ARYL- | SOXAZOL- 4-YL-IM DAZO [I, 2-A] PYRI DI NE
DERI VATI VES USEFUL FOR THE TREATMENT OF ALZHEI MER S

WOLGEASR0I/I A GABA RECEPTORS The present i nvent POTVEP®07/050137

concerned wth
aryl -i soxazol -4-yl -i m dazo[ |, 2-a] pyri di ne derivatives
of formula wherein Rl is hydrogen, hal ogen, hydroxy,

arvL- L &OJ‘?' k¥'L nhRSRZY [: 10% Y2 1 Wy 1 IeChkrva b B Bs@¥urbror THE TREATMENT

OF AL

10

15

20

?ﬁ EOQEA/ caBRtizeRaldRe substituted by aryl or
omer a I's hydrogen, hal ogen, |ower alkyl,

Iovver aIkynyI amno -NHC(O-Raor -(CO-Ra; Ris
hydr ogen, halogen, cyano, |ower al kyl, | ower alkynyl,
amno, -NHC(O-R a, -(CO-R a, -5 or 6-nenbered
het erocycl oal kyl in 1-position, optionally substituted
10 bYhepPresdnt iitbveAtiodis@bnern@hwih ad)l-iwkedodaryimidazo[ 1,2-a]pyridine
éé‘ﬁé]&hﬁﬁnnﬁé i s hydrogen or -5 or 6-nenbered
eteroaryl is |lower alkyl or cycloalkyl; Rais
| over al koxy or NR R', wherei nyR and R' are each
i ndependently hydrogen, |o kyls optional ly

substituted by hydroxy, j%yl -(CH
2)n-cycl oal kyl, 15 -( r 6- menber ed
het er ocycl oal kyl or - 6- menber ed

heteroaryl; nis 0 to 3 | jlas pharmaceutical |y
acceptabl e acid addition saltsN reﬁf It has been
ow high affinity
and selectivity for 20 GABR A eceptor binding
sites and m ght be useful as c@gnitRve enhancer or for
the treatnment of cognitive disbrders liike Al zheiner's
di sease. Receptors for the major inhibitory
waeireol ransm tter, ganna am nobutyric acid (GABA), are

A S R R RR G Ll SR SRR O 5o

supemieaibeted hrdodr#) opGABAB, substiftaalts), aryiirdly lewe atigitber s

B RSB BB SR Dbl S - or-(cor-v

Rét efsm&fdgalﬁtﬂfaﬂdgep,r@hlﬁd ovp@lafkyB love atlgaposatho, -NHC(0)-R?,

pring (IC%[I%Y—SO (];r (?—hlemb%?e% lgetécfg?y%[]oiah%d in 1-position, optionally substituted
by =0 orisa-5 or 6-membered heteroaryl in 1-position;

R*  ishydrogen or -5 or 6-membered heteroaryl;

R’ islower alkyl or cycloalkyl;

R*  islower alkoxy or NR’R”, wherein R’ and R” are each independently hydrogen,
lower alkyl optionally substituted by hydroxy, lower alkynyl, -(CH»),-cycloalkyl,
-(CH2)n-5 or 6-membered heterocycloalkyl or -(CH3),-5 or 6-membered
heteroaryl;

n is0to 3;

as well as pharmaceutically acceptable acid addition salts thereof.

It has been found that this class of compounds show high affinity and selectivity for

GABA A 0.5 receptor binding sites and might be useful as cognitive enhancer or for the

treatment of cognitive disorders like Alzheimer’s disease.
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Presently a total nunber of 2 1 subunits of the
GABAAr ecept or have been cl oned and sequenced. Three

wo yessshc subunits (a, b and g) are required fBCT/EP®07/050137

construction of reconbi nant GABAAreceptors whi ch nost
closely mmc the biochem cal, "el ectrophysi ol ogi ca

and

a0 FRSHTRCR O il 5 298 R SRR SFRRLRIS aci
€vABAheee dikded irttie twe mzmdq:lasﬁ@p( NGB A di mgepsirs.eviligtesre members of

t : t
e B e S
of ths §i- pr;oltein ¥ipked reBaRosfiabtily pblss GABérl’emsq&@b@g@plemBi@E gRa
and a5b iqn channels.are ternmed t (F E

te&9pq@ém%cr %roé%la pgﬁa i/?ﬁ:ompose principally of o, B and
§§Mﬁgﬁglology 21:101-108 that the benzodi azepi ne
eceptor inverse agoni st b-CCM enhance spati a
| ear Riesgntiyra tbtabnivnber of 2hat eunmtsad thd-GABA(-fA' recd:pt@(Mvarbden cloned
%%ger conventional ben odlazegln rece i_nverse
frasercedy KNt YesHRATH SUHES (6r PABAVLAS & o gt e Construction of

RIcEMBHast CASIATA HEp t8Ps WIKIBI hidsPdlo &Bﬂﬁﬂﬁﬂc Mg ROEHSicAIN
humans. I n addition, these conpounds are non- sel ective

eetrnh ysipke 2capad W&@ng@hﬁ@ﬁ‘p@@s ofypatireGABA Aggagptors obtained

£6m hESARNR bRak ELR! TiR%e fsUlrbn! % RVReR& tﬁgtocﬁb $En2001a5EpihSbinding
relatively free of activity at GABAA al and/or cc

sitedies betve8n theaeptdy sbbwdisngmong g reermbigand@ABA receptors,
r vi de a medi canent which is useful for enhancin

tni“é?HCWf“hY ¢ &&tﬁ@é thegilasgica! hmse | BrRowbinpgs sisteas Sop2r2.
lgi | t&ocv\}%& 1onc ann OSS e?rln%ﬁjhg)elﬁ%z BAA cc5 i nverse
go

are no Fee™s tivity at GABAA al
and/or cc2 and/or cc3 receptor binding sites but which
hrhes beenchbenalyMc$eheating Skélon iad5ydaiblapnhgl-108 that the

subunjts. However, inverse gﬁfnlsts which are . )
E@Z@é{am@lq @Fep@tsmréfca;owb G eghancerspatial ﬂf‘afn%m/the Morris

%/atersfn%zge L %Ve%er [%/ e&% an ro} eea co%en?lo?ﬂ%e?z dll]aze%lge reclf;]?tor inverse
hgonestd dre Pra@iot vEledip ot belsyubhn f W ioh b&vbntalth‘blr use as cognition enhancing

har naceuti ca cce tabl e sal t he aratjon,o
PR Eo s ot B B Rte B ar i SRR bR Gama A
Pé@%@ﬁﬁ)uﬁﬁ? Iwh PEaK Hf@@NAQXﬁ%céf@M pa@@altolﬂ EuIVDSerQf adoi®t which is
above menti oned compounds in the control or prevention

oflativelyries o€ sctivity peGABAl A ol ban dl ok i@ 28 851 at3d-ectipsarbiedis g Elfes can be
i n_the manuf.actur

B BT 8 P Sl 5k P RGP BEP R ASh Ui 1 huced o
Wﬁgb&ﬂ}rb%vluﬁaﬁt%ﬂ(q%a RCS al% E)Bsshhcetoms@ TRAHA A%ﬂ@ér%g‘oﬁlsts

Al zhei'nmer' s di sease
which are not free of activity at GABA A ol and/or 02 and/or a3 receptor binding sites

but which are functionally selective for o5 containing subunits. However, inverse agonists
which are selective for GABA A o5 subunits and are relatively free of activity at GABA A

a1, o2 and o3 receptor binding sites are preferred.

Objects of the present invention are compounds of formula I and pharmaceutically
acceptable salts, the preparation of the above mentioned compounds, medicaments
containing them and their manufacture as well as the use of the above mentioned
compounds in the control or prevention of illnesses, especially of illnesses and disorders

of the kind referred to earlier or in the manufacture of corresponding medicaments.
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The follow ng definitions of the general ternms used in
the present description apply irrespective of whether

WO b@7ogsos i n question appear al one or i n conbP@BEPD®NT/050137

As used herein, the term"|lower, al kyl" denotes a
straight- or br anched- chai n al Kyl group cont ai ni ng

fr omfﬂé Zl’OS Eifeﬁjé@?{l(ﬁ ftloﬁqﬁ ;,ltcco cﬁm%@@vﬁﬁ Qhéﬁgr%ggﬁ't J\@ﬁlilon is
exanpl e, yl, et jﬁ, propyr, I Sopr opy b
Ahh@myﬂ$dhwbﬁtyl and the like. The term"I ower

al kynyl " denotes a straight- or branched-chain al kynyl

group containing from2-7, preferably from2 - 4

car bohe fdlewng itoprpf theizareralierms yisd &t therpresent ¢asgiiption apply

henrpi&tivé 6f weREMhe terAB iy Mdstion 8ppRaPXIbne BF RIRYMWination.
espeC|aIIy prop-2-ynyl, |sopropynyl n- butynyl,

DUk UYL B0 kS THE BT I L QUL i iy

beueicnatoneg fradi &R, prefelabiykiecmvii a4 eanbaxytgens, fat example, methyl,

0 0 and
5?2P§hﬁ®%%%p%gﬁﬁﬁugp§ ﬁﬁg%%gﬂg.lgﬁggﬁga u?gted carbon
rlng, for exanple a phenyl, benzyl or naphthyl gro
Apr eflee teag “Hwar a@%ﬂp dpmotptiesivaigh tTarbrapehed-qhal y group
Q&ﬁﬂh ffdth QL7 @ﬁ‘efeﬂa@@"fﬂﬁn 2f iearjonatangl aﬁﬂ QFpPEising BRe, two or

P o BB SIS )y S

Byploppi @ py-butydyk i-opsaylyt-botyngymldahekd.. The term
"heterocycl oal kyl "denotes a saturated 5 or 6 nenbered

ri ng

\ "TECALALNG R0 RIS 8NS5 SO YRS, whic
lialips viare orpgep gt nﬁmamr&fzself ilaivan alkoyy gesiupé e, m@hoxy and ethoxy.
tetrahydropyranyl as well as those groups which are

specthd bl Yryl't ddndtdsah @@ shMratdiecaBx IR % $OII'E§<E1§1|;)[E3J BH¥hyl, benzyl

The g?%ﬁéﬁﬂﬁég&%%%%?ﬁ@ﬁgggigﬁﬁ@ﬁ@a{o three

heteroatons, such as N, Oor S atons. Exanples of such
ar onéhé¢ ermethelogar ydengtes dplsriae,aodive,ifhlionytk angpranoing.| |
triazolyl, isoxazolyl, furanyl t hi ophenyl ,

i m dagof e}[ﬁl “ g@f@@h’yhen%‘ies d aCI}‘érmggﬁtVﬁ%rf Sné tto ] carbon ring

" phar maceut i accepta
dRbsalos sxample.cydpprepyheydenentyl ahevckhgavli ¢ aci ds, such
as hydrochloric acid, nitric acid, sulfuric aC|d

phosphoftere ‘ﬂ@ﬂeﬁbcy@lb&lkylc‘déﬁ‘dté’s a sfaﬁfrﬁﬂe@ 5afrigtnerh bérBd kigig containing
?romddner{gltl?rleg hgt%}o%’torrellsc %1t1<|:hcas I(Si or §lélt%cr:ns txamples of such
heterocycloalkyl groups are morpholinyl, azetidin, pyrrolidin, or tetrahydropyranyl as

well as those groups which are specifically illustrated by the examples hereinafter.

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
groups are pyridinyl, pyrrolyl, triazolyl, isoxazolyl, furanyl, thiophenyl, imidazolyl,

oxazolyl or pyrazinyl.

The term “pharmaceutically acceptable acid addition salts” embraces salts with
inorganic and organic acids, such as hydrochloric acid, nitric acid, sulfuric acid,
phosphoric acid, citric acid, formic acid, fumaric acid, maleic acid, acetic acid, succinic

acid, tartaric acid, methane-sulfonic acid, p-toluenesulfonic acid and the like.
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acid, tartaric acid, nethane-sulfonic acid,
p-tol uenesul fonic acid and the |like.Preferred are

wa@eouposesas, whi ch have a binding activity (hKipCDEP2007/050137

| ower than 100 nM and are sel egtive for GABAA cc5
subunits and are relatively free of activity at GABAA

al , pfar dgarage &6t 5&1‘%1@%1%\% ﬁ%ﬁlﬂdiﬁgﬁg@r J'YHRB of lower than 100

preferre are conpounds ave i'ng ‘activity

filKind @€ sdlaee fdrGUBA 3 af\MubAsith@id dre ReativeBrfederdbangty at GABA A
the conpounds of the invention are those conpounds of
ebraddngd 03 tsepter bindRE sites. Matt prg&airedraat ograpoysis ethaghalidvg a

Bl BBl ML T BTN o, (B ember et hot of obi v

(preferably i zoxazol yl) optionally substituted by aryl
(pr et\embthnqdﬂmn%)bwp, thy coropeynds|ok yhe i pangios rrabihpse compounds

s hydrogen, hal ogen (preferably brono),
Fﬁ% gﬂ‘wﬁgfpreferabl met hyl or ethyl, |ower

R kymyﬂydrognm fa]o gem\lﬁpr(efa)a‘tmf @l @rBo (IGdyoxR, bweRglkyls(preferably

hydr

| ovvel?lga yP&ng ar a@%@fé??ﬁ) q or é: ?gﬁlb?&l hef\e}l&fllﬁ (preferably

al kymykazolhiappional§HGbe)tuRdDy arjl((:p))efd?aldy ph@ly(l))ror by lower alkyl
cycloal kyl in 1-position (preferably

azetﬂga£ﬁ%hnﬁt%§gyrrol|d|n lyl, optionally

Bubsisihtyditogen, Bwalogen Gprefesabdy biongr), Bweratkh@r(ectfdralle mfalnylor ethyl,

inl | azol pyrazolyl; Ra is

| ouel R8T I asE I SRS O YO0y Yk R

Rher sihydRgemeldgen aprefeemym rche [P deamtol, Yo viey dikpig@referably methyl

Iome u by hydr oxy
(pre é?%ﬁ? %]H}&gyéfﬁlﬁ}bﬁFk%gbqgfkynyl (preferably
rret hy(ay)- ]bar fed)li’é ﬁ}eyrﬂ)ptqd }mt@peﬂlo;lﬂc}/l n, 1 -posit@H (preferably azetidin-1-
?hg/cll%/ﬁ\lgr? léiFl) 1 0%1( E rt%neaﬁl lys{lﬁrcg f 292 i3 ar orI g mem(béf_?d heteroaryl
2) n- Elbpoﬁammmbdraﬁmhﬁ&ebbcwmﬁmaﬂﬁyl (preferably

Bf g)r;yl Q ery%{qulp E:rabb( ¥1[e o%% g}r{ lgcg;é% hﬁ:Rl)’Igy whereetb}gl %d > are each
or 6Gmaepdderdy Inglreganatoper @Hwbjmmb]lysqbymtluthdﬂwl hydroxy ( preferably

o eeab fves oy Shresrafty o'y Bt 2arvl prop-2-mu. -

t her &dfl,) ,epdegiieyn (ﬂ}ﬁl&fdrgblpéychiplrop}Ihenelhtalogzhldimnpﬁ cyclobutyl or

des C(E}!clﬁ)pentlyﬂ (%?I ?pg g In%:e%tl‘tl)e(r)fr:]d he erocyc\foalkyR?preferably isoxazolyl,
morpholinyl, ethylmorpholinyl, propylmorpholinyl or tetrahydropyranyl) or -
(CH2)5-5 or 6-membered heteroaryl (preferably pyridinyl or furanyl);

n 1s0, 1, 2 or 3.

as well as pharmaceutically acceptable acid addition salts thereof.

Independently of all the embodiments described in the specification, whenever R" is
-(CHy)q-cycloalkyl, -(CH2),-5 or 6-membered heterocycloalkyl or -(CH3),-5 or 6-
membered heteroaryl, n is preferably O or n, i.e. preferably cycloalkyl, -CH»-cycloalkyl, 5
or 6-membered heterocycloalkyl, -CH»-5 or 6-membered heterocycloalkyl, 5 or 6-

membered heteroaryl, or -CH»-5 or 6-membered heteroaryl.

In a certain embodiment of the compounds of formula I of the invention R’ is
hydrogen, for example the following compounds:

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine;
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-(CH 2)n-cycl oal kyl, -(CH 2)n-5 or 6-nenbered
het erocycl oal kyl or -(CH 2)n-5 or 6- nenbered

wedogngzoe/l , n is preferably 0 or n, i.e. prefercEBP307/050137

cycl oal kyl, -CH 2-cycl oal kyl, or 6-nenbered
heterocycl oal kyl, -CH 2-5 or 6-nmenbered

I -
SRR ASKPL RNy R OB FERORT RS 1My
Bfchtone- 2e@rpotbyt 8-phen flosamaid-4- ylb)ﬂr_rltdaeomcﬂfe}pmldlfmem is
A e R e R
2](pyméthiylne phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-8-ol
§})%E%ﬁéé!|y z&ﬁleﬁ?ﬁ RybreRyRPREIVLL A SAXARE ot T Y al pyrfihufiaz ol |
8-(&mhashy- QpKl@-yirmOhg/zlol -3-yhnH(Simak gz phenyHispxazvl-daz o] |
it qkﬂﬁhni%ﬁPX%‘” Sy i soxazol - 4-yl ) -i mi dazo[ I,
2-nadthylrd-h-methyl-3- phenyl_ 1soxazol—4—y1)—imidaz_o[1_,2—a]pyridine; _
%%%3%?%ﬁﬂ%&h?ﬁ@Eﬁ@%ﬁa&%&éﬁéﬁh)%hkaémﬁlﬁ%§8&5e?'a]pyr
3-(bemathylek phary{-Horetohy y Bimpiderny Il 2i d pyaking-7 Laytoxylimaaihmethyl

?s[t%r 2-a] pyri dine;
-(5- net hyl - 3- phenyl -i soxazol -4-yl)-2-[2-(5-nethyl -3-p
Pré fynheth gek plralyi-dsoyd Zol- 4 yi- thaidazd[ 1,22+] pyrigoge-i/ ehiarboxylic acid

- yl ox - et hanone:
%Y-C}r/‘r)é’?%%)}‘mﬁt??gg%gﬂpehyl - 3- phenyl - i soxazol - 4-yl ) -i ni dazo[ |
2-25-ah@hyl Bpharyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid prop-2-

%ﬂﬁ Xll -2-(5-met hyl - 3- phenyl -i soxazol -4-yl)-imdazo[ |,
py r1 di ne;

2—((5 SHmHthyphéi}yplmngdol Asdxazidhzofd 2t 9] pymididaZ afalhoXyhd pyd |
e 7 (im%oxyl ic acid nethyl ester;
%y P%) n%y(ah £3- phenyl -| soxazol - 4-yl )-| m dazo[ |, 2-a] pyri

g(s Snetflflag Pﬁé‘)ﬂr s%x —Sﬁc&{g%@?zoiﬁ) —%}B{hh &llgeﬂ—%?}b%?{ylic acid
FYCE-ba}Bﬂﬂﬁlld@l ne- 7 car boxyl iC aC| d prop-2- ynyl am de;
5-meth henyl -i soxazol -4-yl)-im dazo[l, 2-a] pyri
S franerb vl syl exarei-4 >0y ot ekt alnyatine. T carboxyic 4
gyc( Hﬁzia%ﬁhe3 phenyl -i soxazol - 4-yl')-im dazo[l, 2-a] pyri
-7-carboxylic acid cycl obutyl am de;

2(p3nateylng Phgiyplrengaol otk amidnzell Pralpyridined sprboxylic acid (2-
hy@m%] Qtylls,bdinﬁgej car boxylic acid cycl opentyl am de;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid
(tetrahydro-pyran-4-yl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (2-
morpholin-4-yl-ethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (3-
morpholin-4-yl-propyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (pyridin-
2-ylmethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (pyridin-
3-ylmethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (pyridin-
4-ylmethyl)-amide;
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2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[
|, 2-a] pyridine-7-carboxylic acid (2-

whyarogeet hyl ) - am de; PCT/EP2007/050137

2- (5- et hyl - 3- phenyl - i soxazol -4-yl)-im dazo[ |, 2-a] pyri
d| ne-7- carboxyl ic acid (tetrahydro-pyran-4- yI) am de;

(g%uf[ﬁ%lhy% érp %%93&0% '43% f}%ﬂg%oﬂ é&zag Pﬂqjﬂlﬁi@—% Q,Iarboxyhc acid (furan-2-

car
prorepid)- amldﬁs yl - et hyl) - ami de;

?'b%g’m {3/ 516 gﬁ’-s-e;ﬁ%éh L 1§ &101 gf} &X‘J %azom ggﬁgjrldme

Car
?ﬂ@ﬂph@] RﬁSmfyhylgﬁ' plpt;dy) isamz@éﬁl yl)- 1m1dazo[1 2-a]pyridine;

2 31 RHDY et PRGOSO RRRl YLl 2 Ok ] Py
- Seonmetetyl 33)hphﬁﬂwxa'l@04(&12ﬂm4dhzyﬂ D2-nlpyddmef-yll-2- pyr1d1n 3-yl-

%Ce?qn?ili?y” di ne-7-carboxylic acid (pyridin-
- am de;

ch(@n;mnhydrb@xypih ecig I[24(§ oxetlzydt 3-phgrly)-isomaaphAaf) -imidazo[ 1,2-
a]p%lgllnpzry] g 7 car boxylic acid (pyridin-

((ﬁ)umbtybe}@-hp Iaeld)[R-( bswothylal-pHenyl-jsokmdotid zyd)-imidazo[ 1,2-a] pyridin-
5_gﬁ%%%ﬁgri di ne- 7-carboxylic acid (furan-2- ylnmethyl)
- €; ?
aycpr@mach-aﬁsmyﬁct iyl £ 34 plventyl] -3t stengilz sbxako i yb i imid@aod] 2

2-a r

& ﬁ‘i@n@ D5EYide 86 hy1 - 3- phenyl - i soxazol - 4-y1) - i i dazo]
N; 2- @} mythiytBrpdenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-7-yl]-nicotinamide;
2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[l, 2-a] pyri

(LR Tosmiasgh e sommom st frmind ofbs et B i
balp %Hnn for-eyhrhple-thhy/folldwvmeopl ppoetiam de;
FfipBRRARANSAGY IR SRl 4oy)-imidacoly 2 ajpyiging:
@cpwom(rs-memy] -pannyiesoxawmmmmma[ﬂbbxwldlnan| d
b &bo TR T RO LA SRUBER N dikdkol £ AR RIalnge &) PV
6-26(1(5_2#’(_5&th3/1|33 phafgyhsolxsz:aﬂalzya} -iridyikg[- ILM]@grzdlbe br 2-

-7- - e oOf. .. ..
REFSh st R difirtenfreniynS T seseaobi hamtyeol b ghmidine .

alpyridin-7-yl] -nicotinam de; In a certain enbodi nent
of t hea compoembsdinfent off thelkémpowfdstofi orimiehsf tha ilR8niien R’ is

cyano, for example 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-

carbonitrile.

In a certain embodiment of the compounds of formula I of the invention R’ is
lower alkyl, for example 6-methyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine.

In a certain embodiment of the compounds of formula I of the invention R’ is
—C(0)-R?, wherein R" is lower alkoxy or NR’R”, wherein R” and R” are each
independently hydrogen, lower alkyl optionally substituted by hydroxy, lower alkynyl,
-(CHy)q-cycloalkyl, -(CH2),-5 or 6-membered heterocycloalkyl or -(CH3),-5 or 6-
membered heteroaryl; and n is 0 to 3, for example the following compounds:
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid methyl

ester;



hal ogen, for exanple the follow ng conpounds:
6-fl uor o- 2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |
WO 200808806 di ne; PCT/EP2007/050137
6- chl or o- 2- (5- met hyl - 3- phenyl - i,soxazol - 4-yl) -i m dazo[ |
, 2-a] pyridine;

g-_ a-]ngé)}%lasl-ﬁ}%;rﬂ%‘ié&é&iﬁﬂ%ﬂﬁﬁ%ﬁdﬁiaﬁ %34 Blridtn & b)cal BUxYRERhd ethyl
estdrodo- 2- ( 5- net hyl - 3- phenyl - i soxazol - 4-yl ) -i mi dazo[
%J(% méﬁlﬁ)z@' Pgéngf;lj %%%zro(l) 61 gnldﬁzor; 12 a]g%rldlrzl% I6 c&rbyﬁxyrhc ac1d
esfdpropydinpthyl-ainide; I n a certain embodi ment of the
g—g ?R@é}?gﬂ%ﬁ- gflerfy'f’—ﬁstg%z%l—lél— ﬁ’f - intlilagzd [ T)ﬁ—eﬁby@(ﬂng%—daﬁ) 09<¥ﬁ‘é19cid prop-2-
gnyldandet hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[ |, 2-a] pyri

I
o éﬁ‘%%egp]g%aéﬁé?% Esrogc%lz%i 41 J‘)f ﬁatn%SEq[?'z%AEﬂ%ﬁH%?&bq%&hJ &4
ajl'ckmropﬁmldexanpl e o |
R G e e s L S TR
ceipbotyladsidef f ornul a I of the invention R3is -C(O-R

%,(5 %&ﬁga% Rﬁglﬁ/h %soxg )ﬁthﬁf&ézogﬁ 2I\ﬁ'p§1dm% quﬁ add d

depen ent g€én, "1 ower
optdpengldnyidsubst i t ut ed by hydroxy, |ower al kynyl -(CH

%)és él?%ﬁg}pfgﬁ%éll I1sog(azol %%é{ﬁ 5511%5%0?1 EeagByrlda 1?[% 6- cagaoxyhc acid (2-
hﬁtrexyaanhyl) anadet n i s O to 3, for exanple the follow ng
g??pénéfﬂ Ph%n I;'Sé)ﬁ%ol -A- g&xbnflgﬁzoé{l% 3] p}frldlg% 260¢ﬁrboxyhc acid
[tﬁﬁa}@adpypymnn@yb—auadhoxyl ic acid nethyl ester
T PSS PP £ hrnonsie i 2
ﬁr_o@ﬁm‘lﬁthylbetﬁy})mnyé i soxazol - 4- yI )-i hm dazo[ |, 2-a] pyri

i.pe- G- xylic ac
355 Qe PR En gl B BRI b B i aia o
moZpltadlipy4-iytpropyb-aainkoxyl i ¢ acid prop-2- ynyl am de;
%-_ %—gﬁgﬁfy:lr%/—lg%siyﬁsgg%zg - —ygi/( gs%oi &)érzgwggégea %5(.)J'(1r‘tioxyla(;I 2§ tpyrldln—
2-y(rhetireglh) aylidg- phenyl - i soxazol - 4-yl ) -i m dazo[ |, 2-a] pyri
g (5] mghﬁa;{ pl?é(n\grh 1s%xgz%ﬁ—gr—yl) imidazol[ 1,2-a]pyridine-6-carboxylic acid (pyridin-
3-ylmethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (pyridin-
4-ylmethyl)-amide; and

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (furan-2-
ylmethyl)-amide.

In a certain embodiment of the compounds of formula I of the invention R’ is
amino, -NHC(0)-R’ -5 or 6-membered heterocycloalkyl in 1-position, optionally
substituted by =0 or -5 or 6-membered heteroaryl in 1-position, for example the
following compounds:
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-ylamine;
2-cyclopropyl-N-[2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-yl]-

acetamide;



cycl obut yl am de;
2- (5- et hyl - 3- phenyl - i soxazol -4-yl)-im dazo[l, 2-a] pyri
walewengsear boxyl i c acid cycl opentyl am de; PCT/EP2007/050137
2 (5-net hyl - 3- phenyl -i soxazol - 4-yl ) -i m dazo[
, 2-a] pyri di ne- 6-carboxylic acid (2-

S PSR Bt i 2o 3
hcepaifigyr i di ne- 6- car boxyl i c acid
| . -
R e e e R
h]pgridinplryl]ehinmide;6- car boxyl i ¢ acid (2-
5 g%[og)ﬁ%%eﬁa;ﬁo%hlg ﬁ&ﬁiﬁ?)@%g i3 phenyljsonazolyd-ly-imidazof 1 2-alpyridin-
b-yB-ahidyy i di ne- 6- carboxylic acid (3-
SRR R R e R H STty spyaeglaga imidazol12-
h]pRridinpg-yl] elinmiele;6- car boxyl i c acid (pyridin-
- ety ani de N . .
SRy S 3 Rh g aradstdydmidiegh 2 plpptidif-o1-benvamide:

10 N [2=@}myﬁ1yu8qmeﬁylawﬂam<ly4 i16-iddd acto [( 18 b j pdtidin-6-yl] -nicotinamide;
TSty B Eparcl dsedy v idazafd -yt y-szesdiy Prone:
m[ﬁQS%ahﬂh})phézny@lmsz @@U’ irﬁlﬂdlzol[4 2}’21] pridiylc) ylpplydelidin-2-one;

- 4- - azQl,.
TR RS R s AR S eyt
zammlahylmplaemyeﬁgoaml argtppdmmbl ofyl-irhielagsNT20] peksdiaé or

s bl b dte hat EPbe i atierr Y a1 o gparine

optionally substltuted by =0 or -5 or 6-nenbered

ng,rgiﬁ?ﬂ]ésenlt gor%ip of ?ormulg i (i( t%nglp%a}r;l]gceflgcl:alﬂgf\gcce table salts

Araf be gsﬁiphwd tgrrﬂétﬁa&d knos@mamé ard- 9t dxaiplé] % Pl dcedead @yiibed

an 6- $n1neA

'Y cy %ﬁ BIRFESSNOPPI 8 net hyl - 3- phenyl - i soxazol - 4-yl ) -i
m dazo[ |, 2-a] pyri di n-6-yl]- acetam de;

20 ﬁﬁ&ﬁh§ikdﬁ@dﬁd&dfﬂﬁﬁ&ﬂyl-isoxazol-4-y|)-inidazo[l,2-a]p
yridin-6-y|]-2-pyridin-3-y|ace&9n1de;
cycl opropanecarboxylic acid N~
[ 2- (5- et hyl - 3- phenyl

5
-i soxazll - A~ YR) -i mi dazo[ 1, 2-

Br I
with a compound of formula:
4
N R
H,N—¢7 \
3
= R
R
R2

25  to give a compound of formula:



a] pyridin-6-yl] -am de; cycl obutanecarboxylic acid
[ 2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-imdazo[l, 2-a] pyr

WO doonos®Beg/l | - am de” cycl opent anecar boxyl i ¢ aci BICT/EP2007/050137
[2-(5-nethy|-3-pheny|-isoxazoL94-yI)-inidazo[ 1, 2-
a] pyridin-6-yl] -am de;
N-[2-(5-nethy|-3-pheny|-isoxq;gl-4-y|)-inidazo[l,2-a]p
yridi n-6-yl]-benzani de; N
N-[ 2- (5- net hyl - 3- phenyl .
a] pyridin-6-yl] -nicot
[ -[2-(5-nmethyl -3-phen

5
#Th-yl)-imdazo[ 1,2-
yl)-imdazo[l,2-a]p

| -[2-(5-net hyl - 3- phenyl -i soxazNF= Ry-imdazo[l,2-a]p
yridi n-6-yl]-pyrrolidin-2-one;
2- (5- met hyl - 3- phenyl - i soxa®
azo[ |, 2-a] pyri di ne; 3
2-(5-nethy|-3-pheny|-isoxazolfﬁ-yl)-6-pyrazo|-

| -yl -imdazo[ 1,2- a]pyridine or 6-imdazol -

hyteinZR (| B? et RAndR phenydestisidabole, 4- yl ) - i mi dazo[ 1, 2-

jdi ne. The. t ds_of f la |
BB SO o B P PGB Sl 8 P i A0y accpta
miltephe prbeby dewiribod sbdsrallows thetphepaaation dfatl tiexamppaindby

rocesses.descri bed bel ow, which process conpri ses:
ggﬁgupﬁﬁagy?5WB&ﬁﬁ@nof fornula with a compound of

fornmula: to give a conmpound of formula:wherein Rl, R2,

Sg;,]v 4? ?)Elgwglsgcssfé%lae %a%sge e%;t e? %F%g%)svfgmr%f)]%htlérﬁ OP c(:af:?tla{necgdmpounds
phtarmahkdui incat dytadlccept abl e salt. The process

descri bed above allows the preparation of all the

conmpounds enconpassed by the invention. The follow ng
schenme descri bes the proces&@ésmtadr preparation of

-g-pyrrol-l-yl-inid
R

certain conpounds of forrmula | in nore dg%ail. Schene
1 In accordanoei th Schene 1, the acidd formula IV
or V can ha tiegfed with standard aprde-b¢hd coupling

met hods,
sol vent,

a? treatnent with TB ui t abl e
sui t abl e base,

b

In accordance with Scheme 1, the acids of formula IV or V can be treated with
standard amide bond coupling methods, such as treatment with TBTU in a suitable
solvent, such as DMF, followed by the addition of a suitable base, such as
diisopropylethylamine, followed by the addition of the appropriate amine to give the
compounds of formulae I-a or I-b. The compound of formula I-a is a compound of
formula I, wherein R” is —(CO)-R® with R* is NR’R” wherein R” is hydrogen and R’ is as

defined hereinabove. The compound of formula I-b is a compound of formula I, wherein
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di i sopropyl et hyl am ne, followed by the addition of the
appropriate amne to give the conpounds of fornul ae

wo 2@7082806 b. The conpound of fornula I-a is a pOPP2NT050137

of formula I, wherein R2 is -((¢0 -Ra with Rais NRR
wherein R' is hydrogen and R 1s as defined

ef.ei I 219%) froof - by hS: :
R SRR S SRTCMRGCR .y R Red it ko Ay SR Bn
giterein R' is hydrogen and R is as defined herein
above. Schenme 2 In accordance with Schene 2, the acids
of formula IV or V can be tgapsftornmed into the am nes
of formula I-c or I-e via a COrtrus rearrangenent by
treatment with di phenyl phosphoryl azide in a suitable
sol vent (eg t-BuCH) followed by acidic deprot ec&_ioon of

t he Boc gt . The resul ting| Ries can then bej »r
acyl ol | owi ng stan i de bond coup
met : h as treat I ZANTBTU | n a s a

bl
sol vent, guch _as DWF, followe dthe addi tion ofy R
sui tabl g Qage,” such as diisapkgpyl et hyl am ne, fol{ ofedo
by the ad \Nao of the approprfate, acid to give tR NJ(R
H

conpound$§ of,df ormyl ae I-d and”I-f. Sehene 3in
accordance with Schene 3, the hal ogenated conpounds of d

formul a 4o can be transforneg-4nto the productsyed
fornula l-2—Rind I-g via W%opper cat alysdd/—R
N-ar bond formation su as Yreatnent of m ge of

f or M4 Nor NTONt aini gSoﬂ\'G- Aepber e a)

het er ocycl 1 heteroaryl conpownd of fornula Vi '
the pr of cesium carbBmayedi n a suitabl erRso\vént
such as iR the presence ofya Eopper sourceogugh &5
Cul fol M@wesl byvheating in a mcrowave oven at J H H

el evated tenperatures such as 200 0OC. As nenti oned
earlier, the conmpounds of fornula | and their

phar Mator g a3 B A A RO RP O bt fpoa e
therapdnesds fafmilhé cpir ¢somt a Cnm'ﬂrstréanran@eraer!lti tgamggnémmjth

AAr 5 .
BP0 SR AP oLl 1 (SR Gy 0 i
_émammremtgh ﬁc:c grgmg Tgl;ie rcei'llrive\'/in tg gm{uﬁag n?g tshimfole acylated following
NG PR SO oBPERE MR Es e vt Gia el il XBTdn apuitabie

solvent, such as DMF, followed by the addition of a suitable base, such as

diisopropylethylamine, followed by the addition of the appropriate acid to give the

compounds of formulae I-d and I-f.

Scheme 3
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The affinity of conmpounds at GABAAreceptor subtypes
was neasured by conpetition for [3H flumazenil (85
w@edomogdspe Roche) bi nding to HEK293 cel | s expr eBSI/RBR0DA50137
(stably transfected) or human (fransiently
transfected) receptors of conposition al b3g2, a2b3g2,
a3b3g2 and a5b3g2. Cell pellets mehgosuspended in
Krebs-tris buffer (4.8 mM KA, 1.2;myG#Cl2, 1.2 nM
Mg , 120 nM NaCl, 15 nmM Tri 1% 5; bindi ng assay
buffer), honogeni zed by pol yt for . 20 sec on ice
and centrifuged for 60 mn at 470C 'éq 00 g; Sorvall,
rotor: SMR4 = 20000 rpm. The cell Rwer e
resuspended in Krebs-trb ffer mAd\h geni zed by

polytron for ca. 15 sec _on roe. Pogt

(Bradford net htsefABiso- Rad) al iaaﬁ ts of 1nL were
pr epar ed S "yfeEQaL/(SU/ggfyRaaloligand bi ndi ng

arried out in a volunme of 200NT
wel |l plate [

whi’CHY cont-ained 100 ni of L/
menmebr anes, [ 3Hif gﬁtﬁ\ar\a\ggﬂce i
for al , cc2,y gubuni t s—=ad 0. 57 nM subunits
and the test co u in "@Wang@ of 10-10 10 6
M Nonspeci fic W nding, was defined by 10 dijazepam
and typicgéJyBﬁﬁpresented | ess than 5% of th
bi ndi ng. says were incubated to equilibrj for 1
hour at 4 0C and harvested onto GF/ C uni- §i'Fters's
(Packard) by filtration using a Packard harvester and
washing with ice-cold wash buffer (50 MM Tris; pH

: s [

FLRbar Bty S 3 MO F LRI LR R 1Y e
wenormzddoncathe graickpf Exorila Fif and Meotaosaidaid eappengagalysed N-aryl
B&ﬁi fSAl802 gucth\%g tl% WP éuﬂﬂﬁ'oé T(?ﬁlu?% g Haqg'TQ—éo&faintiJES—or 6-

acconmpanyi ng exanples were teste ove
degheidddrtaiseyaly] onlderohey] goreperndeef femamplo YAH SN werpesence of
ess. i iespl
e b0 PRD AES MBbl oA 8 DR BEFERlRe A o ol souree
susbep Col fdfowgd by hratorg ih @ssicrawava opmedt elevaidd emmipesdatmesatsuch as
% scconmpounds of the invention are binding selective
or the cc5 subunit relative to the al , a2 and a3
subuis meThenaloapourttis cahpdwrdngf formuds] el thegphtuledeutically
. . L I
PABIYBEEHL LN B 5 B 00, BBt s
edap R bF tHegdrefeh EaERIInaRS ligahlle fRN@ABA@EdtdpEak containing the o5
preparations can be adm nistered orally,. e.g. in the, )
fetondepihsteiore dgefb iy thaierpy Wheregpeaionsangncgpgnt is required.
soft gel ati ne capsul es, sol utions, enulsions or
SUS PERSEARSountil Svepdinvértisite @i QdokidRce WONEEAEst gBlef Belhafter.
effected rectally, e.g. in the formof suppositories,
or

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.

Cell pellets were suspended in Krebs-tris buffer (4.8 mM KCl, 1.2 mM CaCl2, 1.2
mM MgCl,, 120 mM NaCl, 15 mM Tris; pH 7.5; binding assay buffer), homogenized by
polytron for ca. 20 sec on ice and centrifuged for 60 min at 4 °C (50000 g; Sorvall, rotor:
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parenterally, e.g. in the formof injection solutions.
The conpounds of fornula | and their pharnaceutically

waeisabbgsaci d addition salts can be processed WCTEP2007/050137

pharmaceutically inert, inorgapc or organic
exci pi ents for t he production of tablets, coated
et
SRt Ao AP AR BRI P A AR SARRULRS  ISKPIR) |
b@mpg@l@élbwwétt@ncfaﬁcao &5 srsead iges Peotein easangiswied § Beadgord method,

BRILRIBIhASqusts B3P ERT. R&E phphattdd@latdrBacapsyl es.
SUI t abl e ex0| p| ents for soft gelatine capsules are

eta ils, waxes, sem solid
© . B0 ER ai g R e S astifLogtdh SrRB D Rl B plates)
s/hichtcbﬁmﬁwdrlﬁom offxell ateencdrghesfdHElympeihilat s concentration of 1 nM

?o?‘%ﬁh &5°@§ Sl%burlllYtg hid 6#9&\;{ forgticju %u%s nfits gﬁ:d th§ltlés¥ Q(prllﬁound in the range

af Kbh@)f 5 10 pM %vlnspecglqlu@dlog wavé@femdbt\/éood\{l diag¢pam and typically
%kés@rﬁ'e@ le%g(ﬁl'aﬁ Is6NGShE @Htalsﬂﬁpcﬁﬁz? | AQf nsjls %r&&@u@xt&i to! ﬁﬂﬂ)ﬁlum for 1

hardened oils, waxes
peunasHs Cand hagespledoBto GF/Feurprfa?eﬁSa@’éequ&aby @Fréb%ﬂ? afmgm?ackard

Bﬁﬂes@@&hdhﬁhsﬂh@S@ﬂh\daé—bM@Svas}S&hﬂﬂé}l(50) Msr,nss;mblsl) | A@Jr?d,rym g,
emul si 1] er col or

ent s
Hicrvishon e iogip 858 abla 5T ny TN GO GBEBRR vatues were
tuid flaed psinpEkdehFitalyBearosofgrandniré teintkant sf twbhieyeroamatains.o
contain still other therapeutically valuable
subsThanoespoulils ofl deageonepan yingrexampiehimaratesded ini the aovenigscribed
X\gs}al and [he (%&relsrgd C(prﬁ ﬁ&(fs%geré f%u‘illa% ggs%%\é a%%lalue r dlsplacement of
Uit ensnts I'n each particular ca | gen era?
1318 fle@seeraf frémhals @Bhind @ﬂth@fdt%ﬁ&bde)ﬁtdﬂ%@@?nmor less. In a
about 10 to 1000 ng per person of a conpound of
pefreredlenflydimernt the stropduhdsof dpnpgmtioataes bialingoelgétiveer the a5

ve upper | 0 be exceeded when necessary.
%‘ﬁ)é‘nftdF]Ia Wtﬁdh%%iﬂ%fé%{?ggls‘ﬂ@t@at e the present

invention without limting it. All tenperatures are

P et 1 S A S TRhRGTOCO] T o T ho| UGQRM] has

melNfer ;| ng/ t abl et |ActN9e substance 5 No.
1 166.8 25 154.4 49 80.5
2 231.7 26 109.6 50 85.9
3 126.4 27 120.9 51 76.2
4 146.1 28 172.7 52 143.4
5 20.2 29 116.9 53 164.2
6 23.0 30 154.4 54 88.1
7 125.8 31 23.9 55 38.4
8 81.7 32 44.5 56 54.3
9 101.2 33 23.6 57 20.8




Lactose 45 Corn starch 15 Mcrocrystalline cellul ose
34 Magnesium stearate 1 Tabl et weight 100 Exanple B

w@2psn0smes of the foll ow ng conposition are
manuf act ured: ng/capsule Activ

&e'

PCT/EP2007/050137
substance 10 Lact ose

155Corn starch 30 Talc 5 Capsule fill weight 200 The
abtovc aubslt4§%ce, Hactgse—ant—cgr—starchgarer i '28'2)’
mxedlnam'xer and t'hen ijn a conm nuti ng machi ne.
The m Xture is retjurned to|the mxer, [the talf is
addéd tlher ét’/@.7and |m x8d t hor ougldl8y. The m9xture i $4.7
filled by machine |i nt 0 har d gel atine capsul es| Exanple
C _Crinn + roc nfl tha fAlllawg ny ~n Qi t1 AN
A2 'J'J OI C U =] Ul [ LIRAYABLIR"A'A /L UII’J JOI C \WA N T C
mantf agt ur ed: ng/cupp%Actlve s%gbgs:t ance Suaposi39'gry
mass 1285 Total 1300 The suppository pass is pelted in
a dBasg or 814el \essall, mixed 6Boroughl ywland| cool%®4
to 45 (C. Thereupcn, t he finel y powdered actiye
cnhct ance | o uup\. thar at N u”u c+|2rre Nt i | ha;o
di sper sled c§ﬁ§| et el \3$he m xt L]]Pé Jour@d [ wto
supposif|tory noul dg of sui tabl e si ze, |eft to cool, the
supposift ori 280 ar e [t he39r enpved f90om t he ra3ul d§ and38.7
16 114.3 41 41.2 64 73.2
17 96.0 42 85.5 65 41.1
18 159.1 43 36.9 66 574
19 124.3 44 - 67 134
21 97 45 189.5 68 5.5
22 198.7 46 90.3 69 7.13
23 182.8 47 50.7
24 33.1 48 79.4

The compounds of formula I as well as their pharmaceutically usable acid addition
salts can be used as medicaments, e.g. in the form of pharmaceutical preparations. The
pharmaceutical preparations can be administered orally, e.g. in the form of tablets, coated
tablets, dragées, hard and soft gelatine capsules, solutions, emulsions or suspensions. The
administration can, however, also be effected rectally, e.g. in the form of suppositories, or
parenterally, e.g. in the form of injection solutions.

The compounds of formula I and their pharmaceutically usable acid addition salts
can be processed with pharmaceutically inert, inorganic or organic excipients for the
production of tablets, coated tablets, dragées and hard gelatine capsules. Lactose, corn
starch or derivatives thereof, talc, stearic acid or its salts etc can be used as such excipients
e.g. for tablets, dragées and hard gelatine capsules. Suitable excipients for soft gelatine

capsules are e.g. vegetable oils, waxes, fats, semisolid and liquid polyols etc.
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packed individually in wax paper or netal foil. The
follow ng exanples 1- 69 are provided for illustration

w@boovkgsicivent i on. They shoul d not be consi der BdI/EB2007/050137

limting the scope of the inv_eEx_i on, but nerely as

bei ng representative thereof anple 1

2| gg %%ngcél&?ﬁay heI Iﬁ%&&ﬁre%f ¥$121t15111'g &%Zs%ps %reaé Q Wa&er

Bolypls oaerherse| i vost spgpih glucgsesteny| | soxazol e

(c ongiﬁfa%ﬂ@éxkﬂ)le%\/@olr aldc@ibn (d1BloABare 8 g5w5‘i@p|a)coﬁ8ﬂ polyols glycerol,

2am‘[§ r|d|ne (47 g, 0.5 nmol) in ethanol 1)
ReHBEUnder reflux under argon for 3.5 h . Then

anot &ﬁfablﬁﬁxtipwﬁtﬂf)r Supiskingipg ik, N @ afuddl drthardEne® oiRYBlakes, fats,
was 1add(?d 1a ) ef;\ % gﬁunder refl ux continued for
SRbERRYT PRliqudRalyois e i

tingm xture was then cooled to
r oonmMogerpeer, ahwlmrmlaobumhdrprqwatms kydeaygen presebatintsesolubilizers,

ﬁ[ggﬂl tér?g e[lycq‘i’({ n%?giﬁgrfaﬁ%e{eﬁg‘ r&)%‘flaﬁ %Vma?ﬁ'isu Gffts for varying

eat ‘und ter COO n O room
therpIBIosE prassure, H%lff?f%( maplan gagen oy RaHOFA S vﬁl‘%‘;ﬁafaﬁl&o contain still

6ohkr BfefHPuidalll veimk s@szaineée. The conbi ned or gani c
re then washed h . wat

| aye Wi
ovor TR SUBRAT B 3 e Uy dag s Oberissy B BB e,
midlividRl réduireateh Brin bychqlar tidwdragseaphyeneiSil,Gh the case of oral
et hyl .acet = 100 0: f e

AR ERELEA AT LR, S amodbd () foRn i behn R 88ab i of
kéngtatl foratulolhshputd bavippropréntes afifudh thibgvewppExlamyicen 2lso be
&Cg@eﬁxxl,heg neassiR.hy! - 3- phenyl -i soxazol -4-yl)-im dazo[|

2-a]l pyridine A m xture of
"Fhé R wRac&hiples Atu¥EhRYhe %( cBHR MWeh O @'Ztﬁl)@t limiting it. All
(connerC|aIIy avallabl 112 ng, 0.4 nmol ) and
IR A Bres Arpedi YRR 1P legigey{eelfius ny, 0.4 mnmol) in et hanol
(2.5 nm.) was heated under reflux under argon for 5 h .
The m xture was then pouregx9f @A(vater and extracted
wi th ethyl acetate. The conbine anic | ayers vvere
t henToRiehebthsifeliowiag @Qma%tl%wrﬁénana gegyedethe dsenl granner:
sul phate and evaporated to | eave a yellow oil.
Purification by chromatography (Si G2, heptapg/@abiy!
acetate = 100: 0 to 25:75) afforded the title conpound

%é?vegggsta&?éov\gl E:rl\%\p“/aerobt ai ned as a col ourl ess, oil.
Lactose 45
Corn starch 15
Microcrystalline cellulose 34
Magnesium stearate 1

Tablet weight 100

Example B

Capsules of the following composition are manufactured:
mg/capsule

Active substance 10
Lactose 155



Exanpl e 3
8- Chl or 0- 2- ( 5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[

WO 200a)gg0é di ne As descri bed for Exanple 1, PCT/EP2007/050137

10

15

20

25

30

4- (bronoacetyl) - 5- et hyl - 3- pheﬂyllsoxazole
(comrercially available) (140 ng, 0.5 mml) was

v d, using 2-am no-3-chl oropyridine instgad of
ggghgé%gyrldlne to the title conpound (117 ng$ﬁ76@©
Whcch was obtained as a yellow foam MS: me =310.3
[ MtH +. Exanple 4 :
8- Br ono- 2- (5-nethy|-3-phéﬁ§??¥£%Q§n t-4-y|)-i%r(1)0dazo[l,
2-a] pyridine As described for Exanple 1,
4- (bl U@@L}hs)a.nge et ¢pglan @ coimestyrch g]@)@gtb{ mixed in a mixer and then
ﬁl‘?@&}ﬁ% dﬁqn [%Bfn?clé l ?f?é ﬁﬁxtélje%g rdt@mel 105 tHyﬁin}r alc 1? added

converte si ng 2-am no- 3- bronopyri di ne I nstea
thegatp ﬁ@fb;mmﬁh theroutgblyt Hlee mitthee is Gigsdu aqhgse imtp haygogplatine
g@j&% was obtained as a yellow gum MS: nme =

4.07'356. 1 [ M+H +. Exanpl e 5
2- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-a] pyri
di n-8-ol As descri bed forEEmEHﬁﬂg 2,
4- (bronpacetyl ) - 5- et hyl - 3- phenyl i soxazol e

( congmy ki@l il ot U bABL B c&ﬂaﬂ)@sﬂ@n a Ral R reW@s

converted, using 2-am no- ydr oxypyri di ne i nstead of

2-am no-3-nethyl pyridine, to the title conpound (6 ny,

4% which was obtained as a yell ow f oam v

292.1 [ M+tH +. Exanple 6

RcBenapitands- 2- (5- et hyl - 3- phenyl -i soxazol - 4-yl)5i m daz

o[l,2-a] pyridine As descrlbed for Exanple 2,

SURROSENDARBE v ) - 5- et hyl - 3- phenyl i soxazol e 1285

(comrercially avail able) (140 ng, Opgpalmol ) Wa®)

converted, using 2-am no- 3- benzyloxypyridine i nst ead

of 2-am no- 3-net hyl pyridine, to the t|t| und 6
B0o4UPRAPIENY HSS Bt ay g@ssemsre&mesaf; Yo yand

B@ledﬂoﬂ?’@@”ﬂe@ulﬁd\ﬂ* e finelyE¥ANRIr&1 aCtive substance is added thereto and

| - (5-Met hyl - 3- phenyl -i soxazol -4-yl)-2-[2-(5-nmethyl-3-p

ﬁgfﬁﬂ unty ét)gléilf ngpgrsS:fi/ §ompletely The miXtute is poured into suppository moulds

?f@u@kam@ [size, aefaloowon dhdsBpylidriel aetthanne ves dastleind@dds and

or

packed 6%‘8@&11)“11)‘ wax Rl Mt iethy | i soxazol e

(comrercially

The following examples 1 — 69 are provided for illustration of the invention. They should

not be considered as limiting the scope of the invention, but merely as being

representative thereof.

Example 1
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine

A mixture of 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially available) (140
mg, 0.5 mmol) and 2-aminopyridine (47 mg, 0.5 mmol) in ethanol (3.1 mL) was heated
under reflux under argon for 3.5 h. Then another portion of 2-aminopyridine (24 mg,

0.25 mmol) was added and heating under reflux continued for another 1 h. The resulting
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avai l able) (140 ng, 0.5 mmol) was converted, using
2- am no- 3- hydr oxypyri di ne i nstead of

WQ@2@niosesea- net hyl pyridine, to the title conpoundr/€&®07/050137

ng, 7% which was obtained as_ g, yellow foam M5 mle =
491.3 [M+rH] +. Exanple 8

\Zjé%ﬁé'w&s tgeI{ éodlés?f %3%01% tgllﬂggr% rk §§ an%eﬁlesbglju}ﬂ ﬂ&dr%&%ﬁdnate (63

pyridi ne eSCr i
g B dnoacle ngded-adithe tepiltisg phistuyd hewsdapsleereflux for 2 h. After

é&oqgg?g ?(g)% Ilt,lésﬁllli?]e\g@tgté meel}mé_ aﬁ‘gf)ur%d% rt.'c.f@/lat)er X\@(?exérac'%ed with

converte am no- pyridine inste
ethavicaete3Thethybipyd prbane layers wire thantwashebwpbwvatkr @22 brine, dried

% é%(?lﬁ %Cdlg%f‘{%%yg&n%?fg@ S&' 1e8%e AyEh AP EQidation W M €
qhrBitriayd @ 2Py Sifkt hepitarBxqoind nydtate so Xk to- 30:30) fforded azofitl

- r
&b gfé}“%)s%g%&l hﬁ&% of:yi%%@%ﬁﬁl ¢ ellow oum. MS: m/e = 276.0
(Mehiter ci al | y avai |l abl e) (140 ng, 0.5 mmol) was
converted, using 2-am no-4-ethyl pyridine instead of
2- am no- 3- net hyl pyri di ne, to the title conmpound (33

ng, 279% which was obtai neExampedellow oil. M5 me =
304.0 + l.e, 10 : o -
2- (5 e 5 GBI bavtivonegh gy 12 lvicine
, 2-a] pyridine-7-carboxylic acid nmethyl ester As
en?% ulagr{egg%-zg{ﬂn}%xag%ﬁﬁ@et}gl—a}Pé]ﬁg}ylisgé%(zg%e&fsgmmerciaﬂy available) (112
fmgomtmmgalah& 2aammbai9hlebhy(p&8ﬁmaj43 ing) Ommin))l)\/iﬁgthanol (2.5mL)
t 4
R e TR AR T r Mean RHTF 245 BiRBGORA A STu8 water
g eﬂ&%ed“ﬁitlﬁélhjll@%et@tbt "B\ @@n lEiseBongghik Myefsaane thvb:wasiiel with
= 334.

VH-
é’aieéa‘lfét"h% G%‘ gﬂ%‘?ﬂf g%gb%‘iélﬂte %%V?P‘?rﬁ’ieﬁé% Jf[aive %Y%]l]]oki‘ﬁ/‘?l
Hutificaliof ﬁ&:@ﬂ?@tﬂlatﬁg@pﬂl}d(&:@g ﬂleptra@@ydhgrmcbmge amode taps:75) afforded
en SO I m
TR mo A Eorm et bRyt £ W43 P oo 45 SG A g Oy MS: m/e = 290.3
VB het hyl - 3- phenyl -i soxazol -4-yl)-imdazo[l, 2-a] pyri

di ne-7- carboxylic acid nethyl ester (1.2 g, 3.6 nmol )
in THF (9.9 nL), water (9.9 nL) and

Example 3
8-Chloro-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[1,2-a]pyridine

As described for Example 1, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially
available) (140 mg, 0.5 mmol) was converted, using 2-amino-3-chloropyridine instead of
2-aminopyridine, to the title compound (117 mg, 76%) which was obtained as a yellow
foam. MS: m/e = 310.3 [M+H]".

Example 4
8-Bromo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine

As described for Example 1, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially
available) (140 mg, 0.5 mmol) was converted, using 2-amino-3-bromopyridine instead of
2-aminopyridine, to the title compound (85 mg, 48%) which was obtained as a yellow
gum. MS: m/e = 354.0/356.1 [M+H]".
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met hanol (2.2 nL) was added |ithium hydroxide
nmonohydrate (302 ng, 7.2 mmol) and the resulting

worzooang2ssd i rred vigorously overnight. The ni xtPCEERES7/050137

t hen evaporated and acidified mth hydrochloric acid (
| N) and then extracted with e acetate. The

conbi ned organic | ayers were then washed with water
and brine, dried over sodium sul phate and evapor at ed
to | eave a yeIIow sol i d. Pdixafmipkation by trituration

whlt Ehhi,géa(gﬁ\d £3 ‘Eﬁgnﬁ']?o;ﬁa%&l'f%lg%%%%ﬁg é»%]?gnﬁ'%ﬁ-g?%
%s éesg (P %a ﬁ%rggle 2%/1%} 6%%%0%%&&%?5—%eghy p%en;ghsoxazole (commercially
gv_zadgk_ﬂp) (d[ég) Ihrpe O 5yrh maiy veba c@’mvmteﬂajlstult g) Z}Bmal’go 3- hydroxypyrldme instead
B HamF- SR e 3% QF ey i T i T idined asa
pllowiasmabibeth/&= IO [M+H Et r anet hyl - O (benzotri azol -
| -yl )uraniumtetraflu oroborate (71 ng, 0.22 nmmol),

N, N-di i sopropyl ethyl amine (129 ng, 1.0 mmol) and
am nonet hyl cycl opr opane ( 1¥xatpleds 22 nmmol ) andt he

resul ti r rre room eratur f.or 1h
i A R R R B U A LT A
of brine : vvater (1:1) and extracted vvlth et hyl
cetate. Th con‘oln or nlcl e rethen
AF Bt o B! BB 208 SPrRebarH oEil & Theay oI gy mercially
mﬂhlﬁa)v 4@nygeblsqmmel)lwaslauﬁvérteaaagnﬁga it B DAL P PIWYine
et hyl tate-]r to 2\%5&%
glﬂeaﬁi HE4 Ao Bipe yleaﬂ%aaﬁa thet ( S(&g which was

slbttaaﬂea@giaﬁghtayembls@w sad: intfe =MI82. mﬁ]+373 1 [MH +.
Exanple 12

2- (5- Met hyl - 3- phenyl -i soxazol -4-yl )-im dazo[l, 2-a] pyri
di ne-7-carboxylic acid progxgmpyy! am de As descrl bed
for anple lib,

2-( 5116%5%113!131 Eh@ﬂrw%@k&z)d) 242y pysthyloaplgnyl-poxazol-4-yl)-

a] pyri di ne- 7- car oyl ¢ ﬁﬁ Hidif 8- Bx ]Oetﬁaﬂnﬁel) was
converted, using propargylam ne inst ead of

ani nonet hyI cycl opropane, to the title conpound (45 ng,
%g%f@scé’Q’FéI:\(/ﬁ(}ﬂr ‘ﬁ%%n%gg?r%—:@glq)fg(ﬁc@ty%—ﬁl%t}ﬁ/i)—blﬂiren%bxe[gofe (Commercially
2vaflablietIH) mB 0 dhvempl)-wassravented 4usjn 9 2-paminga 2 oyt oxypyrpding instead
gt f—gr'nzﬁoc—gl—rn%{ﬁylbﬂqﬁrdiﬁ&'tg the title compound (18 mg, 7%) which was obtained as

a yellow foam. MS: m/e = 491.3 [M+H]".

Example 8
7-Methyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine

As described for Example 2, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially

available) (140 mg, 0.5 mmol) was converted, using 2-amino-4-methylpyridine instead of
2-amino-3-methylpyridine, to the title compound (22 mg, 19%) which was obtained as a

yellow solid. MS: m/e = 290.0 [M+H]".

Example 9
7-Ethyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine
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cycl opropyl am de As described for Exanple |ib,
2- (5-net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-

w@k@ynsmsoae- 7- car boxylic acid (64 ng, 0.2 nmol )CEB2007/050137

converted, using cycl opropyl a_nigw_e i nstead of

am nonet hyl cycl opropane, to the title conmpound (35 ng,

48% which was obtained as a yellowsolid. M5 nle =

359.3 [ M+rH +. Exanple 14

As (&enbednfpr Eampple Ry 4 brooxaeetlyl) £ yie)hyi-Gidan v sb xzo k] (ggmimercially

?\2) ?lglgz()aﬁ%{) EPgipg'rﬁm%B'v%s‘éXﬁ%%H} 13@1@5—91%11‘1665—4%@55@15%%% instead of

2-afBnerdtthythypyphieeyto-the oaewhpadund (33inng, 3d%0 [whichpwas obtained as a
[:dh €= 7~ Ci iGiacid (96 ng, 0.3 mmol) was

é%vweérlghe\gs? Hﬁ/gi_ﬁ%oggﬁy%%bfyl am ne instead of

am nonet hyl cycl opropane, to the title conpound (89 ng,

8099 which was obtained as ganllilg% yel | ow foam ©MNB:

me = 373.0 [ MtH +. Exan‘pFe P

1525-Methdt Iphen3d-Hoemol 43 piaiziato[ 4,2yd] p yiidin g za@afboxRliahqy methyl

ridi ne-7-carboxylic acid cycl ogrentyl am de As descri bed

for Exanple |ib, est
2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-imdazo[l, 2-

ri.di ne-7-carbgxyljc acid (9 .1 9. I S .
B Reibutier FaiRgldy bty tan ha sk SugtgRokasS R commercially
avgilasieet289 hay ¢Joapmopains coti wrtel cudin d ihethgD2rpmiisp y(i8herdy,

o . . . :
%’;g/%g‘fg%g@@?%g bhﬁﬁé}%ﬁi&% i % G HSLLW T R3M o M%) which was
Bbtabrelvat hydltod- foR@NWS: hgexB30/1{#-yH)*- | mi dazo[ |, 2-a] pyri
di ne-7-carboxylic acid (2- hydroxy-ethyl)-am de As
descri bed for Exanple lib,

2- (5-net hyl - 3- phenyl -i soxag@dmgleyl ) - i m dazo[ |, 2-

a] pyridi ne-7-carboxylic acid (96 , 0.3 mml,} was . .
co n\?éQ’SfMa‘Ehyﬁ%m]ﬁnélflﬁ%Plaﬁh —érqlql%zp aHnyrldme— -carboxylic acid
am nomet hyl cycl opr opaggloprepylRityitdhfidgé ompound (78 ny,
729 which was obtained as a Iight yell ow foam M5

me = 363.3 [MH +. Exanple 17 o .
2y £-05-Nediw 3- 3r dPRE ¥ ka8 @XAZ R idAroy | D -al] IrlBg 0l lcardrodlIRYdchd
dine- /-carboxylrc_acid . o .

To a solution of 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-

carboxylic acid methyl ester (1.2 g, 3.6 mmol) in THF (9.9 mL), water (9.9 mL) and

methanol (2.2 mL) was added lithium hydroxide monohydrate (302 mg, 7.2 mmol) and
the resulting mixure stirred vigorously overnight. The mixture was then evaporated and
acidified with hydrochloric acid (1 N) and then extracted with ethyl acetate. The
combined organic layers were then washed with water and brine, dried over sodium
sulphate and evaporated to leave a yellow solid. Purification by trituration with heptane
afforded the title compound (764 mg, 66%) which was obtained as a yellow solid. MS:
m/e = 318.1 [M-H]J".

b) 2-(5-Methyl-3-phenyl-isoxazol-4-vl)-imidazo[ 1,2-a]pyridine-7-carboxvlic acid

cyclopropvlmethvl-amide

To a solution of 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-
carboxylic acid (64 mg, 0.2 mmol) in DMF (0.3 mL) was added N,N,N',N'-tetramethyl-
O-(benzotriazol-1-yl)uranium tetrafluoroborate (71 mg, 0.22 mmol), N,N-diisopropyl

ethyl amine (129 mg, 1.0 mmol) and aminomethylcyclopropane (19 uL, 0.22 mmol) and
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(tetrahydro-pyran-4-yl)-am de As described for Exanple
lib, 2-(5-nethyl-3-phenyl-isoxazol-4-yl)-imdazo[l, 2-

w@k@ynsmsoae- 7- car boxylic acid (85 ng, 0.27 mMmOPYT/BRR®07/050137

converted, using 4- am notetrahydropyran instead of
am nonet hyl cycl opropane, to the title conmpound (61 ng,

%?%‘%%@% s@%ﬁ%{@%@é@e}’a‘%ﬂe‘w PR itk relfftin gfn?xtﬁre was then

poyrsd b hyhixBuphEbrye i vwasaA o) and yityackadi ity ghyl acetate. The

P - - y L= . .
APV ATReL b RGeS i oy oty g
evaporaged(t§-lepat hyEl@v pihdhwifichtsoxiagdiromaidgyaphyi( §i@zojdptane:ethyl

i_dj - [ ' -
RO L ol e A e e i) Wi g obtained
of a yettowonkd. M S:opkel-optobBvieHlt.o the title conpound (41

ng, 48% which was obtained as a |ight yell ow foam

M. nmle = 432.5 [M+tH +. Exanpl e

192- (5- Met hyl - 3- phenyl - i soksmopled2yl ) -i m dazo[ |, 2-a] py

r4 ci pe-.7-carboxylic acid. (.3-. - L

r SNBSS EibuP T b dioaio hgatnyristpe 7sprissafipheis prop-2
l'ib, 2-(5-nethyl-3-phenyl -iyapkaddd - 4-yl)-i m dazo[l, 2-

a] pyridine-7-carboxylic acid (96 ng, 0.3 mml) was
converted, using N (3- am nopropyl)norpholine instead

af dawiibaniet Eyimyle!10py D panethyl-0-fHeaylt istagolcORp dunidhzo 102

iﬁj%g@%?%&“%ﬁ%%ﬁ@%ﬁg%%ﬁ 8‘?1361? Q)va(s)]::(];ﬂvvf\:drqtieé,eusfn%ap%pal\r/gsgflamine

drsfed h@irﬁﬂﬂo&lﬁﬂ@ﬁm;’%@?&&b @he t‘i{-lfyéo)mlibd’dndc’r:]’(zl?)iﬂg, 83‘?]) ﬁ%gdh was
| Ne- (-Ccalr DOX | | | - - net -am de

QBed BRaRSr YRUE MY b LTt Y1 TR

2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[ I, 2-

a] pyridi ne-7-carboxylic acid (96 ng, 0.3 mml) was
converted, using 2- (am noREMRF)Pyri di ne instead of

ani or¥elBHyE BT HRRYIOR&RCe1-4-9)) Likgd 47l 1,2 a FRAFHIT cABBx Y1tk acid
729 which y&a? ob%ai ned asga yellow foam Ms: nie :ﬂg;
410.3 [M+H +. Exanpl e 2cyglopropylamide

2- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-i m dazo]

|, 2- a]‘{))yri di ne-7-carboxylic acid (pyridin- o

As described for Example 11b, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-7-carboxylic acid (64 mg, 0.2 mmol) was converted, using cyclopropylamine
instead of aminomethylcyclopropane, to the title compound (35 mg, 48%) which was

obtained as a yellow solid. MS: m/e = 359.3 [M+H]".

Example 14

2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-7-carboxylic acid
cyclobutylamide

As described for Example 11b, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-7-carboxylic acid (96 mg, 0.3 mmol) was converted, using cyclobutylamine
instead of aminomethylcyclopropane, to the title compound (89 mg, 80%) which was
obtained as a light yellow foam. MS: m/e = 373.0 [M+H]".

Example 15
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3-yl methyl )-am de As described for Exanple lib,
2- (5-net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-

w@k@ynsmsoae- 7- car boxylic acid (64 ng, 0.2 nmol )CEB2007/050137

converted, using 3- (am nonethyl)pyridine instead of
ani nonet hyI cycl opropane, to the title conpound (54 ng,

66%2 §Ilal| gola§ %B[ﬂ/f jp(gf\f\{dfn{)ea"fncaljf@xyhc acid
s ey

2 (5 I\/Iet hyI 3- phenyl -i somhﬁentylgml)dm m dazo|

|, 2-a] pyridine-7-carboxylic acid (pyridin-

4-yl met hyl ) -am de As described for Exanple I|ib,

As (iSeriptchipk E3arppleyb -1-6oranol-34phehyl-isonadalzo 1) ;iBridazo[ 1,2-

%ﬁyéﬁfl{g gar‘tz C ég% !r) %ﬂg;(? g H:Im%gl? w%g %: Igf&%g&lll)g c%opentylamme

aiend nﬁmhmlomem}hmmpmne tto thdvetld ¢dnhpouadnBd urgl 788D wihirh was

ﬂ?té?ne&gibﬂﬁh%ﬁ)ﬁq]’tfal nég%r%/ea_ Li-gh MXﬁI]l ow foam MB:

232- (5- Met hyl - 3- phenyl -i soxazol - 4-yl)-im dazo[ |, 2-a] py
ridine-7-carboxylic acid (fura %6 yl met hyl ) -am de As
described for Exanple |ib, “*3mpe

2- Q5etihyl-3-pheRErydxakslok 8 Ohvidkzyf 1)2-b Jpyeidae T-caboxylic acid (2-

a] pyridi ne-7-carboxyli cid 2 mmol ) was
converted, using furfuﬁva rféhﬁﬁg%é%

anm nonet hyl cycl opropane, to the ti tI e corrpound (57 ny,

729 which was obtai ned_as el | ow foam m.e
éggesgrlt)em,_ﬁqf Exargngrh},]),@ @4methy1 —phenyl isoxazol- 4 yi)- 1m1dazo[1 2-
Q]E)Miﬂﬂﬂh‘,l?' EarboxylEhod |(9§m%h@ Bﬂmb%x%ﬁé&{vef‘tecy luksinigrekiet@dRlntine

%1 di ne 'As describ anpl e
ns(eat 8 el@frsﬂtbwcmfcrﬁﬁpeéwhfe'ﬁ% SRBOLAGI (@8 me, 72%) which was

OS@IRBLE A b e AYREdADINS: h/B123¢1B [M+fij Dl ) was
converted, using 2-am no-5-nmnethyl pyri d| ne instead of

2-am no- 3-net hyl pyridine, to the title conpound (24

ng, 219% which vvas obt ai neglyagpi 1yel low oil. Ms: nfe =
290. 1 [ M+H] +. npl e 25

6- Fl2uOr Methy(-5- nh@tlhlyllsowplh‘éﬁpflmlémblz%lalmrgdnr)e7 fudazyjdacid

, 2-a] pyridine As deS(Fé'tﬂaF‘l?%r : ral@g@ﬁplﬁugﬁ

4- (bromoacetyl) - 5- net hy enyl i'soxazol e
(commercially

As described for Example 11b, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-7-carboxylic acid (85 mg, 0.27 mmol) was converted, using 4-
aminotetrahydropyran instead of aminomethylcyclopropane, to the title compound (61
mg, 57%) which was obtained as a yellow solid. MS: m/e = 403.5 [M+H]".

Example 18
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-7-carboxylic acid (2-
morpholin-4-yl-ethyl)-amide

As described for Example 11b, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-7-carboxylic acid (64 mg, 0.2 mmol) was converted, using N-(2-
aminoethyl)morpholine instead of aminomethylcyclopropane, to the title compound (41
mg, 48%) which was obtained as a light yellow foam. MS: m/e = 432.5 [M+H]".

Example 19
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avai l able) ( 112 ng, 0.4 mmol) was converted, using
2-am no-5-fl uoropyridi ne i nstead of

wQ@2@mosased- met hyl pyridine, to the title conpourdl/Ee®07/050137

ng, 13% which was obtained as,p yellow solid. M5 nfe

= 294.3 [ M+H] +. Exanple 26

6- GhlscC 6! 9 id 2 Ol Al 7 L [akid (3-
A RS- R e R Yd RS Rl el 7-bAFL BRI 3
4- (br ompacet yl ) - 5- metérphoBa phdiprbp gorezdd e

(comrercially available) (140 ng, 0.5 nmol) was

converted, using 2-am no-5-chloropyridine instead of

As descrnbgl/for dkaepletldb RS- mietH y& 3grep pluinakag 8124-y1) ; imb &P [ 1,2-

g%éf; gl[nvﬁ/l\ﬁ;ﬁl—ﬁa?g%xykx g(gld :@6 %.%yﬁ 5' molg conv:ertgé,eusi_ﬁ g N-(3-

ﬁnBroq»mmyMcﬁphemmhstaacbdsfeimgahemsmwh:;fdbpltbpyme) 10 thedaleapmpound
- r| bed for

ﬁl_O? %n%ge vﬁn(%sw %1{;'6 dsgin Qrfferl%(l ?Eo&r(na%\g ern/e =446.3 [M+H]".

(comrercially avallable) (140 ng, 0.5 mmol) was

converted, using 2-am no-5zbr o]glog ridi ne instead

of 2- am nopyri dine, to the Ffa(np npound (75 ngy, 42%

BHE NVethas 3-phtaylnatkaas-4ayly-@inkdavo [0 0] pMadinkl Beagboxylic acid (pyridin-

354.1/356.0 [ MtH] +. %I e hZi 4

2-(5- Met hyl - 3- phenyl - i sOXEEINALIPMAS o dazo[ |, 2- a] pyri

di ne-6-carbonitrile As described for Exanple 1,

(A\Eébr O{;%a Fﬁ% %P/]&HEiﬂh g m@%ﬁ?y%révle'n%lol)égﬁ%% ylgmidazo[ 1,2-

Q]@@M&In%eﬂcarblé‘vtyﬂl a%d ang ﬂfgt . ? ;ﬁﬂ/rﬁﬂlg 2313 b@ﬁd\féﬁedl nsingad of
-am no i.ne, .to itle ¢ n
184 58»5&1%1?%&%&% gamﬂm%ﬁﬂrcgwmi% toh tlﬁ? e@mpound@
B8Q178%] Whidh whs oEaaidalag a38llow foam. MS: m/e = 410.3 [M+H]".
2-(5- Met hyl - 3- phenyl -i soxazol -4-yl)-im dazo[
|, 2-a] pyridine-6-carboxylic acid nethyl ester As
described for Exanple 1, Example2l

4%brormacetyl)-5 met hyl - 3- he | i soxazol e o .
@1‘,( methyd- %{'Ph?nﬁvwxlaéfﬂt )D-(lfj}mzﬂé 2- @pgrlﬁ%r?j—ca‘xngyhc acid (pyridin-

converted, using methyl Hognaniaald nate instead of
2-am nopyr|d| ne, to the title compound (64 ng, 38%

whi ch was obtained as a light yellowsolid. Ms: me =
A3GesdribMdl Efample 11b, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-7-carboxylic acid (64 mg, 0.2 mmol) was converted, using 3-
(aminomethyl)pyridine instead of aminomethylcyclopropane, to the title compound (54
mg, 66%) which was obtained as a light yellow foam. MS: m/e = 410.3 [M+H]".

Example 22
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-7-carboxylic acid (pyridin-
4-ylmethyl)-amide

As described for Example 11b, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-7-carboxylic acid (96 mg, 0.3 mmol) was converted, using 4-picolylamine
instead of aminomethylcyclopropane, to the title compound (95 mg, 77%) which was
obtained as a light yellow foam. MS: m/e = 410.4 [M+H]".

Example 23
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Exanpl e 30
2- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-im dazo[

wo 20078383896 | di ne- 6- car boxylic acid ethyl ester PSI/EP2007/050137

descri bed for Exanple 1, _.
4- (bronoacetyl) - 5- met hyl - 3- phenylisoxazole

“(?'M&pgt ?bhgnﬁ\{?dr)%?tﬁléle}%gtﬁﬂz %P? e : n\g?éxg(]jtc a?:ld (furan-2-

conver am no
2-anmi nopyridine, to the whnubyh@npéwnd (12 my, 79

ggig&grité‘%fﬁ? E%%h@)%;;i rtrgfzé?sékaif%{‘y‘i- Y Heh GV ATL 1AV i i a5 1,2-
a]p@ﬁdimemgdrb&yﬂm aciyt I(éég mchelz oimdb) ya) em:]nedad,o{sin,gz%qlmamine
Fegd ?/E%ﬁlnl%%% f% Iropa(t;lxct € titﬁ’é’ (ﬂr}fﬁ% u¥1&1 (@5” 75‘}0) which was

I'soXazo azor
bbﬁﬁmﬂpyaydkneb6mchﬁbnxyﬁE@9é¢BﬁHﬁE described for
Exanpl e 1l a,

2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-imdazo[ 1, 2-
a] pyridi ne- 6- carboxylic acEshmpieyl ester (2.0 g, 6.0
nmol ) ,

(5. nBMONT B2 gRash I sehenykisonnspl-fot kil 25 myrifps

di ne- 7- car boxylic acid nethyl ester was converted to

télg @Hlﬁ{:ﬁe @g r%}?g%‘]%%, 5—@1‘@111262153‘[@1 lwr 3\1\@1651391%0%2% ed(cgr?lmercmlly

Zvag%lME(tlhy g3 Ophﬁﬂﬂ%l);;bﬁ@fﬁﬂ@kd%ﬂﬂ 9 2-bmiitta 3 Gfiethylpyridine instead of
) 2-. | car i C aci

BT BBy HEE Ty i B s CBERALA ¥ Pl@mhewe. QPtained as a

Zello%- ¢TR MY Im/3 =venyiMigpxazol - 4-yl ) -i m dazo|

a] pyri di ne-6-carboxylic acid (64 ng, 0.2 nnnl),

i nstead of 2-(5-nethyl-3-phenylisoxazol -

4-yl)-imdazo[l, 2- a]pyrldlggmﬂpﬁgsboxyllc acid, was
converted to the title conpound 82%) mhlch was
obt ai n&dFlagroa2(3- gmhﬁérwwyteamwtvéybn%dm@t% agpyrighing
+. Exanple 32

| - 3- phenyl - i soxazol -4-yl ) -i m dazo[ |, 2-

Ap ée%ceb b@%s}mple Zati(Brogressetzl)- %wﬂwhﬁd&lemmewe}q](semmercmﬂy

g&éﬁlaﬁéﬁ{mbﬁlégﬁl mmol) was converted, usm 2-amino-5- ﬂuorozpyrldlne instead of
phenyl -i soxazol - 4-yl") -i m dazo

ajasyn@érrneﬂlalpdaﬁmextwthetlaemmteem 5 g, 23%mh}ch was obtained as a
dIRWeddd ls2mi= 184 Byl $rphenyl i soxazol -

Example 26
6-Chloro-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine

As described for Example 1, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially
available) (140 mg, 0.5 mmol) was converted, using 2-amino-5-chloropyridine instead of
2-aminopyridine, to the title compound (82 mg, 53%) which was obtained as a yellow
gum. MS: m/e = 310.3[M+H]".

Example 27
6-Bromo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[1,2-a]pyridine

As described for Example 1, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially

available) (140 mg, 0.5 mmol) was converted, using 2-amino-5-bromopyridine instead of
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4-yl)-imdazo[l, 2-a] pyridine-7-carboxylic acid, was
converted to the title conpound (52 ng, 73% which was

W@bioaiosesoe as a white solid. M. me = 357. 1[ M#{T/EP2007/050137

Exanpl e 33 _na
2- (5- Met hyl - 3- phenyl -i soxazol - %Syl)-inidazo[l 2-al pyri

1 ARROIY e R EbApBNEd PR ARYLAYY &ﬁcmagsagﬁlw 60 yellow

QWQSNM%uﬁw#334¢ﬁéﬁﬁﬂh$§@kazol 4-yl)-imdazo[l,

a] pyridi ne-6-carboxylic acid (64 ng, 0.2 nnDI),

i nstead of 2-(5-nethyl-3-phenylisoxazol -

4- yI)-inidazo[I 2-a] pyri di Bean’pledBboxyl i ¢ aci d, was

gg?\éezgge lgle hyl %Pp%em/lt }sg %8 - '§§| lmd& SW—%pé/rl %ps\l—\g—cirbomrﬂe

[ MEH]  +. Exanple 34 T y

B Peeabe s Ry e bR B st a2 By PR B merciany
E)Q&imﬁlb)i‘( 148 mg, 0.5 mmol) was converted using 2-amino-5-cyanopyridine instead of

g] éw '2%“%5 %}ﬁgg%lﬁ)]%nigﬁﬁ (@%yﬂg) ‘g]h %?pquﬁ%?l%tamed as a light

yﬂbhaaﬁnobﬁﬁﬂﬂé et ByM+3HPphenyl i soxazol -
4-yl)-imdazo[l, 2-a] pyridine-7-carboxylic acid, was
converted to the title conpound (92 ng, 82% which was
obtained as a |ight yell onwEkpapne 205 me = 373.3 [ MkH]

+2 gﬁﬁgﬁle 35 ) i ) L L hvl
24 (SMER - Phenyhdeyrzol-doaaidazely 2yalp widigs G qarboxyfip gid methy
di ne- 6-carboxylic acid cycl opgst yl am de As descri bed

for Exanple 15,

2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo]

ak Hé’s&hﬁéﬂ%r @Xﬁﬁf)l@qx¥J(b1%n%b&yf) IO midEhyl-8- ﬁleﬁﬁﬁb){azole (commercially
i nst ead hyl - 3- phenyl i soxazol -

avajlpble) (rih49 af;zg@ 45 rgmappwucanvf'étel# EH OB & aménapicaipgte instead of
ol %Fﬁh%ﬂﬁﬁlhﬂeoté @1% tittl'ercl)l%IpBQ ?Mr'rq g/ (ﬁg’o )r(ghlclg @/a@ oly’tlﬂin@@ aé’\@ﬁght

obt ai néd as a g
yellopssahf 1\483@/6 =334.3 ¥M+ H]".
2 (5 Met hyl - 3- phenyl -i soxazol -4-yl)-im dazo]
2-a] pyridi ne-6-carboxylic acid 62-
Example 3
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid ethyl

ester

As described for Example 1, 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially
available) (140 mg, 0.5 mmol) was converted, using methyl 6-aminonicotinate instead of
2-aminopyridine, to the title compound (12 mg, 7%) which was obtained as a light yellow
gum. MS: m/e = 348.4 [M+H]".

Example 31
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid

cyclopropylmethyl-amide

a) 2-(5-Methvl-3-phenvl-isoxazol-4-yl)-imidazo[ 1.2-a]pvyridine-6-carboxyvlic acid

As described for Example 11a, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-6-carboxylic acid methyl ester (2.0 g, 6.0 mmol), instead of 2-(5-methyl-3-
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hydr oxy-ethyl)-am de As descri bed for Exanple 16,
2- (5-net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-

wa@k@ynsmsoae- 6- car boxylic acid (96 ng, 0.3 nmol PCT/EP2007/050137

i nstead of 2-(5-nethyl-3-phenyljsoxazol -
4-yl)-imdazo[l, 2-a] pyridine-7-carboxylic acid, was

h
APPSRl 9y 2SR (Rt AP ER B
eonvEMg(hm the 8ifle compound (1.7 g, 90%) which was obtained as a yellow solid. MS:
éﬂ zg Ex£ - phenyl -i soxazol -4-yl)-imdazo[l, 2-a] pyri
ylic acid (tetrahydro-pyran-4-yl)-am de
As descrlbed for Exanple 17,
i é 35—:%&1&;' 5§EQR'? %kaio? ARE RJMdg of h b d] g(ﬁﬁé)—%!dat%oxvlic acid
=cdar quyl Tc dacrad (o4 mng, U.Z2 nmotj,
2L (rhide - 3- phenyl i soxazol -

AL AP P LI AL 25

olpydimeh-esbaryliohfid Wi g, §&I mohol)VBisteptl ef 2= (30Bthylf vpinyl-

ﬁ%ﬁg%t Ryl AENNTIGS LTSI A Gsped to the title
torp @] maiy(6il o g 2% cduidhowasl dbtaimed ab a(1@ht yellow foam. MS: m/e = 373.3
qgg@@@lin-4-y|-ethy|)-an1de As described for Exanple

, 2-(5-nmethyl -3-phenyl -i soxazol -4-yl)-imdazo[ I, 2-
a]pyridine-6-carboxy|ic acid (64 ng, 0.2 mmuol),
i nstead of 2-(5-nethyl - Eeq¥H}§?xazol-
4-yl)-inidazo[l, 2-a] pyri d| R Edrboxyl i ¢ acid, was
CH (B Bletied- 3t~pheﬁ1|5?E1sbk2tsz4{y<D)nimldmﬂ)[I 5@]mldlﬁé%caﬂﬂ'®ixyﬁb M@Sprop-2-
obtai ned as a |ight yeIIOM/fo n1dNB me = 432.5 [ MtH]
+. Exanple 39 ©
2 (5 thhyl 3- phenyl-lsoxazol 4-yl)-imdazo[l, 2-a] pyri

e G- C lic

‘iﬁﬁHP‘? Oa%% &éyi ? %Hitlwé Spehegaksprasalit porimEstapl-&
]fyrlam(efé' b dyllic dciphenily; loszqﬁaml m‘éte}dﬂ bf 2%4#@&@&113 phenyl-
][S

giag-yg?mgd%zgr ﬁg%fdg?eg%g ogi}élg:)@g% was (r:gnmvlezted to the title
Bonttpour disd@azQ[734,) 2vhadhPydsl dbitdiRed’asarkiaxyslid M8 Cingh = B&E 1 [M+H]".
converted to the title

Example 33
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid
cyclopropylamide

As described for Example 13, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-6-carboxylic acid (64 mg, 0.2 mmol), instead of 2-(5-methyl-3-phenyl-
isoxazol-4-yl)-imidazo[1,2-a] pyridine-7-carboxylic acid, was converted to the title
compound (56 mg, 78%) which was obtained as a light yellow solid. MS: m/e = 359.1
[M+H]".

Example 34
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid
cyclobutylamide
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compound (117 ngy, 88% which was obtained as an off
white foam MS: me = 410.1 [ MH +. Exanpl e 40

wQ@2{0308880dy| - 3- phenyl -i soxazol -4-yl)-i m dazo[ PCT/EP2007/050137

|, 2-a] pyridi ne-6-carboxylic a_c'b (pyridin-
2-yl methyl)-am de As descri bed Tor Exanple 20,

B ' = e A = "

T

ppgtidiad-totarRoxybic neitl 96 m3, PHeninol)s asad bt 2-(5-methyl-3-phenyl-

S5l IR B P AL Pl RAROBI ARl 0 e

ovas p@btda|(9F e, 8 %a whéthl way oboeined Av8: light gellowsfo@m3MvhiA = 373.3
! anple 4 1

g\-d??jwen?hw - 3-phenyl - i soxazol - 4-yl ) - i ni dazo]

|, 2-a] pyridi ne- 6- car boxyl i Exmpld36pyri di n-

2. { R B Bl RE R RS G R Sufere gurboryic acd

a] pyri di ne-6-carboxylic aciagpeftannige 0.2 mol ),

i nstead of 2-(5-nethyl-3-phenylisoxazol -

4-yl)-imdazo[l, 2-a] pyridine-7-carboxylic acid, was
Bouseribetifor Bxihplet1ts 2-e5-awipoBAshn§llisothzoB2Y)-ntid e[ Was
PLaEL &8n8kytic 40k YE MY RATY, Miieadof2 75 Tdnst- 4. phsii-
#a2az0 b4 VBtimitazd{ nhemyridisoXazidloxdicydc)d, wab d@arefted to the title
|, 2-a Ldi ng-8-carboxylic .acjd (pyridjn- i _
oG RRITR s SRR B Pk illbeton. Ms: e = 3873
VMG et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-

a] pyri di ne-6-carboxylic acid (96 ng, 0.3 mmol),

i nstead of 2-(5-nethyl-3-phenylisoxazol -

4-yl)-imdazo[ |,2-a]pyridine-7-carboxylic acid, was
converted to the title conpound (105 ng, 86% which

was obtained as an off whi E8RRFPE. MS: mie = 410.1

[ Mok -Methl kgyl4sxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid (2-
2-(gﬂ-slvm hﬁ"- “phenyl - 1 soxazol - 4- 3/5 S LT R A EAV
di ne- 6- car boxyl i ¢ aci d hyftexyrathyl-amide

As described for Example 16, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-6-carboxylic acid (96 mg, 0.3 mmol), instead of 2-(5-methyl-3-phenyl-
isoxazol-4-yl)-imidazo[1,2-a] pyridine-7-carboxylic acid, was converted to the title
compound (86 mg, 79%) which was obtained as a light yellow foam. MS: m/e = 363.3
[M+H]".
Example 37
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid
(tetrahydro-pyran-4-yl)-amide

As described for Example 17, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-6-carboxylic acid (64 mg, 0.2 mmol), instead of 2-(5-methyl-3-phenyl-
isoxazol-4-yl)-imidazo[1,2-a] pyridine-7-carboxylic acid, was converted to the title
compound (61 mg, 76%) which was obtained as an off white solid. MS: m/e = 403.5
[M+H]".

Example 38
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yl met hyl ) -am de As described for Exanple 23,
2- (5-net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-

wa@k@ynsmsoae- 6- car boxylic acid (64 ng, 0.2 nmol PCT/EP2007/050137

i nstead of 2-(5-nethyl-3-phenylisoxazol -
4-yl )-i m dazo[ |, 2-a] pyri di ne-7-car boxylic acid, was

CORY, t: C

coRval gt%g 9. é)thFSyl %&;{;& 1SR0) llclilg(?ahzglz}% %rlﬁﬁl%%%?S%ld @
+. Exanple 44 morphohn -4-yl-ethyl)-amide

7- Brono- 2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[ |,
2-a] pyridine As described for Exanple 2,

As (cobabioe Eydpls-18E2- iy mcBryhiIephyny s Baazol-¢-yl)-imidazo[ 1,2-

SGROMRE & Ao B TR 5. haMaRy, fisfaflHEL ) sy Sphop-

aokazol-3-yiveitigazoy 2 11515e1dutee7 {chné)okjfltd zmd; mpcnmdrt(:cBMhﬂgiﬂe

gﬁ’%/%%l%g f}%%ég g “[%;m%aYas 0 taég%e él%g ll%w ffo nMgz\/r?l:/e =432.5

MEHY.NyI - 2- (5- net hyl - 3- phenyl - soxazol 4-yl)-imdazo[
|,2-a]lpyridine A mxture o
7- br ono- 2- (5- net hyl - 3- phen&f@ill%l&%gzol -4-yl)-inidazo[l,
2- a}(ﬁYNgbtiﬂiyhls pl(héﬁ)ﬁl 15?@2&1 L81)nmd azo ploiﬂh@iyﬂidﬁ@ 6-carboxylic acid (3-
trimethylsilylacetyle
triethyl amne (118 rﬂlorP@gg% 4%Y?PY51?36@1 PPh 3)2 (9.9
ng, 0.014 mmol) and PPh3 (2.2 ng, 0.08 mmol) in THF (

was . purged for 10 mn w th argon. Then I
ﬁ@dessrlb%%forn%mlp\ﬁé§ %&%&fﬂb}ﬁé “RIFEYF BIERP b Yh lsalﬁ'#@[bvg
hpatigthe lPcdrPoBfic Q&d 206 m! |Or3fﬂlﬁﬁ>l)V\@§ste§@ szmﬂ%%tﬁﬁrﬁpﬁknyl-

The m xture was then poured into cold hydrochloric

Hergor HaNy HARrob kL PARY KNG TATDSRHIA ack @iaaf@veﬁf%to the title
ESPHIRI 107 GRNBS%) Y RhSyaVRbEiddAaR andsthetteohiil. Nt 8Ve = 410.1

and brine, dried over sodium sul phate and evaporated
+dave a yellow oil. Purification by chronatography
(Si @2, heptane:ethyl acetaggmpid@0: 0 to 70: 30)
af f orded o o
2=(p ety hiphen YHerprelidp-amiiazal lya-alpyrid merfaeashorsylic apid) (pyridin-

et hynyl -i m dazo[ |, 2- a] pﬂﬂ#lﬁieﬁ‘@ylf §4idW, 82% whi ch was
obt ai ned as a yel | ow foa me = 372. 1 [ MtH] +.
Then 2-(5-net hyl - 3- phenyl -i soxazol - 4-yl)

Ks Hés‘cﬁﬁécf%k Ek%rﬁé‘\léb@gf‘gﬁﬁeﬂgg‘ﬂﬁ% -ise a"%}ap?( yifdl'rrﬂgaﬁoﬁﬂz-
@]mtldnina - ¢qpbofylipacid$ 86 iy OBrhowedt i sigad obddednaihylB-penyl-
gggazt)h@ )eﬁﬁ%iéz%?]Zﬁ]aﬁﬂﬁgﬁné’—\@—%al%gkﬁ{ceaql@(wg OMVerted ‘a) tlhﬁ ttl(t)le

nper a ure ture was hen pour e
mmp.@und (108 mg, 88%) which was obtained as a yellow foam. MS: m/e = 410.3

[M+H]".
Example 41
2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine-6-carboxylic acid (pyridin-
3-ylmethyl)-amide

As described for Example 21, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine-6-carboxylic acid (64 mg, 0.2 mmol), instead of 2-(5-methyl-3-phenyl-
isoxazol-4-yl)-imidazo[1,2-a] pyridine-7-carboxylic acid, was converted to the title
compound (67 mg, 82%) which was obtained as a light yellow foam. MS: m/e = 410.3
[M+H]".

Example 42
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and extracted with ethyl acetate. The conbi ned organic
| ayers were then washed with water and brine, dried

W@@r/08x806é um sul phate and evaporated to | eave BCDEPMNT7/050137

oil. Purification by chromat og%.pphy (Si O,
hept ane: et hyl acetate = 100:0 To 70:30) afforded the

El(ﬁll\getﬁ %H&%ggléoﬁc{a?@ 4- g%?;gﬁ?kﬁ% X@?ﬂ&@teaé Pﬁg )@ﬁlc%md (pyridin-

2 (5- Met hyI 3 phenyl - i sokdmsthy])-gmnyde n dazo[l 2-a] pyri
din-7-yl a

Alzg?ssm ﬁqyﬁxmplﬁ@ﬁyz (F-sstaor phenyl-soxagpidabrimigazel byr
zﬁ!)?fﬂdgle)@ &arﬁ@;[)}ﬂ@g&lﬁ (96? %Xb%rﬂlﬁféq)yhlsﬁeﬁ& Bf 245 'Hléfﬁﬂrj'epﬁ)ényl—

mazay Loy el DYSION £ cobpas el g coverisghst the e
S AN A TVNRADL A e ReRaNASYbe 4101

a2| and tiethylam ne was

[Mdtéﬂ reflux for 3 h . After cooling to room

tenperature, the m xture V\@,gnqgg gd onto a saturated

sol uti on of ammoni um chl ori de extracted with ethyl
adétMetbyl-Fhbemdritvixaed-doylyramidazo[dylerlp yvidine- & ¢rehoxpdis laeid (furan-2-

with a saturated solutio hydr ogen
carbonate, brine and theﬂlﬂg%tlhzlg%g{dgér sodi um sul phat e

and evaporated to | eave a brovvn solid. Purification by

0 h n .ace e;=.100: 0
%Ed%g?ﬁec?ff‘b?% Y ﬁj?hgz% ({‘ RRS i-l(s%a&&ﬁ%a’l)qﬂég/gzo?1é-
apiyotinedscabogiinedd 464 m gl |0@rmmﬂ)o wistesd bf 2H(SuB:thyl ephenyl-
391, A+ - L
B0ty s Lapioridined srasyiorihidasapenst 1 Baiige
cam ey daiid meg, B8 7h) xthirhewafobtained as a light yellow foam. MS: m/e =399.1
b\é; = et hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[l, 2-a] pyr

In<7-yi]- carbamc acid tert-butyl ester (1.0 g,
2.56 nmol) in hydr ochl ori cEsanpled4 M in di oxane, 29

m) was stirr erat u or .6 h The . ..
or bl pr TP EL BT PEBGo S dd i dag 2 T widine
d| I ut e sol ution of SOdI um hydr ogen carbonate and then
th ethyl acetate. e qrgagnic | aye

t 2GSl Ei ey 1+ BoS Ry Reel 30 6 G Rommerciaty
s\talﬂpﬂlslal @.nd . Eviaply wisedntvatddeasieg 2-abrigowd- ‘tfr@ﬁmpyrldlne instead of 2-
Purlf n by chrgmat ogr aph L2, ane: et .

st SR oG b S toR Rt o e P ETEE gt thtained asa
Klﬁll_&eﬂ@xvfcﬁﬁ?@l\dSMM/@& YS!/ @ Metijas a |ight brown
foam Ms: me = 291.1 [ M+tH +.

Example 45
7-Ethynyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine

A mixture of 7-bromo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine (100
mg, 0.28 mmol) containing trimethylsilylacetylene (80 pL, 0.57 mmol), triethylamine

(118 uL, 0.85 mmol), PACIlx(PPh3), (9.9 mg, 0.014 mmol) and PPhs (2.2 mg, 0.08 mmol)
in THF (1 mL) was purged for 10 min with argon. Then Cul (0.5 mg, 0.003 mmol) was
added and the reaction mixture was heated up to 60 °C and stirring was continued for3 h.
The mixture was then poured into cold hydrochloric acid (1 M) and extracted with ethyl
acetate. The combined organic layers were then washed with water and brine, dried over
sodium sulphate and evaporated to leave a yellow oil. Purification by chromatography
(5103, heptane:ethyl acetate = 100:0 to 70:30) afforded 2-(5-methyl-3-phenyl-isoxazol-4-
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Exanpl e
A47N-[ 2- (5- Met hyl - 3- phenyl -i soxazol - 4-yl ) -i m dazo[l, 2-a

WO pyorioghisme 7-yi ] - 2- pyri di n-3-yl acet am de A sol upCDRPDD7/050137

2-(5-msthy| 3- phenyl-lsoxazol Aeyl)-imdazo[
,2-a] pyridin-7-ylamne (92 nmg,” 0.32 nmol) in DVF (0.2

gl') lg’g—/trrll gggltﬁyle{h%?l dﬁf(%gég)ztoépﬂ a‘]"ﬂgﬂf;}g@%@m , 82%) which was obtained

] a\yelﬂbyvrﬂ)arneMSamtéet hyr2. D[Mbéﬁzo{f hémz-¢5- metlyjzl)ijplmnyhmpxazol 4-yl)-

1)

KRB Rt P T odr T Dl 8T 432 g v igleed
(@tBinpl (1 rahd atSh@Hhégxﬂftpotrgmnimctaubcmam wasraddediat ¢ ®oand the reaction
{‘ﬁﬂﬁ%\%s%lﬁe? g?fo%hgghﬁpgmtet}gp% ﬁeﬁlieeglﬂﬁrgwag R agocbrre(@ into brine

. e res oure
an kextiragted fwithr @thlﬁ acetefat Elre c(omtmylechtmgam flayastvesde then twashed with
SR Ly PO i T8 AT QB0 GO G RLS L G
Byapatiah by chonhaagreplay (Eﬁl(amelst@hq: cthylFaspcuafa edﬂD@mo B3§):30) afforded

: L =ve _
b Ao aPEREYS! P v (VI ShBSERART R SRS oM e = 3002
dsHibt ai ned as a yeIIow oil. I\/S me = 410.1 [ M+H] +.
Exanpl e 48 Cycl opr opanecaron cg‘r6a0| d
[ 2- (5- et hyl - 3- phenyl -i soxazo 3 yl)-imdazo[ 1, 2-
a] pyr i @i(6-Methll 3-phedhd-igoxaod k- ylpmoafazo[ 1,2-a]pyridin-7-ylamine
2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[
|, 2-a]pyridin-7-ylamne (92 ng, 0.32 mmol) in DV (0.2
LR (sasleadt 8 hhicoylaiseabeit4-on-itiduzal Ifd-apyridin-7-yl]-carbamic acid tert-

Egc!ogropanecarboxylic acid (24.8 ng, 0.29 mmol),
LN -tetramethyl -O (benzotriazol -1-yl)urani um

Aehixailre of Dl(ﬁ)lm&l‘tﬂjﬂ% f)Hfﬁhiyl hoRaol-8-yBRinmid®Aof 1,2-a] pyridine-7-carboxylic

b d 2900 o BBl G R Bt ey ey ohgigthor e

(23583§ 1958 b oM tititgiAm R Gvals hedted eade deﬂiix ﬂbil 3 hO@ftéIOd’oohn g to
The r ultl%g mxtur; was t hen to a
{

Fﬂoﬂi’% EFP@CB?W’E& g Ixtygs ap ppyre )Onéﬂw?jsaé%af OW gmmonium

e}tlh%ﬂ% atkdatatted g eﬁl@ﬁ’ragdmd 'ﬂf@i@ﬂitﬁnécﬁ)ﬁ@ﬁfﬁc VWgES viehethen washed

wa e W t rine, r|e over SO ums at .

HOR Db sl SO mittChest ibohbls PrRE 28] A gicd over

Mvgﬁ&h@?fﬁ@@g& SQ@ﬁfﬁed hflamrme)rem gd)llcﬁ@a&ﬂtzﬂloﬂlﬁé}?ﬂir&nht@ graphy
. a or the ti e ou . A, ,

&ﬂééﬂ%‘fﬁ%e BbvhicREl 75O é'r(r) thCZS %b?%%dé%%’ieél.ﬂe mppfd (.01 mg,

289) Ohichds obtaifedarr@llightt®-own solid. MS: m/e = 391.4 [M+H]".

b) 2-(5-Methvyl-3-phenyl-isoxazol-4-vl)-imidazo[ 1,2-a]pyridin-7-vlamine

A mixture of [2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-7-yl]-
carbamic acid tert-butyl ester (1.0 g, 2.56 mmol) in hydrochloric acid (4 M in dioxane, 29
mL) was stirred at room temperature for 6 h. The precipitate was then filtered off and
dissolved in a dilute solution of sodium hydrogen carbonate and then extracted with
ethyl acetate. The organic layer was then washed with brine and then dried over sodium
sulphate and evaporated to leave a brown foam. Purification by chromatography (SiO»,
heptane:ethyl acetate = 100:0 to 25:75) afforded the title compound (477 mg, 64%)
which was obtained as a light brown foam. MS: m/e = 291.1 [M+H]".

Example 47
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Cycl obut anecar boxyl i c acid
[ 2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[ 1, 2-

w@k@ynsmsoa- 7-yl ] - anmi de As descri bed for ExarrplEClﬂlEP2007/050137

2- (5- et hyl - 3- phenyl -i soxazol -4y yl ) -i m dazo[I,
a] pyridin-7-ylamne (92 ny, O 2 nmol ) was converted

3 R BRSO AP L T 3y idin ) 3 pypidin-3-1

5% whi ch was obt ai ned as aaﬂamﬁde— white solid. M5 nmle
= 373.3 [M+tH +. Exanpl e 50 Cycl opent anecar boxylic
acid [2-(5-nethyl -3-phenyl -i soxazol -4-yl)-imdazo[ I, 2-
A]spMiiodio:ﬁQKSyhé}thylrﬁ gheMissbeszcﬂ44k3éﬁirﬁﬂazcEﬁ>kamdp§sridiﬁ 7-ylamine (92

oxa
gllgp ngmﬁgﬂ} n Pg&eﬁﬁ Tg,;w%a(ﬁ%dg%x ﬁ%}% 1?n %al%gir#emfré(arlacetlc acid
(,BQI i’nggp(yﬁ‘) Implm‘ll aNAC Al Do xgttancetiaydi @ (bersbeadolbt - yl)uramum
r| d)él acet i c acid, to the_ title conpound (11.

et L GunaithanmeDa N N tdisqpippy edbil 'rnalmq\feéM HLel 44

mn?’& 111]-D[\/flﬂ+(r|f]ﬂ3 ri‘iL) Q@m&lr@suﬁmjg mlxture stirred at room temIperature overnight
hengl -1 soxazol -4-yl)-imdazo]

W{ dich hpatgd pt llrQu “6doT PAnThiead BB Esawsithen EXHADIGO a ixture
88briree: (v@itérgtl }1?/ hnéeﬂpa%fmlwﬁlﬁ&ﬁﬁza%taé Tﬂlé cdoibifled Ofdhn# 1ayers were

alpyrid am ne nmol ) was converted,
thep igpshgdowith hitge, aléIPdI 0V¢f§9 wen @ﬂpl@'@m veparatedap Braxg  brown

?tﬁiddPuﬁﬁ)ca‘ﬁBﬁ zcﬁf&nﬁggﬁg}ﬁn(j&é} %1c‘ﬂlld'fgme&1%rﬁ ni@t}{a%th WB%)}{:O)
obt ai ned as a SO
afforgec sl télespmpound (4.3 mg, 4%) Wthh was obtalned as a yellow oil. MS: m/e =

@Iq' 9@ ¢ 5- net hyl - 3- phenyl -i soxazol - 4-yl)-im dazo[l,
pyridine A m xture of

4- (bronpacetyl ) - 5- et hyl - 3- phenyl i soxazol e

(commercially avail abl e) (ggaqn ygl.- 5 mmol) and

2-am no- 5-i odopyri di ne (33 1.5 mmol) in ethanol

( 6. @yaibpropardcaibokyliy mWMmehgzl a{plhdny{léi&%az@élﬁl g im@dazs[ 1,2-
nmol ) and triethyl am ne}]ls 10(? | m1 nol ) was heat ed
under reflux under ar goa Ber %i‘lfl ter cooling to

Acohntibe i 21(atmicthyl- 3-hRenyl-xdonti - iag) - ew@pos|dLed pandin-7-ylamine (92
B RS2 PR Sk SaBR Akt Sl B L v e
tﬁmprmb&dbwﬂlb avidt(24.8 arpd 020 inneol) AN, N' OV @ttraneth WnO-
éi’lj::ng? %%gqlalnﬂ)uer\égﬁor & I[raﬁuorobora?e ﬁO? 7){1?' lOOS\Q rr?rlnlol) N,N-diisopropyl
ethyl amine (247 puL, 1.44 mmol) in DMF (0.3 mL) and the resulting mixture stirred at
room temperature overnight and then heated at 110 °C for 2.5 h. The resulting mixture
was then poured into a mixture of brine : water (1:1) and extracted with ethyl acetate.
The combined organic layers were then washed with brine, dried over sodium sulphate
and evaporated to leave a brown solid. Purification by chromatography (SiO»,
heptane:ethyl acetate = 100:0 to 0:100) afforded the title compound (12.4 mg, 12%)
which was obtained as an off-white solid. MS: m/e = 359.0 [M+H]".
Example 49
Cyclobutanecarboxylic acid [2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[1,2-
a]pyridin-7-yl]-amide

As described for Example 47, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-

a]pyridin-7-ylamine (92 mg, 0.32 mmol) was converted, using cyclobutanecarboxylic
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by chromat ography (Si O, dichl oronethane: met hanol =
100: 0 to 95:5) afforded the title conpound (170 ny,

wQ@a%y/osdsveh was obtai ned as a |ight yell ow sol PAI/ERSD7/050137

me = 402.1 [ MH] +. Exanple 5
6- Et hynyl - 2- ( 5- met hyl - 3- phenyl -1 soxazol - 4-yl ) -i m dazo[

cid iRy ok 85 GLilPR%n Afe EXAPR A% mg, 15%) which was
PR OY DR PR SRl Ol AT A0t me, g

I ono- phenyl -1 soxa
thameé]apyrt pdivtate(soid M@ m@ =287313TB‘VI)LH] nst ead of
7- br ono- 2- (5- net hyl - 3- phenyl i soxazol -
4-yl)-imdazo[l, 2-a] pyridine, was converted to
2- (5- et hyl - 3- phenyl - i soxaExdmple 50

4-y 6tr|mat i lan dao ridj
(SISl RIS B e A B 6T 2
title corrpound (19 ny, ap@dimvidhamade obt ai ned as a

light yellow foam MsS. me = 300.3 [ MtH +. Exanpl e 54

2- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-im dazo[l, 2-a] pyri

Ak Bebriyddfivr BRanslede ST 3-bexth - GF pHexgheb €12864-yl)-imidazo[ 1,2-

SpwoTa Wi BRS B RR ARG folia b5 il tanecarboxyic

hdi® Irﬁ&dd of 3pyfiBylaetio ‘ﬁbldSt-oFthe tiyé teapara (11.1 mg, 10%) which was

8%% Ilaénand?é \{’lgte SQE‘WEW e s 3g7 ﬁ\/lb?ﬁyl Ic acid, was

3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-a] pyridin-6-yl]-ca
rbam c acid tert-butyl eSthﬁé 8 , 46% M5. me =
389.5 [MrH] +) and then to“X#@PEPLI e conpound (506 ny,

38%%[]%V\({SLIFIBth\g“ﬂ§ ;ﬁh@ﬁﬂh&%@z@l&l ) lin@dzo pIr 2 Y] plyi -7 M- n i@ @hamide
2- Cycl opropyl - I\I-[2 (5 mst hyI 3- phenyl -i soxazol - 4-yl)-i

5§ Q&%ﬁﬁéd fr FJ(BMEI%Q‘S% Bs- yrlelhylﬁsclﬁ{e%?l nga&oﬁ@lygtlhﬁﬂaz%h 2-

2-(5-neth % 1-isoxazol -4 )-imdazg]
ﬂ]pzrléljnpw amlﬁe Qynarﬂ Fenped, \gasnfﬁnvqytezlzumm)commc At instead of
lo%rgﬂﬁ)newﬁoﬁﬂg qdd! @ tRe BQ¢ é’(;ﬂll%htﬁio(rib a rﬁ‘% N998fwhich was obtained

| t
cyc %%ﬁﬁgﬁd{eé@ﬁ%:— @%((HM‘kHi Fi azoI -lyl) uranium

tetraflu oroborate (70.6 ng, 0.22 nmol),
N, N-di i sopropyl ethyl amne ( 129 nL, 1.0 nmol) in DW
(0.3 nl) and the resultingExmplade stirred at room

poorco S5 il SRR E A, g 80

A mixture of 4-(bromoacetyl)-5-methyl-3-phenylisoxazole (commercially available) (420
mg, 1.5 mmol) and 2-amino-5-iodopyridine (330 mg, 1.5 mmol) in ethanol (6.7 mL)
containing hydrobromic acid (48%, 84 uL, 0.75 mmol) and triethylamine (105 uL, 0.75
mmol) was heated under reflux under argon overnight. After cooling to room
temperature, the mixture was evaporated and poured onto hydrochloric acid (0.5 N) and
extracted with ethyl acetate. The combined organic layers were then washed with water
and brine, dried over sodium sulphate and evaporated to leave a yellow oil. Purification
by chromatography (SiO,, dichloromethane:methanol = 100:0 to 95:5) afforded the title
compound (170 mg, 28%) which was obtained as a light yellow solid. MS: m/e = 402.1
[M+H]".
Example 53
6-Ethynyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine
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extracted wth ethyl acetate. The conbi ned organic
| ayers were then washed with brine, dried over sodium

W@ ioplsases and evaporated to | eave a brown sol i BCT/EP2007/050137

Purification by chromatography 1(S| , heptane: et hyl
acetate = 100:0 to 50: 50) afforded the title conmpound

Lo B L3980 4 4 )
inidzof 52N pi1ydin@¢ iPRemy 0-28s0maboh steadydf)l-brointa2-¢ fimah e} pphenyl-
@%%%Fg-@ggihliagz—o?xﬁ—l a%ﬁid%ﬁé,’ LASES A e f%SZ—gﬁe—ﬁf:etc}llﬁ—%gp}{eﬂgfl—isoxazol—

2-yD56-trambiplylsBarfirsimylyl-irn ieaold12- alpyliding (3%ag oY% MS: m/e = 372.1
E}J/IQ—HJ )delnrd tﬁeﬁ/ ‘?le leggggnd EI %?@%))WH}@?WQSO&\{Q EIE(? gs a light

ace ICc a
thdpampMSauétFéoadl[M+Hb the title conpound (26 ny,
42% whi ch was obtained as a |ight brown solid. Ms:
me = 410.0 [ MtH] +. Exanpl e 57 Cycl opr opanecar boxylic

aci d [ 2- (5-net hyl - 3- phenyl Exaoplazél - 4-yl )-i m dazo[

6. 2 PO P TR RSP e

a] pyr|d|n 6-ylam ne (64 ny, 0.2 mml) was convert ed,

8 R EbaE T BEERP R OB B ey e fora T BO BB b yidarordy 2

T9Yidinki Gturbers/lio btiai( nedl gassn rholy bistead 0AD- (SPhétblyl- 3V§heny1-

cl obut anecar b
ﬁewof%ygsmﬁhwﬂ 3 )G o8 a1 4 ) ST R (2 (-methyl-
3, pﬁenﬁllmkﬁtdilél’Jylﬁ-lMidaZ@{anis] p@ﬁdﬁe@@/ﬂ Ldagshniio beilExatpligl ester (910

AN B o) 2 T 06 g W s B> Eefiobe fisaTs)

Waichgvae Y)B’ta@lhidtaa AGGAS Qe;xwam: MS: infl e HTBX] @F{A1-0f] .

cycl opropyl acetic acid, to the title conpound (33 ny,

30% whi ch was obtained as a |light brown foam M me
373.1 [ MtH] +. Exanpl e 59)(2@{1@113@58[“ anecar boxyl iC

[2-(5- et hyl - heny]| - I
a%lzgycé?];ﬁ}()pyldN _2 5 c}tgél%n—a er{y? ?s)i)?igz%l 4- yl}/ 1m1dazo[1 2- a]%yrldln 6-yl]-
acetamide

A solution of 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-ylamine
(63.9 mg, 0.22 mmol) in DMF (0.2 mL) was added to a solution containing of
cyclopropylacetic acid (20 pL, 0.22 mmol), N,N,N',N'-tetramethyl-O-(benzotriazol-1-
yDuranium tetrafluoroborate (70.6 mg, 0.22 mmol), N,N-diisopropyl ethyl amine (129
uL, 1.0 mmol) in DMF (0.3 mL) and the resulting mixture stirred at room temperature
for 2 h. The resulting mixture was then poured into a mixture of brine : water (1:1) and
extracted with ethyl acetate. The combined organic layers were then washed with brine,
dried over sodium sulphate and evaporated to leave a brown solid. Purification by
chromatography (SiO,, heptane:ethyl acetate = 100:0 to 50:50) afforded the title
compound (44 mg, 59%) which was obtained as a light green solid. MS: m/e = 373.3
[M+H]".

Example 56
N-[2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridin-6-yl]-2-pyridin-3-yl-

acetamide
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As descri bed for Exanple 56,
2- (5-net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-

walpynssia- 6-yl anmine (96 ng, 0.33 nmmol) was COPVEEP®AT/050137

usi ng cycl opent anecar boxylic agid instead of

cycl opropyl acetic acid, to the title conpound (56 ny,
48% whi ch was obt ai ned as an off-white solid. M5 me
= 387.3 [M+tH +. Exanple 60

Ns figsc(iBedvior Epdmple Shehyd-nietiopt @z engl-isbyazp hil-ghziofitlazef h2p

LAt Gy inO RRARES S M URNE G008 B Deeric agja

insehpyf éxtlapeor(y@Btinayid, 0o 25 tttimdompomd zmeztz(%nwhigh was

- rbanaj 0.5 mmol) in
WF%LM%\%%@E{)}acua n?{g’a (ﬁ[ Nek-ti11ed wth
Ar several tinme and then seal ed The resulting m xture
was heated to 150 0OCin th ve for 3 h and then
addi ti onal benzanmi de (30 ngy Bx J%&ngamml) and Cul (5 ng,
0. 02%clopropincadidedylardid [tie(SFmstﬂnlyi Biphemylxitaxaeolegl)-enhidago[ 1,2-
200 OC in the m crowave E§2xd 3%5@3 I)I1 The resulting
m xture was then poured1 Htg" 2 é(}]d extracted with
ethyl acetate. The conbined organic |ayers were then

S aoratLle” e B e S S G R P tor 1.2

slpryadiat @gTaﬁphg/(@Sn ©0.2 imeml}mas @hlytteda o gh atgloprafdicBrboylic acid

257 was t he | ut W th
W@F%%WSIOPEO%Y Jegiq a“i& ?{BI‘I%F gleg ctomouggé?‘}a %%meh was
phtaiiepiat atightaswh isblice MSI nok = 31599. [gM-oHI .t he title
conmpound (12.1 ng, 12% which was obtained as a |ight
yel | ow sol i d. I\/S me = 395.0 [MtH +. Exanple 6 1
N-[ 2- (5- Met hyl - 3- phenyl - i sBx@a®k58-yl ) -im dazo[l, 2-a]p

AR, N R A T

a] pyr| di n- 6- yI am ne (7%h)pwidiR-624]-amde was convert ed,
using nicotinic acid instead of cycl opropyl acetic
acid, tothe title conmpound (63 ng, 80% which was

Q@H@écﬁ@éh @% Eﬁzﬁnﬁlfefm {2 R y1 B p Ry 1- b £1251- 396 - il MbH 2-

ﬂlpp/gdl(ngg Métﬁhw (9%-padhid mppbiwsssionyer{ad) using ehglobrangcagbexylic
Xcrldi sl oY b 3%Eb Yiseic Zi@N6 thStHeRIREd (B9 LX@IPLRich was

ebﬁam@éagabghtrbét)wgnfom M&npfes 3BRAIHATy1 ) - i mi dazo[
1,2- a]pyridine (100 ng, 0.25 mmol) was convert ed,

usi ng 2-azetidi none instead of
Example 59

Cyclopentanecarboxylic acid [2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[1,2-
a]pyridin-6-yl]-amide

As described for Example 56, 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridin-6-ylamine (96 mg, 0.33 mmol) was converted, using cyclopentanecarboxylic
acid instead of cyclopropylacetic acid, to the title compound (56 mg, 48%) which was
obtained as an off-white solid. MS: m/e = 387.3 [M+H]".

Example 60
N-[2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridin-6-yl]-benzamide
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benzam de, to the title conmpound (4.8 ng, 6% which
was obtained as a light yellowoil. M5 me = 345.0

w boHps2806 Exanpl e 63 PCT/EP2007/050137
| -[2-(5-Met hyl - 3-phenyl -i soxazg| -4-yl)-imdazo[l, 2-a]p
yridin-6-yl]-pyrrolidin-2-one As described for Exanple
%chr waye Lgae con'hanrm%6 1%(1eon )2”(_5'1’1’81%[%(1 Iph%lyl 13oxazol él GP/D Hud%zo[l ,2-
a] pal]lfiyueu( bﬁ)(hmg(o Z%@mrg) meIWO)mem@rmeSIum qagpbonate

t I
1;)62%1([1) % C# %g{%% ﬁl@lglf%ij 2%]9)%&55%%&%%{1 aaﬂld]tetg&algsdc% fﬁled I}ﬁlth Ar several
bmewnd slodn daled/ T hemtaltin g&ﬁggtme[m HEated tcE)ANH] 0 tE«szlcrowave for 3
t 0 _ _ _ | _ . .
aﬁ? t}Mg ala}/i UO%?S&%EX (fe ﬁfgr % rr%ﬁ'a ) %1((? ol g %15 ¢ bﬁ rmn%l) added
tad hdoeRIt{ty- mectthy lhe@eg tual‘@ﬂ g lsdhfammrowa‘gd ()Zx BAida dfhke résulting
R LATh P 008 P ol AT Bl SR EPBINS] LR, YBL Dlinpined
m;am?%yewrwarh thnawasbetc?awmb tirias, daiiet iogért sogeinh ewlpak it evaporated
%ﬁf@@ﬁ&rﬂvﬁ A% ﬁ[é% %_gt]iogg))é/ gc}méltg %ﬁ%?h%(&OF heg‘ianf ethlyl acetate =
te(zofd ZSZSa]aﬁyrdedlarsehd\ﬁlad gas thich dilu fed rwithxlaydpbd e G ac1d (1 N) and
| - 3- | =4.S0 -4- vl ) - i

gthgl a%n}]?ite Tflé Pllgglpt}%tﬁvgas ﬁ%@%ﬁoﬁ tﬁﬁﬁfﬁf@ !Ihﬁgltt}\é é:émgfmrﬂl&j ?IZZO{ mg, 12%)
Ghichdams bb(aﬁmd&als layﬂgheyeﬂihwmylid.éxd&;ankel: 395.0 [M+H]".
4-yl)-imdazo[l, 2-a] pyridine was converted, using

pyrazol e i nstead of benzam de, to the title conpound
(11 nmg, 169 which was obtBkaepled$s a |ight yell ow gum

X = 342, 3 [ Mk +, | e 66 .. . )
SN AT e E st et g | L3 alissin Sallpipotipgmide
idazo[l 2-a] pyridine As described for Exanple 60,

i odo- 2 5- met hyl - 3- hen){l -i.soxazol -4-yl|)-im dazo

2
& dyspyPedion Example g, 2-00-ms Wrgh%klse%ﬂwleﬁygdlm@%@&ny
h]@?&/ﬂéﬁlodi 9’1ahﬁ§é ?ﬁl %fO ez \d@acoh%rﬁeﬂeushlh ¢ hl@ot@ﬂﬁﬁ&lﬂl Mgktead of

was obtained as a brown VE:
?alca)mom%e%c fcml»m? the 4 W%ﬁét(%mgaﬁo%bﬁ%hw obtained as an off-

FrAasmIRL. 845: m/e = 396.3 [M+H]".

Example 62
1-[2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridin-6-yl]-azetidin-2-one

As described for Example 60, 6-iodo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine (100 mg, 0.25 mmol) was converted, using 2-azetidinone instead of
benzamide, to the title compound (4.8 mg, 6%) which was obtained as a light yellow oil.
MS: m/e = 345.0 [M+H]".

Example 63
1-[2-(5-Methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridin-6-yl]-pyrrolidin-2-one

As described for Example 60, 6-iodo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine (135 mg, 0.34 mmol) was converted, using 2-pyrrolidone instead of
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5-1m dazol - | -yl - 2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im
i dazo[ |, 2-a] pyridi ne As descri bed for Exanple 66,

w®2000dg288 ( 5- et hyl - 3- phenyl -i soxazol - 4-yl) - i MPCBRERD7/@50137

- a]pyridine (47 ng, 0.13 nnDI was converted to the
title conpound (8 ng, 18% mhld% was obtained as a

Y&l h AV PUTEhEXMﬁe cpﬂnﬁggnéf‘ﬁzl e [N wHicPRal Hain€REL a H@Jt%&own

conponent
Qﬂﬂﬁhﬁyuﬂ@pﬁﬁﬂﬁﬂhﬁﬂﬁhenyI-|soxazol 4-yl)-imdazo[

] pyri di nea)

5- Cvcl opropyl - 3- phenyl -1 soxazol e- 4- car boxyric acid
et hyl ester To a sol uti on Bfample 64

Lot t & SN FIAR B B PO M Spb PRy s Bricine

and cycl opropyl - propynoic acid ethyl ester (Organic

B BERP o BRarp BT s B0 ens P oS GO iR gosor1

olfp yelditie 18 @in ga®d inﬁﬂbl) tv@ﬁp@fx&ttﬁd austoigi pgtitoYd idpieatbof(Hn 2eénide, to the

t ti d
P o v Ferybreds o opd B bl Sl sl i g- 3013
PesHJfl uted with tert- butylnethylether (5 M) and

water (10 m). The aqueous_d a ersmas extracted with
tert-butyl methyl ether (10 F3M&{&the organic |ayers

wer e wastiedhyis éﬂheh\@ltl%xa(zdlm §))6-pyrdzd)r i-ieindid &0l 2-a]pyridine

Dryi ng over sodium sul fate and purification by
chromat ography (Si O, heptane:ethyl acetate = 98:2 to
&Qdé’sel)lbafﬂ‘o@mﬁﬁpltei@e 6-bfdreo-CoIPALMEI-§- hénﬂgsoxéﬂa%zt A% a

%r?llé%@%faéia&r%@e ewgrg Z HBE%%F@C&M g%ﬁ%@a;?-(é agthy-3rghenyl-

ﬁoﬁ&bpﬂiygnmﬁﬁazo[l 2 a]pyrldme was converted, using pyrazole 1nstead of
cycl opropyl - nyl -i soxazol e- 4 carbox lic acid

B?Wml%foeﬁhemlegowouad 66 TEoiofo whigh wawrtalpad At 3 lighd grellow

agdessageosar sofimpthydroxide ( I N, 3.17 m, 3.17
nol ) and the m xture was stirred for 3 h at 80 0C

The ethanol was distilled off and the residue dil uted
MAth water (5 m) and acifEggnpih aqueous HA (IN) to
pH=l . The resulting suspension was filtered off and

was héﬂnwlatZﬁl wat-ér(SangtByldi-pienyhésorpzal-d-Mbipidar | 2salpyridine
ng 86% as a white solid. M5 me = 230.3[ MtH +. ¢)

CNcIoprop | - 3- phenyl -i soxazol e- 4- car boxyric acid
A %g@‘?ﬁd@[ qtmg]m6geg -0 3cf rimetlyfl- 3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-

g‘:}MQ n@ Qﬁ@ﬂﬂg‘ 0.33 Hﬁﬁ('g\ll)’ byad &R4Q, Ssifie %[&396(1)5 b} sfeaBG Henzamide, to
C)dlnethylhydroxy am ne

dﬁ]@@ﬁnmouaé ( t32m3329g§70> wiichnvgb phiamerrat phravor fopsl. Mg m/e = 342.3
g@+§ﬁ ghhegﬁmpﬁghgc rénglnethylamnopyrldlne (198nmy,
C

in di | or onet hane

Example 67
5-Imidazol-1-yl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[1,2-a]pyridine

As described for Example 66, 6-iodo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine (47 mg, 0.13 mmol) was converted to the title compound (8 mg, 18%) which
was obtained as a yellow gum. MS: m/e = 342.1 [M+H]" as the least polar component.

Example 68
2-(5-Cyclopropyl-3-phenyl-isoxazol-4-yl)-imidazo[1,2-a]pyridine
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(50 m.) and DMF (10 nL) was cooled to O OC. Then
| - (3-dinmethyl am nopropyl)-3- ethylcarbodiimde (3.73

w@?200108230®1 ) was added and the reacti on m xt ur BCTYEB2007/050137

stirred at roomtenperaturefo;g1 . The reaction
m xture was poured i nto hydroc ?orl c acid (I N) and
extracted with ethyl acetate. The conbi ned organic
I ayers wer e then vvashed Wi t h a sat urated solution of
207t yaho hrogt : e4-dg 5 tthglreswr i ed over
[
§’8 q H]gbl P?@ﬁr@%eﬁ%ﬂr@%ﬁ@%%ﬁﬁggwlﬁ%& r]ag%ory E{Jt}ep 47(9),
Meﬂtbﬂ@é Mﬁ,ﬁooa@gt3a2tlenmom@@d@yctlgp@@yla@r))paﬂdloa@édthtyh@ter

(4 ’ o . .
L QP s 3 97y st T ) Y RIAFEEE St v
hdcteﬁd@vmvi@@omylpeﬁoqb hEhylin psorbizod tedpylajure tihethymminkd 04 ml,
g Cyc+6)lg af?(fl t}}e rgactllgln mllxtulrg was, sztgred f2r 34 61%(1? ‘[elmcpeg%lllrg The resulting
sIsp oo+ wmdlbalt@imvxﬂle temb@@lrgqthyldtha (oo l))anidrwaTddi 1Q 42). iy aqueous

SRS 812, 55, 1uAIEH BA) MR pg s i g v
wadhed ’&\ch4wamto(l 1Y nalp epdvbsee (iOtrhi) NDEyimg oveatodiyi® sQlfate The
gﬁ?ﬂi&ﬂg %gtcﬁro%‘cto %rgﬁgy &O%ﬂ?%ttageeetfl aa%gta% = g% gqug(ﬁ2(ﬁ%%forded the

era ure ov
filecorepatndod 14ing, 60%) mmscotldnéerss heuid odiSed/d © 25 geNEe]".
diluted with a saturated amoni um chl ori de sol uti on(50
m), allowed to warmup to roomtenperature and then
di 5mve1@pmmh3mmv1 istn«zizcdx{élrcadtcemimmdh et hyI acetate.

-I:(r) a r%% Lo nfﬁ CHC] ar%'g aefry 1\’\@(%2%1% %lecng(\)’?% 1cacl dw:tfl{/l ester (408 mg,
¢¥&ponal ﬁdethﬂ)n(ﬁf(ﬂ arlgwhhelded bl eeone nq&hmmdly@ﬁoﬁdeggl N9ABA7 ml, 3.17

%&ga% ﬁlrg %gs S ﬁre% oir 9lﬂtat %8 l’é Of!illese(t)lllain%l wz’yss distrﬂe% o'_ff and the
2Zsiduediuted 6’\5‘[—1‘10W2{IEIO(}5I’1‘DD yhd 3eifibemith -agsenp@a HT-(ANY kg plEhafhe

| es‘?‘ém%y%ﬁPS‘bﬁl%Wﬁs %%%%%ﬁg Podl 9ashed oYithaw3sey affqring S title compound

(B 4342, 6% 4s 6 wimire k)lid. M$: ar/ber36t3[ Bt 6r i de (9.7 nl)

and AcCH (0.4 nlL) at 48 0C was added a sol uti on of

brom ne (0.79 nL, 14.6 nmmol) in carbontetrachl oride

€)75-Byeibpropyes-phen yHiso xkadg drgridielid sipeediony-eéndkylomige
C..Afte act | o s, ald.o to
St s et RSl ERG k- T itiais e G 12 F6 mirRon,

No(e-dmaeelrym(yaﬂ)x@h)mnahﬁnbamﬁ@e (\m%% g6 pan aly &d-nanblyltdeepholine

ok BN T Agafey ioibroaR-TAREY 20 Fion A figprorometane

(Sﬂﬂ)anT ameEDMIT (16 @hIQWs cSOldd 10 S hhaatle( ﬁmm&h@a@ﬂfnapﬁq;yl) 3-
S{‘g %1#388}11%}8% (g%@ %hgg ? %?gliaé %D H}'é: re 1to‘;51l r%l%xture ¥vas stirred at

room temperature for 2 h. The reaction mixture was poured into hydrochloric acid (1 N )

and extracted with ethyl acetate. The combined organic layers were then washed with a
saturated solution of sodium hydrogen carbonate, brine and then dried over sodium
sulphate and evaporated to leave a light yellow oil. Purification by chromatography (SiO»,
heptane:ethyl acetate = 100:0 to 50:50) afforded the title compound (4.03 g, 91%) which
was obtained as a colourles oil. MS: m/e = 273.0 [M+H]".

d) 1-(5-Cyclopropvl-3-phenvl-isoxazol-4-yl)-ethanone

To a solution of 5-cyclopropyl-3-phenyl-isoxazole-4-carboxylic acid methoxy-methyl-
amide (4.00 g, 14.7 mmol) in THF (42 mL) cooled to -78 °C was added a solution of
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title conpound (4.29 g, 95% which was obtained as an
off-white solid. Ms mMe (ElI): 305.0/307.0 [M. f )

WQ@2{03/0€2804 opr opyl - 3- phenyl -i soxazol - 4-yl ) -i m dzDEP2087/650137

| pyridi ne Am xture of - 36 -
2- brono-1-(5-cycl opropyl - 3- phenyl -i soxazol - 4-yl ) - et han

. | . c1e
A R ST R RaaT A9V S99 8013 B vithin s
aiei dt (7880% Thecodling batd. vés mermp yedvead th‘eectaetmbnmd@mrerv@fs lallgowed to

gl?lglr?n {18 g% g(?% ep%itgre os’%p 9%31 thQ %a:i:sl(?rpmq{turcf acf then re-cooled to -78

Kealilutrg wigna sauuu@obdmmmapmmef ¢hlgridmsapdurtioan @ﬁ)mlﬁ aﬂlowe% tQ warm up to
t r

SRR N CoBPR TR ARy ST B e

ctunbmachmegaam;daﬁm were thenh washéd eithprinaeed ttes. drl‘EH @ver sodlum

SEEPLPSAL AL LKA AR, PSS 0 LI s

ahglhtaaﬂwaolyieMS)m/onzl22891M%H]:at| on by chromat ogr aphy
(Si @2, heptane:ethyl acetate: 100:0 to 50:50) afforded
the title conmpound (49 ng, 54% which was obtained as
ar2-Bf dmotli tSecyswiprahyl-Bhenyleisoxad@24-y) {dliiddone. Exanpl e

828 sglhon of L s iope B PAes ek ol mons (34 gl g mmod
modakh dhvtet} qohtardie 1@ Asn ldemdrAdodd (6.4 mIBaa AP PE wayadded a solution of
e]iO%lalﬁo J79( é}i gl £ Org ]%%}/ car? t?ac%ﬁhor eg? %ngt)_ &e¥ 19 nin keeping the
tbn(ﬂ@r&lum&mhivyﬁ() o5 -Afeet hglf(ﬂltlan phraneydtionorxnok evasvaldowed to cool down
& orr(])\é?ngttggl%géa urteg%d%toﬁre% IC%VH\;E)gun%r g(fg@ The% @ers\/\\@ere separa%ed and
Gﬁt&qﬁé(ﬁﬁh}@r {aMab!ed-Wlfﬂ dlr:]lritsro’knethane The comblned organic layers were
fAhlr’eX was ecﬁ< & l(l)l 2e1trere Ierl]d 4‘;& r]ﬁy 8}7%' gsglr%ﬁ%#lﬁ %ag% z(ljne flzv\é]? 5 raye%s
Pﬁmﬂrratlah Ibylchrd]mmz gﬂap]xyy( SiD,, heptaftetRy (cei@)e: HOMDD t(ﬁSO 20) afforded the

nber ed oa onal substit
B RanEsnd oot B SRS sl sh ol SR isye v
BesyBOA0 Kyiyl , amino, -NHC(O-R a or -(CO-Ra; R3is
hydr ogen, halogen, cyano, |ower alkyl, |ower alkynyl,
amno, -NHC(O-R a, -(CO-R a, -5 or 6-nenbered
hex €rQeateproallkdrpheényl- hommmlmiﬂmmﬂatdmmad]bvmﬁubst ituted
eroar

?\nb]g e Iog%%romo—l‘:l—g cyclopropy hE P enelt 1soxazol¥ll—yi)pethanone (91.8mg, 0.3

mmol) and 2-aminopyridine (28.2 mg, 0.3 mmol) in ethanol (2 mL) containing

hydrobromic acid (48%, 16.9 uL, 0.8 mmol) was heated under reflux under argon for 2 h.
Another portion of 2-aminopyridine (28.2 mg, 0.3 mmol) was added and heating
continued under reflux under argon for 1 h. After cooling to room temperature, the
mixture was evaporated and poured onto saturated sodium hydrogen carboante and
extracted with ethyl acetate. The combined organic layers were then washed with water
and brine, dried over sodium sulphate and evaporated to leave a yellow oil. Purification
by chromatography (SiO,, heptane:ethyl acetate: 100:0 to 50:50) afforded the title
compound (49 mg, 54%) which was obtained as an off-white solid. MS: m/e = 302.1
[M+H]".
Example 69
6-Bromo-2-(5-cyclopropyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine



R4 is hydrogen or -5 or 6-nenbered heteroaryl; R5 is

| ower al kyl or cycloalkyl; Ra is | ower al koxy or
wWOBVORS280erein R and R' are each i ndependent P@I/EP2007/050137

hydr ogen, |ower al kyl optionaj% _Substituted by

hydr oxy, |ower al kynyl, -(CH 2)n-cycloal kyl, -(CH

= Rri ; ’ ] GYG! B 2) 20194 v1)-
A e e FRIRFSY, 7 AHERPIYG QRGN Iy RS Rl a2y
gthan ereed 8Ui8imgal Bynmelb epstend] of 46 bir eneaddiyhi- dmetlaylt3sphenylisoxazole

- ] - (NEN M e (o] P :

e netrog A RuZEainpLE e, Tl LR Slotdin gL as g ght yellow
WlidwWEY 1/a=R80i068383dMEEh. 3. The
aryl -i soxazol -4-yl -im dazo[ |, 2-a] pyri di ne derivatives
of formula I according to claim2, wherein they are
sel ected fromthe group consisting of
2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-imdazo[l, 2-a]
pyri di ne;
8- met hyl - 2- (5- met hyl - 3- phenyl -i soxazol - 4-yl)-i m dazo|
, 2-a] pyridine;
8- chl oro- 2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo]
, 2-a] pyridine;
8- br ono- 2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[ |
2-a] pyridine; 2-(5-nmeth yl-3-phenyl -
i soxazol-4-yl)-imdazo[ 1, 2-
a] pyri di n- 8- ol 8- benzyl oxy- 2- (5- et hyl - 3- phenyl -i soxazo
| -4-yl)-imdazo[l, 2-a] pyridi ne;
| - (5-met hyl - 3- phenyl -i soxazol -4-yl)-2-[2-(5-nmethyl -3-p
henyl -i soxazol -4-yl)- imdazo [1, 2-a] pyridin-
8-yl oxy] -ethanone;
7- met hyl - 2- (5- et hyl - 3- phenyl -i soxazol - 4-yl)-i m dazo|
, 2-a] pyri di ne;
7- et hyl - 2- (5-met hyl - 3- phenyl -i soxazol -4-yl)-i m dazo[ |
2-a] pyri di ne;
2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[
| ,2-a] pyridine-7-carboxylic acid nethyl ester;
2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ I, 2-a] pyri
di ne- 7-carboxylic acid cycl opropyl net hyl - am de;
2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[
|, 2-a] pyridine-7-carboxylic acid prop-2- ynyl am de;
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2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-imdazo[l, 2-a] pyri
di ne-7-carboxylic acid cycl opropyl am de;

wQ@2{0308mvdyl - 3- phenyl -i soxazol - 4-yl)-i m dazo[ | PCHEPYT/H50137

di ne- 7-carboxylic acid cycl obutyl am de;

2- (5-net hyl - 3- phenyl -i soxazol -4-yl)-im dazo[ |, 2-a] pyri
di ne-7-carboxylic acid cycl opentyl am de;

2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo]

| , 2-a] pyri di ne-7-car boxyl i c Qaintp ( 2-

hydr oxy- et hyl ) - am de;

2- (51 med Divieo S, BNV mida Rt 220t ?ﬁdﬁhé défNatd&As formula

|, 2-a] pyfidine-7-carboxylic ag d
(tetrahydro-pyran-4-yl)-amqe.o
2-(5-nEthyI-3-pheny|-isoxazq - 2
| ,2-a] pyridine-7-carbo \L BG4
nor phol i n-4-yl - et hyl) -
2- (5- et hyl - 3- phenyl -

nor phol i n-4-yl - propyl ) - am de;

2- (5- net hyl - 3- phenyl - i soxagzel -im dazo]
|, 2-a] pyridi ne-7-carboxylic aci %Eidin-
2-yl met hyl ) -am de

3
2-(5-nethy|-3-pheny|-isoxazolfﬁ-yl)-inﬂdazo[
|, 2-a] pyridine-7-carboxylic acid (pyridin-
hetlemet hyl ) - ami de;

+ (55 = 3= =} SQX =l - L I [
B
2- ( Smembhyed-fetanrailyd ptios aboasbtitted| By-arph catdy dgwer alkyl;

R? rzn glél[%{{d o HRTokefs AR GoRE HikynlyH i &~ N CET®H e ok -(co)-R
R? br yd ¢ hratstby cydn g ey lalkiys dooeer alleysyly apinioni NHESD)-R®,
2-a {.dianes . .. . .
T et I GRS IR I Rkin POl prigplsgptivied
|, 2- by pPrards aes or 6—membered heteroaryl in I—Pos.ition; _

?g?§T§§§%$%§€Eﬂﬁﬂ¥hkhﬁ%ﬁ§ﬁﬂ%&éﬁ¥t)"”‘dazo["Z'a]py“

RF [ 2is(@waredlyy br Gkl - i soxazol - 4-yl ) -imi dazo[ |, 2-a] p

gE i djg Té\zéryahllokgbgm’}?’!’,Q}V‘h%féﬁ]l REGIARY Hfeach independently hydrogen,

cycl opr opanecar boxyli’c aci d

[ 2- (Bweetlhyl opBiophlnsybstits X dgydiyddoxy] Ipwienaldemb[-(ALI2.-cycloalkyl,

al pyr (t‘ﬁzﬂf—; oY %Jmén%grgfﬁeterocycloa]kyl or -(CH,),-5 or 6-membered
heteroaryl;

n is 0 to 3;

as well as pharmaceutically acceptable acid addition salts thereof.

2. The aryl-isoxazol-4-yl-imidazo[ 1,2-a]pyridine derivatives of formula I

according to claim 1, wherein R’ is hydrogen.

3. The aryl-isoxazol-4-yl-imidazo[ 1,2-a] pyridine derivatives of formula I according

to claim 2, wherein they are selected from the group consisting of
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine;
8-methyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine;
8-chloro-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine;
8-bromo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridine;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-§-ol
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cycl obut anecar boxyl i c acid
[ 2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-imdazo[l, 2-a] pyr

WO doonwsigee/l | - am de; cycl opent anecar boxyl i ¢ acPdI/EP2007/050137

[ 2- (5-nethyl - 3- phenyl -i soxazol 3¢-yl)-i m dazo[ 1, 2-
alpyridin-7-yl] -am de or

- (5- _ ' -A-. i ;i L1, 2-
kAL BN hoesgee g gt
@(§1.me’;tlg;ixiapbﬁmy&-ispkazioméldé)za-[[2—1521fleth}1p§rph@1y.h@soxazol—4—yl)—.
ggﬁ%%ﬂggﬁﬁggﬁﬁn%?ﬁqﬁﬂgﬁﬂmﬁggprd|ng to claim1, wherein
&mydthylsh amethyi-3yphenpi- derap-4-3b) aimpgazotl, el meidineat | ves

f I [ | air I.0.fhey are
e
B~(5imuzshg- Rpliyirizohydol-3-ybhiemiylhzd[ $ Gxed pwiidire-Joprtioniytiaaniq methyl
-a] pyridi ne;

%%ecrm or o- 2- ( 5- et hyl - 3- phenyl - i soxazol - 4-yl ) -i ni dazo[ |
225-anhgkryli Hphenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid

g‘/cgﬁrpgﬁyﬂéfﬁgf%‘ml - 3- phenyl -i soxazol - 4-yl ) -i m dazo[|l,

B-(5-onkgh @- 3-pherai-inpkazel-ghdnirhidasd k Azdpyridiyé-y-darkicdgliofdid prop-2-

- i.di ne or
g’h&%@g’- 2- (5-cycl opropyl - 3- phenyl -i soxazol -4-yl)-im da

20pim&h ] pyhéndi-ive xa]-4The imaidyto] i Lom pyridine7ydarhoxytazdd

1, 2- ridine derivatives of formula | according to
(éfcafﬂprrngﬂlﬁéln\}\ﬁg’rei n R3 is cyano. 7. The

ol i L o
e T e B
oyclabupsdarhide; 3- phenyl - i soxazol - 4-yl ) -i m dazo[ |, 2-a] pyri
di ne-6- carbonitrile. 8. The o o

A yingtByxaphenykisprazohitod) pidaze[ APl pyridine 7darhaxaks aced
&fc1dpRhMndgé; according to claim1, wherein R3 is |ower
al kyl. 9. The aryl -i soxazol -4-yl -i nmi dazo[ 1, 2-

A](pynetaylinepheni-ariaek 4of) -freidaal 4.2t a] Awedneti/ rrgrhoryhg agidd 2-
gydﬁew%sﬁétﬁi_yg:drﬁidés

(5- met hyl - 3- phenyl -i soxazol - 4-yl ) -i m dazo[ |
2—2S—thyr}ghw}1@@@20‘]34@/1)—1m1dazo[ 1,2-a]pyridine-7-carboxylic aci
ggtyghgjﬁ@?g,zdgu_ 1 Wi dazo[ |, 2-a] pyridine derivatives
of fornu I agordin%to‘c‘laiml, wherein R3 is
2-Ch-opetRylad-phaet-dsomazRi 41 )d) - inpidero [ A 2ked Ryr i ne-NiRappoxykiedad 17-
RorgiinRi yREGyEAGHdE,ndependent | y hydrogen, |owver alkyl
opti onal | su%st_i tuted by hydroxy, |ower alkynyl, -(CH
2 rrestbylohp gyl isog@abind Birardag] harmpyredine- 7-carboxylic acid (3-
Hl%trlﬁ{ (ﬁfr‘ly@—lyp ﬁfc’@ﬁ) -amide;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (pyridin-
2-ylmethyl)-amide;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (pyridin-
3-ylmethyl)-amide;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (pyridin-
4-ylmethyl)-amide;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-7-carboxylic acid (furan-2-
ylmethyl)-amide;
7-bromo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine;
7-ethynyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-7-ylamine;
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or -(CH 2)n-5 or 6-nmenbered heteroaryl; and nis O to
3. 11. The aryl-isoxazol-4-yl-imdazo[l, 2-a]pyridine

walerorwsasieses of forrmula | according to cl ai m 1BCT/EP2007/050137

wherein they are selected fromdhe group consisting
of 1 2-(5-nethyl -3-phenyl -i soxazol 4-yl)-imdazo[

NP BRSSO 5t 8L 2502 i 51
heepaifigyr i di ne- 6- carboxylic acid ethyl ester; _
RIS LS s B
2pysdmel-yltan®dghenyl - i soxazol - 4- yI )-imdazo]

!‘2y f&)&)ﬂlﬁ%ﬁdrﬁb)gﬁc Ecﬁ@??? ;%%Ecg —fﬁﬁ&ﬁ?s%gaz%l 4343"’){ n‘rﬁ%goef’l 2-a]pyridin-

7-y#- aiqdyrl di ne- 6- carboxylic acid cycl opropyl am de;

Gl e Rh A s ROERY [ | #RXARALE: frafl) N 8% Sh o dbpY S

ic a
2]-p(yﬁd1me't' kadphenyl - soxazol 4-yl)-imdazo[l, 2-a] pyri

gl' [2&2(5611&%%19/? gé%lphgn C;{algoslgyx glé q{%?(%tzg[: lyafna%?gdm— -yl]-nicotinamide;

, 2-a] pyridi ne-6-carboxylic acid (2-
hyd r &xihearHyisoxazatiddd:imidazo[1,2-a]pyridine derivatives of formula I according

soxazol - 4-yl)-imdazo[l, 2-a] pyri
E?&;?l cark)oxy Fgg{% %I (tetrahydro pyran- 4- yI) am de;

2- (5- et hyl - 3- phenyl -i soxazol -4-yl)-im dazo[l, 2-a] pyri

?T{)PS Gll'h%aaﬁrﬁqﬁé{a%(?hésg%l?naléngzgél,2— a]pyridine derivatives of formula I according
® (& tviheteiB tptyenydeldctd amo thedzryhy) cdnsistiag of

h—bﬂr%'po)ﬁt] ?y(%hﬂétﬂﬁ 5 Ipﬁg{ﬁ ?_ a%nio 4a§(;1 ﬂnfd%zo[l 2-a]pyridine;

g-chbrort (I’Sylinféﬁl-yb ﬁfplhyh v 1maﬂ<§l— yllalqulﬁ()a-zo [rh,23| alpofidine;

é—’_bé(?rﬁé %{/ 3 -Ea'_eﬁﬁ-%@%ﬁ?l‘-’fé&a&&l- 25H 4k o 25 A pyridine;
6-lodo-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine or
6-bromo-2-(5-cyclopropyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine.

6. The aryl-isoxazol-4-yl-imidazo[ 1,2-a] pyridine derivatives of formula I according

. . 3.
to claim 1, wherein R” is cyano.

7. The aryl-isoxazol-4-yl-imidazo[ 1,2-a] pyridine derivative of formula I according
to claim 6, wherein it is 2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-

carbonitrile.

8. The aryl-isoxazol-4-yl-imidazo[ 1,2-a] pyridine derivatives of formula I according

to claim 1, wherein R’ is lower alkyl.

9. The aryl-isoxazol-4-yl-imidazo[ 1,2-a] pyridine derivative of formula I according
to claim 8§, wherein it is 6-methyl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridine.

10. The aryl-isoxazol-4-yl-imidazo[ 1,2-a]pyridine derivatives of formula I

according to claim 1, wherein R’ is —C(0)-R?, wherein R* is lower alkoxy or NR'R”,
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2- (5- net hyl - 3- phenyl -i soxazol -4-yl)-i m dazo]
I,2-a]pyridine-6-carboxy|ic acid (pyridin-
W@2007082880/1 ) - am de; PCT/EP2007/050137

2 (5- net hyl - 3- phenyl -i soxazol - 4-yl ) -i m dazo[

, 2-a] pyri di ne-6-carboxylic acid (pyridin-

ly)

%h%ﬂglﬁeﬁ*bﬁld R gﬂ%g%ﬁl y1 &]&gg()i(fglztlg hyﬂro)ﬁesl lower daa [OPtl%nalﬁy substltuted by
biydvex6 lavear byl o Cabi deycloabah - CHy)- ﬁexr lythymbenel d:leten@ycloaﬂWl

Zglle‘-‘?@%%’n]!-s bSe: cré éteﬂo 7.8k is gi@b pyri di ne

rivatives o orrru ccording to claim1l, wherein
R3 is am no, -NHC(O) - R a -5 or 6-nenbered

h et el& Oﬁfé: zirgﬁ g%!zof Ig yil i %ﬁﬁ&éé %naé Pg@&lhg H?‘L\!a}llV%SL&%&IJﬂ%lIH% ﬁ gccordin g
tlceclalﬁhlé) ahgfein gy alzemeledteglf fronmihdaza|p q@ml]ugg/oﬁ d i ne '

SRS AT S ST LS R TR me
ofter;
g-i'( %-?%%flgyﬁk%éggyﬂ%%%olh%%ﬁﬁfa'aio‘[1}2'-3?]pi«fiﬂif?@-%f’c[a}bo%yﬁ‘é RY] kenyt
&taycl opropyl - N-[ 2- (5- net hyI 3- phenyl i soxazol -4-yl)-i
ROERn Zp LR i8S S s pagytiondd o
yyclctprmp}@myﬂh]yl—anpipu di n- 3-yl acet am de;

I | .
P35 REh AR REaL A o AE ol 2l pridineseayopyte cid prop-2-
ajypymiddj n- 6-yl] -am de cycl obut anecar boxyl ic acid
P—’%E—gm g%“jltrg] éilenyl Es%%? )gl)e(rﬁl%i%oéﬁl léﬁ%lrl({n mne ;bo hc acid

| anec y
a;«:l@r@ﬁ.’;d:(rﬁrdﬂﬁt hyI 3- phenyl |soxazol 4-yl) - |m dazo[

R PR bR ok EBigaentt 2a0pnjdins s agspaiondd o
yyciabiunyl Gnide] - benzam de

gL (% e?tg}/ln? H%)ﬂy 1so ?Zé) yl%)la%‘cj’ﬁ? é Cfl£ aﬁpyn(}me %]caﬁz)ox hc 2101d

byc[@eﬁ@lamﬁtihyl 3- phenyl i soxazol - 4-yl)-imdazo[l,2-a]p

5 (F 3 ﬁr% 1}5 A Sontroll 21208 azol 1.2 Al pyridine-6-cathaxylicacid (2-
SICBY P RS S 6?‘?8 T UBRAR 2RI YO ARpYISAN] (7

Wydrdkyrethyhtamipyyr r ol i di n- 2- one;

g—;é%if?lg}t_flg?{lg@%yg?sﬁg%/zloi—h— 1m1%azozt 1 %l z)]pyrlcp et carboxwlc acn&

cht(rﬂrymtecﬁ ytan34-pheinyitle;i soxazol - 4-yl ) - 6- pyrazol -

& (X metﬂ}ldfpl%ny} 1soxaz%]l BY, yrl) {jnlnrc]iazo(tli 2-a]pyridine-6-carboxylic acid (2-

morpholin-4-yl-ethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (3-

morpholin-4-yl-propyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (pyridin-

2-ylmethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (pyridin-

3-ylmethyl)-amide;

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (pyridin-
4-ylmethyl)-amide; and

2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine-6-carboxylic acid (furan-2-
ylmethyl)-amide.



10

15

20

25

30

6-i m dazol -1 -yl -2-(5-nmet hyl - 3- phenyl -i soxazol -4-yl)-im
i dazo[l, 2-a] pyridine. 14. Aprocess for preparation of

wa@eovposesds of formula | as defined in any one BET/EPBOTGS0137

1lto 13, which process conpri s_e;fz_reacti ng a conpound of
formula with a conpound of fornula:to give a conmpound
of formula: wherein Rl, R2, R3, R4 and R5 are as
descri bed above, and, if desired, converting a
conpbltie ofylfissxpadl-d-yl-imdazo bl , yhrynd oeuderigativey of formula I

| g .sa 3 . C ur ehmyl al i ng
RESERL R il iyncfen ryi SRS AR O R e s BTG,
hetomepdoaisyl ol &ipositon roptioanlty sbdstam tddybyarO @qusi-9 @i érmhembered
.16 .nedi cament contai ni ng one or nore
g%r%%g %H@ﬁé’f’é%lg?m a |l in accordance with any one of
clains 1 to 13 and pharmaceutically acceptable

exci pi i. di i ; r
the 11 R Ao Ay RTE0L SEARHHLRAC R Sh bl
sachuhn g tosddiecte svhereonihep grei selevted nhathe erowgr coneging oive

i.sorder 8. . A nedi canent. ac di;ng.t.0 cl.aim 17 for
O TR EYT reh bRk eP g Seat B A8 ¥REMite of
e-epgopogyloN-[Raishutbiayl-3-pheoyl dsoxgzdl el- dnymataeo [df2- g]ipstidis - & y1] -
to 13 for the preparation of a nedicanment for the
PEEL BNt of cognitive enhancer or cognitive
Ni- Rordeethyl-3GhhenViasasagolof- yld-igaimaount alplyritl o 6wl 1e2-pyridin-3-yl-
according to any one of clains 1 to 13 for the

Gion of a medicament for the treatnent of

Acidpeo pamecabeltysie asia [2-23-methd-3-p@il-isoRaas$ 4h@y-ehidazo[ 1,2-
b]ef are descri bed.
a]pyridin-6-yl]-amide;
cyclobutanecarboxylic acid [2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a]pyridin-
6-yl]-amide;
cyclopentanecarboxylic acid [2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-
a]pyridin-6-yl]-amide;
N-[2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-yl]-benzamide;
N-[2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-yl]-nicotinamide;
1-[2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-yl]-azetidin-2-one;
1-[2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridin-6-yl]-pyrrolidin-2-one;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-6-pyrrol-1-yl-imidazo[ 1,2-a] pyridine;
2-(5-methyl-3-phenyl-isoxazol-4-yl)-6-pyrazol- 1-yl-imidazo[ 1,2-a] pyridine or
6-imidazol- 1-yl-2-(5-methyl-3-phenyl-isoxazol-4-yl)-imidazo[ 1,2-a] pyridine.

14. A process for preparation of compounds of formula I as defined in any one of
claims 1 to 13, which process comprises reacting a compound of formula
N-O
| /)R

5

O

Br I

with a compound of formula:



WO 2007/082806 PCT/EP2007/050137

to give a compound of formula:

NS
| /R
N R1
R N\ /
2
3 R
R I

wherein Rl, RZ, RS, R* and R’ are as described above,
5 and, if desired, converting a compound of formula I into a pharmaceutically acceptable

salt.

15. A compound of formula I according to any one of claims 1 to 13, whenever

prepared by a process as claimed in claim 12 or by an equivalent method.

10 16. A medicament containing one or more compounds of formula I in accordance

with any one of claims 1 to 13 and pharmaceutically acceptable excipients.

17. Amedicament according to claim 16 for the treatment of diseases related to the

GABA A 0.5 subunit selected from cognitive enhancer or cognitive disorders.
15 18. A medicament according to claim 17 for the treatment of Alzheimer’s disease.

19. The use of a compound of formula I according to any one of claims 1 to 13 for
the preparation of a medicament for the treatment of cognitive enhancer or cognitive

disorders.

20 20. The use of a compound of formula I according to any one of claims 1 to 13 for

the preparation of a medicament for the treatment of Alzheimer’s disease.

21. The invention as herein before described.

ki



