazole,
-4 0x @ANlord-5yth ¢thbRy-gRaoll - | Hyihnlid 26 n2-Gi]e5-anstioly 1€t pydn yl-isoxazole,
Taethebirhs i Gasshen i Bl By mpthy-isoxazole
QBS([?)eﬂuorB%)heﬂﬂl?‘réla[ﬂy 4 ﬂn&ﬂ%&?@hcﬂ%}lﬂHLlﬁhd&FDH@H -5-methyl-isoxazole or
at.lves 0 ccordin aim1,

A et renyit D sy Scipeiod P REUSERAE-wni ch
is substituted by 30 -NH (CO-O1ower alkyl. 24. The

aryl -i soxazol -4-yl -im dazol e derivative of formula I
8. Cle Air yigsdxazad daylnimd@azolevdegin gtives bf foirsulAQ a2O8rding 44 0/a8n 1,

PCT/.EP2006/ 069722 -
el R i aTGo s hysroad sy o insed oy
alsplewi{anyl. car bami c acid tert-butyl ester. 25. The

aryl -i soxazol -4-yl -i m dazol e derivatives of fornula I
according to claiml,

16. The aryl-isoxazol-4-yl-imidazole derivative of formula I according to claim 15,
wherein it is 5-methyl-4-[ 1-(4-methylsulfanyl-phenyl)- 1H-imidazol-4-yl]-3-phenyl-

isoxazole.

17. The aryl-isoxazol-4-yl-imidazole derivatives of formula I according to claim 1,
wherein R is —(CH2)m-aryl or —(CH2)n-heteroaryl which is substituted by lower alkyl
substituted by halogen.

18. The aryl-isoxazol-4-yl-imidazole derivatives of formula I according to claim 17,

wherein they are selected from the group consisting of:

5-methyl-3-phenyl-4-[ 1-(3-trifluoromethyl-phenyl)- IH-imidazol-4-yl]-isoxazole,
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5 wherein RS is -(CH2)maryl or -(CH2)m heteroaryl
which is substituted by -C(O-NHR, wherein R is

wo owen7alkynyl or | ower al kyl substituted by hedDEP1006€069722

hydroxy, or is -(CH2)n-cycloa é<yl ,
-(CH2) n-heterocyclyl, -(CH2)n-heteroaryl or

e R T B L B D

H-onatrinyled- phqubéf[dr(ﬂgtrnﬂoomnmthylaﬁxenywi& annlatdiel-yl]-isoxazole,

I
&Zﬂg'ﬁn{qg ﬁﬁf;i&%o%]ﬁlﬁﬁ kﬂ&g@ggﬂ—%gﬁﬁ@é yl] -5- anetlgfl phein]yl isoxazole,
Béﬁlérahﬂwo pfhen[yl4-5 l(nﬁthybﬂ’f{)ﬂ(43r1|tihelrwﬂ1@thﬁqﬂlazﬁl)~lﬂrym)dazol 4-y1]-
Lo dazol -1-yl' ] - N-prop-2-ynyl - benzani de, 15
4 {Qﬂf 5- met hyl - 3- phenyl -i soxazol - 4-yl)-i m dazol -1-yl ] -
B\I-I(l@hyieﬁlf bihcdeﬂryM (i rpluopyrhgthylbgrenghi lde jimidazol-4-yl]-3-phenyl-
’?‘%é opr opyI - [4- (5-methyl -3-phenyl -i soxazol - 4-yl)
azol - 1-yl ] - benzam de, N-cycl obutyl-4- [4-
(15 antw¢xyﬁ}e}d’r§édyd4-ﬁrﬁbmméthyl. plenybi IH-daklakeld4-yl]{5-methyl-3-
-pen ' N-cycl opentyl -4- [4-
Eg&r}/é?s%%%? phenyl -i soxazol -4-yl) -imdazol-1-yl]
3éifmano-gbeny205-methyl-4-[ 1-(3-trifluoromethyl-phenyl)- IH-imidazol-4-yl]-
O{( 1-{o- et hyl - 3- phenyl -i soxazol - 4-yl) -i m dazol - 1-yl ] -
NO#8 t ahydro- pyran-4-yl)- benzam de, 4- [4-
g 4feiohyphSryDh&mydthylsbkiagbirifliroybinethiywphiag)t Hi-iglidazol-4-yl]-
- Xa%{l di n-3-yl met hyl - benzam de, 4- [4-
1(58 hyl - 3- phenyl -i soxazol -4-yl) -im dazol-1-yl]
S{etipy-3i (@lrﬂuodcewhmjzllr}w[ -1- (25tirifle nzanetbid; phidnyl)- 1H-imidazol-4-yl]-
3 Efl tlor o- phenyl) -4- [4-

BXHBt hyl - 3- phenyl -i soxazol -4-yl) -im dazol-1-yl]
{hpheaindde; (4-thflaycinoph dphength H-ididagal-4-yl] -isoxazol-5-yl }-methanol,
(5- net hyl - 3- phenyl -i soxazol -4-yl) -imdazol-1-yl] -

b (e Anvicdephaiyb ye [ bp4r offuor@mefh4l-phenyl)- 1H-imidazol-4-yl]-isoxazol-5-yl }-
g%tﬂg%pyl 3- phenyl -i soxazol -4-yl) -imdazol -1-yl]

enzari de, 30 . o
&F(é}fbﬂodb@hwleSFmﬁtb@iYﬁﬁW%@—-%’éﬁ%or@@ét%éﬂzbhﬂwl)ylf}-ll’lnrdaZOl-“-
'Zl azhzole ¥ ] - benzam de, N-cycl opentyl - 3- [4-

. ‘[Sé-g%{wll—j%phgny? ns%xazo? Z? (4 trlﬁugromer{% enyl) IIV-IJ 1]mldazole—2—

Sarbdxy(ibacidtethiyll eBerphenyl - i soxazol - 4-yl )-| m dazol - 1-yl ]
-N-(tetrahydro- pyr an- 4-yl)- benzam de,

N- cycl opr opyl net hyl -

53 T&@ nmet hyl - 3- phenyl -i soxazol - | )-1m dazol - 1- ylla -
% Thenrdrisaxazolzl- yl[mldz(zslerﬁhvrlhwveso emyla-liaseoedmgto glaym)l,

whBledAg Ol - aCH?]m arﬁ' dpre g@H%)}ﬁﬁW[EroQﬁm %}ﬁ[@hqﬁubs‘ututed bé?] v

I\I—q#cl obut phenyl -i soxazol -
- benzam de, WD 2007/074078
PCT/ EP2006/ 069722 -91

20. The aryl-isoxazol-4-yl-imidazole derivatives of formula I according to claim 19,

wherein they are selected from the group consisting of:

1-{4-[4-(3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-phenyl }-ethanone,

1- {4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-phenyl }-ethanone,

1- {4-[4-(5-ethyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-phenyl }-ethanone,
5-ethyl-4-[1-(4-nitro-phenyl)- 1H-imidazol-4-yl]-3-phenyl-isoxazole,
1-(4-{4-[3-(2-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-phenyl)-ethanone,
1-(4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-phenyl)-ethanone,
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N-cycl opentyl -2- [4- (5-methyl-3-phenyl -i soxazol -4-yl)
-imdazol -1-yl] -benzam de, 2-

W@ 40005748 hyl - 3- phenyl -1 soxazol - 4-yl ) -i m dazol pCERL0D6/069722

-N- (tetrahydro-pyran-4-yl)- beggam de,
N-cycl opr opyl net hyl -4- 14- [ 3-7 (3-fl uoro-phenyl)

%4;{3&?%’('3 brh&?iﬁf&%g’?f?—%ﬁ] h8/¥ ﬁsﬁk%gﬁg' ]11515{1@%0"1]51 yl}-phenyl)-ethanone,

ildé%{éiéjr(441L50lr<]’?hmﬂhﬁoﬁethyl;ab@xakblpélr @]@-1121—1@&19] 1 -yl}-phenyl)-ethanone,
g@ﬁ{gr[‘gsg blrg%l)%gﬁl ﬁg)lﬁ—%c—?ﬁ]eﬂéﬂ 1s%gaaz§£)4%rl] fn%id}%olilq eﬂ%gﬁ&%' gthanone,
Q4N4d9dl3dlsxhﬂyd>ro4pl{emy[) - (uetHl-iroxazop el Imidszatdt yiyphenyl)-

k‘- &fe -4-yl]-imdazol -1-yl}- benzam de,
opentyl -4- 14- [ 3- (3-fluoro-phenyl)

1541fétrh<§‘/thylr%o&amdi}d&ghe}lyhsma;ta]z@yl)ﬁnyﬂgz,ol b eyhlz piméngE)-ethanone,
o P AR SRR S vacal- 5y midggpy - llphenyt -
bbazars, de, 4-{4-[3-(3-fluoro-phenyl)-5- rrethyl

[ | =4- Wl 1 -1-yl}-

LRl LA DL TRIBAT s Oy psnone
Il déx{da 6tcydoytopyi- ipti ezydisokaxyd1}4- b @rﬁidmlphg]] iphedylyHethanone,
g—r(gg%ﬂ[[é—:(?%?@??r?gggq%ﬁ yﬁs xgmet}}yll] 1ﬁoxazol 4-yl]-imidazol-1-yl}-phenyl)-
ethoxa@awalr- 4- yI]-|mdazoI 1-yl}- N-[2(1H-|mdazol 4- yl)
;ﬁ%gﬁ'[g ((l??u?o%g enyégﬁg—nyfft?o st ylgjporazol-4-yll-imidazol- 1y1}-phenyl)-
ethox@wol - 4-yl ] -i m dazol - 1-yl } - N-furan-2-yl net hyl -

benzam de, 4-14- [ 3- (3- flu oro -phenyl) -5-nethyl-

i soxazol -4-yl] -imdazol-1-yl}-Npyridin-2- 25
yl met hyl - benzam de,

bt YO RaRIEE b fde it bRE 9 PSR TR

Nherym %plns ob@ﬂr}atqﬁyﬂ ar%(CItM)m petg:oa(ﬂsmmhmf @lb@h@mdl by —(CO)-O-
towelBikDY!| - i soxazol -4-yl] -im dazol-1-yl}- benzam de,
30 N-cycl opropyl -3-{4-[3-(3-fluoro-phenyl)-5-net hyl -
i soxazol -4-yl]-imdazol-I1-yl}- benzam de,
N-cycl obutyl -3- 14- [3- (3-fluoro-phenyl)
25B- 'J?]Etahylhsd)@mlalzﬁhﬂﬂdado]e derivatihezd forbywh } accbrfizam dem 21,
NE&%F R@ntyl 3- 14- [3- (3-fluoro-phenyl)

yI-|soxazoI 4-yl] -imdazol-1-yl}-
3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzoic acid methyl ester,
4-{5-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-benzoic acid ethyl
ester or
4-{4-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-benzoic acid methyl

ester.

23. The aryl-isoxazol-4-yl-imidazole derivatives of formula I according to claim 1,
wherein R is —(CH2)m-aryl or —(CH»)n-heteroaryl which is substituted by
—-NH-(CO)-O-lower alkyl.

24. The aryl-isoxazol-4-yl-imidazole derivative of formula I according to claim 23,

wherein it is
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35 benzam de,
3-{4-[3-(3-fluoro-phenyl)-5-nethyl -i soxazol -4-yl]-imd

w@za/nisys } - N- (t et rahydr o- pyran- 4-yl) - benzam BET/EP2006/069722

4-{4-[3-(3-f|uoro-phenyl)-5-n]3 yl -
I soxazol -4-yl]-imdazol -1-yl}-N pyridin-3-

£ B e e 0 M0, S0 8918, P SRA00L 057 e vty

egernet hyl -i soxazol -4-yl] -imdazol- |-yl}- benzam de.
27. A process for the preparation of the
aryl -i soxazol 4-yl -im dazol e derivatives of 5 fornul a

r claim ri.sing.the steps of: a
?%3@? oﬂerﬂ%%ZO%eoq%fﬂaver pEfopguly 1 aetquding tp F?alml
wht:ﬂmnh se{@ﬂ{gmaﬁgﬂ dry-dCHe - beteidaryil whichdhibatiueedsinl & 0)-NH-R’,
Befell A RREPER v F RS S Py R IRy REHR o8 o i
edrpouratlefikyl.on Gl a-hdt¢rogyciyh, zﬁCHh}ndrqtfrraanyhgf d§dhi.-aml, a
§Hﬁ&ﬁﬁ§ul§sﬁm{§d’lg¥ﬁﬁo%&l ve a conmpound of forrmula IV: R

cl) either reacting the conpound
of formula IV with a conpound of formula V. MO R4 O
V in the presence of a suitable base, in a suitable

3@|'1\h%@&y1 iSo&khzAM4- 16808408 defieatd@np @sath19f adcordinld & dldim 25,
Wj 2 a con}f)]%und of formula VI: WO 2007/074078

BI5568889% e 93. O

N-cyclopropylmethyl-4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzamide,

4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-prop-2-ynyl-benzamide,
4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-(3-morpholin-4-yl-propyl)-
benzamide,

N-cyclopropyl-4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclobutyl-4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclopentyl-4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-(tetrahydro-pyran-4-yl)-
benzamide,

4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-pyridin-3-ylmethyl-
benzamide,

4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-pyridin-4-ylmethyl-
benzamide,
N-(3-fluoro-phenyl)-4-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclopropylmethyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzamide,

N-cyclopropyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclobutyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
N-cyclopentyl-3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
3-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-(tetrahydro-pyran-4-yl)-
benzamide,
N-cyclopropylmethyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol-1-yl]-
benzamide,

2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-N-prop-2-ynyl-benzamide,
N-cyclobutyl-2-[4-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazol- 1-yl]-benzamide,
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RA& OVI in the presence of a suitable base, in a
sui tabl e solvent to give a conpound of fornmula VII:

WRR0NEOD028 R4 R3 | O VII d) reacting the conppCIEPDING/069722

formula VIl with bromne in aéj;:table solvent to give
a 5 conmpound of formula VIII NO4 R2R R3I

e N

ﬁéét(ﬁmgethﬂ %gph@lyérla@esm@b&md) oﬁldﬁmlrhﬂth Metrﬂllydmptpy@nm yD-

Féh BmiNie, ,NH 1 X 10 e2) or treating the conpound of
fornmula VIII WlthaCO ound of fornmula X
RecyRlopr opReth ¥y ddhéd 3 Srosrphebiled él%ﬁ%ﬁw%olg‘&-% ﬂaldazol 1-yl}-

baivamidy] of fornula Xl: R NCO2 R4 R3 N1 . NH R
ther tr

TS RS e B A RS S DA

bealzogéde, at om WO 2007/ 074078 PCT/ EP2006/ 069722
N-cyclopropyl-4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclobutyl-4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclopentyl-4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-N-(2-hydroxy-ethyl)-
benzamide,

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-(2-morpholin-4-yl-
ethyl)-benzamide,

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-(3-morpholin-4-yl-
propyl)-benzamide,

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-[ 2-(1H-imidazol-4-
yD)-ethyl]-benzamide,

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-furan-2-ylmethyl-
benzamide,

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-N-pyridin-2-
ylmethyl-benzamide,

N-(3-fluoro-phenyl)-4- {4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-
benzamide,
N-cyclopropylmethyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclopropyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclobutyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,
N-cyclopentyl-3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-
benzamide,

3-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol- 1-yl }-N-(tetrahydro-pyran-
4-yl)-benzamide;

4-{4-[3-(3-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-imidazol-1-yl }-N-pyridin-3-

ylmethyl-benzamide or
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with hydroxylamine hydrochloride in a suitable solvent in the presence of a base to give a

. _LOH
b
2
RS

b) reacting the compound of formula III with a chlorinating agent in a suitable solvent to

. .OH

{3
2
R’

cl) either reacting the compound of formula I'V with a compound of formula V:
MeQ
R
ﬁ
O

in the presence of a suitable base, in a suitable solvent,

compound of formula III:

give a compound of formula IV:

c2) or reacting the compound of formula IV with a compound of formula VI:
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0]
R*
© VI
in the presence of a suitable base, in a suitable solvent to give a compound of formula VII:

Rl 1\r0 \
R e

R’ 0

VII
d) reacting the compound of formula VII with bromine in a suitable solvent to give a

5 compound of formula VIII:

VIII
el) either treating the compound of formula VIII with formamide in the presence of

water under heating to give a compound of formula IX:

IX
10 e2) or treating the compound of formula VIII with a compound of formula X:
HN
§,NH2
R’

X

in the presence of suitable solvent to give a compound of formula XI:

f1) either treating the compound of formula XI with an electrophile of formula X-R’,

15 wherein Xis a halogen atom,
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£2) or treating the compound of formula XI with an electrophile of formula B(OH),-R’

to give a compound of formula I:

wherein R! to R® are as described in claim 1, and, if desired, converting a compound of

formula I into a pharmaceutically acceptable salt.

28. A compound of formula I according to claim 1, whenever prepared by a process as

claimed in claim 27 or by an equivalent method.

29. Amedicament containing one or more compounds of formula I in accordance with

any one of claims 1 to 26 and pharmaceutically acceptable excipients.

30. Amedicament according to claim 29 for the treatment of diseases related to the

GABA A 0.5 subunit selected from cognitive enhancer or cognitive disorders.

31. Amedicament according to claim 30 for the treatment of Alzheimer’s disease.

32. The use of acompound of formula I according to any one of claims 1 to 26 for the
preparation of a medicament for the treatment of cognitive enhancer or cognitive

disorders.

33. The use of a compound of formula I according to claim 1 for the preparation of a

medicament for the treatment of Alzheimer’s disease.

34. The invention as hereinbefore described.
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