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wherein the substituents are as described below and in the claims.

10 Receptors for the major inhibitory neurotransmitter, gamma-aminobutyric acid (GABA),
are divided into two main classes: (1) GABA A receptors, which are members of the ligand-
gated ion channel superfamily and (2) GABA B receptors, which are members of the G-protein
linked receptor family. The GABA A receptor complex which is a membrane-bound

heteropentameric protein polymer is composed principally ofa, B and y subunits.

15 Background Art

Presently a total number of 21 subunits of the GABA A receptor have been cloned and
sequenced. Three types of subunits (a, B and y) are required for the construction of recombinant
GABA A receptors which most closely mimic the biochemical, electrophysiological and
pharmacological functions of native GABA A receptors obtained from mammalian brain cells.

20 There is strong evidence that the benzodiazepine binding site lies between the o and y subunits.
Among the recombinant GABA A receptors, a.12y2 mimics many effects of the classical type-1
BzR subtypes, whereas a232y2, a382y2 and a5pB2y2 ion channels are termed type-I1 BzR.

It has been shown by McNamara and Skelton in Psychobiology, 1993, 21:101-108 that the
benzodiazepine receptor inverse agonist B-CCM enhance spatial learning in the Morris

25 watermaze. However, B-CCM and other conventional benzodiazepine receptor inverse agonists
are proconvulsant or convulsant which prevents their use as cognition enhancing agents in
humans. In addition, these compounds are non-selective within the GABA A receptor subunits,

whereas a GABA A a5 receptor partial or full inverse agonist which is relatively free of activity
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manufacture, and theuse of the above mentioned compounds in the therapeutic and/or
prophylactic treatment of diseases and disorders related to the GABA A a5 receptor. The

compounds of present invention are preferably inverse agonists of GABA A a.5.

The compounds of present invention and their pharmaceutically acceptable salts and esters

20 can be used, alone or in combination with other drugs, as cognitive enhancers or for the
therapeutic and/or prophylactic treatment of acute neurological disorders, chronic neurological
disorders, cognitive disorders, Alzheimer’s disease, memory deficits, schizophrenia, positive,
negative and/or cognitive symptoms associated with schizophrenia, bipolar disorders, autism,
Down syndrome, neurofibromatosis type I, sleep disorders, disorders of circadian rhythms,

25 amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic disorders, substance-
induced psychotic disorder, anxiety disorders, generalized anxiety disorder, panic disorder,
delusional disorder, obsessive/compulsive disorders, acute stress disorder, drug addictions,
movement disorders, Parkinson’s discase, restless leg syndrome, cognition deficiency disorders,
multi-infarct dementia, mood disorders, depression, neuropsychiatric conditions, psychosis,

30 attention-deficit/hyperactivity disorder, neuropathic pain, stroke and attentional disorders.

Preferred indications are cognitive disorders, schizophrenia, positive, negative and/or
cognitive symptoms associated with schizophrenia and Alzheimer’s disease. Most preferred
indications are schizophrenia and Alzheimer’s disease. Particularly preferred is the therapeutic

and/or prophylactic treatment of Alzheimer’s disease.
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al koxy, Préfeﬂ‘ﬁér‘ la deydlkylosubstitatddyby) Nare Ifsidoaverloalek alkyH) Nl gemi-bweor alkglyefluoro-
al kyl - %&\9&2511(91? gyctl&qlqlli-lmer ﬁkﬁf aeflrdra%gtylamino-lower alkyl. Most preferred are 1-hydroxy-
cyclopropyl-methyl, 1-hydroxymethyl-propyl, 1-oxetanyl-ethyl, 2,2,2-trifluoro-1-methyl-ethyl,
2,2, 2-trifluoro-ethyl,  2,2,3,3,3-pentafluoro-propyl,  2-acetylamino-ethyl,  2-hydroxy-1,1-
20 dimethyl-ethyl, 2-hydroxy-1-hydroxymethyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydroxy-2-
methyl-propyl, 2-hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-hydroxy-propyl, 3-hydroxy-
2,2-dimethyl-propyl. The most preferred are cyclopropyl-methyl, 1-hydroxy-cyclopropyl-
methyl, 1-hydroxymethyl-propyl, 1-oxetanyl-ethyl, 2,2,2-trifluoro-1-methyl-ethyl, 2,2,2-
trifluoro-ethyl, 2,2,3,3,3-pentafluoro-propyl, 2-acetylamino-ethyl, 2-hydroxy-1,1-dimethyl-ethyl,
25  2-hydroxy-1-hydroxymethyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydroxy-2-methyl-propyl, 2-
hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-hydroxy-propyl, 3-hydroxy-2,2-dimethyl-

propyl.

The term "halogen", alone or in combination with other groups, denotes chlorine (Cl),

iodine (1), fluorine (F) and bromine (Br). Preferred halogen is fluorine.

30 The term “aryl”, alone or in combination with other groups, refers to an aromatic
carbocyclic group containing 6 to 14, preferably 6 to 10, carbon atoms and having at least one
aromatic ring or multiple condensed rings in which at least one ring is aromatic, for example

phenyl (Ph), benzyl, naphthyl, biphenyl or indanyl. Preferred aryl group is phenyl.

The phrase “aryl substituted by”, alone or in combination with other groups, refer to an
35 aryl group that is substituted by one or multiple substituents, preferably 1-4 substituents,

whereby substitution at each ring atom individually is possible, with a substituent individually
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a heteroaryl group that is substituted by one or multiple substituents, preferably 1-4 substituents,
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20 whereby substitution at each ring atom individually is possible, individually selected from the
group as specified for the specific “heteroaryl substituted by”, i.e. for example amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower
alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower
alkyllower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower

25 alkyl,H)-lower alkyl, nitro, lower alkyl-S(O),-, carboxy, carboxy-lower alkyl, lower alkyl-COO-
lower alkyl, COO-lower alkyl, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lower
alkyl)-lower alkyl, CO-NH;-lower alkyl, lower alkyl-CO- and the like. Preferred substituents are
H, F and Me. Preferred “heteroaryl substituted by are lower alkyl-heteroaryl, methyl-heteroaryl,
halogen-pyridinyl, halogen-heteroaryl and fluoro-heteroaryl. Most preferred are 1-methyl-

30 pyrazolyl and 5-fluoro-pyridin-2-yl.

The term "heterocyclyl", alone or in combination with other groups, refers to a 4 to 8
membered ring containing 1, 2 or 3 ring heteroatoms individually selected from N, O or S. 1 or 2
ring heteroatoms are preferred. The heterocyclyl can be part of a bicyclic spiro ring. Preferred
are 4 to 6 membered heterocyclyl, more preferred 5 to 6 membered heterocyclyl, each containing

35 1 or 2 ring heteroatoms selected from N, O or S. An S heteroatom can be substituted by oxo such
as SO;. Examples of such heterocyclyl groups include pyrrolidinyl (pyrrolidinyl),
tetrahydrofuryl, tetrahydrothienyl, tetrahydropyridyl (tetrahydropyridinyl), tetrahydropyryl,
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Preferred substituents are hydroxy, ﬂuoro and methyl. Preferred “heterocycly substituted by”

are hydroxy-heterocyclyl, halogen-heterocyclyl, fluoro-heterocyclyl, lower alkyl-heterocyclyl
20 and methyl-heterocyclyl. Most preferred are 3-hydroxy-azetidinyl, fluoro-piperidyl, 4,4-

difluoro-piperidyl, methyl-tetrahydropyryl and 2,2-dimethyl-tetrahydropyryl.

The term “cycloalkyl”, alone or in combination with other groups, refers to a 3 to 8
membered alicyclic carbon ring, for example cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl,

cyclopheptyl or cyclooctyl. Preferred cycloalkyl are cyclopropyl, cyclobutyl and cyclopentyl.

25 The phrase "cycloalkyl substituted by", alone or in combination with other groups, refers
to a cycloalkyl group that is substituted by one or multiple substituents, preferably 1-4
substituents, whereby substitution at each ring atom individually is possible, with a substituent
individually selected from the group as specified for the specific “cycloalkyl substituted by”, i.e
for example from halogen, halogen-lower alkoxy, halogen-lower alkyl, hydroxy, hydroxy-lower

30 alkyl, lower alkoxy, lower alkoxy-lower alkyl, lower alkyl, (lower alkyl,lower alkyl)N-, (lower
alky,LH)N-, nitro, lower alkyl-S(O);- and the like. Preferred substituent is hydroxy. Preferred
“cycloalkyl substituted by” is hydroxy-cycloalkyl. Most preferred is 2-hydroxy-cyclopentyl.

The term "lower alkoxy", alone or in combination with other groups, stands for a
“-O-lower alkyl” radical that is be linear or branched, with single or multiple branching,
35 whereby the alkyl group in general contains 1 to 6 carbon atoms, for example, methoxy (OMe,

MeO), ethoxy (OEt), propoxy, isopropoxy (i-propoxy), n-butoxy, i-butoxy (iso-butoxy), 2-
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nor pholjcRy lfernfic @¥R; Garddds s8Rl @hRBicCide Phitlc actl& tﬂl@lﬂ"yﬁjdl@f dME acid, succinic acid
tetr ahydr opyr

rrol jdinyl. and piperi ref erred heterocyclyl
groups 't éc{érﬂﬁt anczpy ?l?lalaﬁv D-tolge ﬁ‘b‘Pﬁ i amétt&i]a agitie agph angt [5 Eﬁeptw
I,I-dloxo | , 6-t hi onor phol i n- 4- yI tetrahydrofuryl t et rahydropyryl,
pyr r ol i di nyirheamimpi"plmrmdéamyilcallyThecq@Mtﬁes ecstelned't easfatsytzj \al csthibﬁﬂbedstayﬁed

|
f‘ hg &3% Sfc? FR{HE%‘S c%o%lt%}og r}ﬁ[ mg eg %g% tel{ g{oﬁéf hf&hgagg ee&%%l% fYéZ?Vgc[ gup
substi ' t‘ﬂmﬁ@themgpmdmgbmbwmhcr avidnercgheds iniwijclathonléavdd hydiogen s tieglaced
possi blgin i ﬁk?l“%l&ﬁ Li? - duBGichicd U kybsBigh&f bafh Bét@ch%l?l gcr}@lb‘alk%@ etc.

specified for the” specific "heterocyclyl substituted by exanpl e
f r om a0l iyt S lamep ol Yl:fr‘%tﬁ@ arey%fhss ip ot h-2eF alkiHalﬁ cﬂg}bwtuted with

hal Ogerﬁy@fwﬂmal klzﬂperlﬁ‘i{l@r O?erpH@Mﬁ'é OXl?lTh&Mﬂf)lp%fa&Mﬂe, EQV\BFuﬁ%ldEﬁiéYH aner tahkyl ,
0 e ower
aI k )NPEXTF?%%&}“QY @?GPF%% e&f‘ﬁé?é (N W?n‘ieﬁ@a”&l ?éyﬁrbﬁe R}%?Poé%PE@FVmg a

N( | owerhydtdwyl gﬂd)lpl Dl Mydatiokquonmoundn cdmobe rcoavdeted - t8( 1B Zorresmmbdmgygsters with

car boxyl o I A | , : kyl.. .
CO- N(| owe\é@ﬁlf ?’égﬁuc a%i’éﬁ 9+ {1(@)’ :mt 0111, Whu?lc iﬁﬂd, pﬁo%tjlcom&, c?th%%lsld, formic
acid, rnalelc acid, acetlc a01d succinic acid, tartaric acid, methanesulphonic acid,

p-toluenesulphonic acid and the like, which acids are non-toxic to living organisms.

20 The terms “pharmaceutically acceptable carrier” and “pharmaceutically acceptable
auxiliary substance” refer to carriers and auxiliary substances such as diluents or excipients that
are compatible with the other ingredients of the formulation and not deleterious to the recipient
thereof.

“Therapeutically effective amount” means an amount that is effective to prevent, alleviate

25  or ameliorate symptoms of disease or prolong the survival of the subject being treated.

The compounds of formula I can contain one or more asymmetric centres and can
therefore occur as racemates, racemic mixtures, single enantiomers, diasterecomeric mixtures and
individual diastercomers. Additional asymmetric centres can be present depending upon the
nature of the various substituents on the molecule. Each such asymmetric centre will

30 independently produce two optical isomers and it is intended that all of the possible optical
isomers and diastercomers in mixtures and as pure or partially purified compounds are included
within this invention. The present invention is meant to comprehend all such isomeric forms of
these compounds. The independent syntheses of these diastercomers or their chromatographic
separations can be achieved as known in the art by appropriate modification of the methodology

35 disclosed herein. Their absolute stereochemistry can be determined by the x-ray crystallography

of crystalline products or crystalline intermediates which are derivatized, if necessary, with a



CO N(I ower al kyl, | ower al kyl)-lower alkyl, CO NH2-1ower al kyl, | ower

al kyl -CO- and the like. Preferred substituents are hydroxy, fluoro and
nmet hyl . Pweferwe®7shet erocycl yl substituted by" are hydPonErh@vosiseycl yl ,
hal ogen- heterocyclyl, fluoro-heterocyclyl, |ower alkyl-heterocyclyl and
nmet hyl - heterocyclyl. Most preferred are 3-hydroxy-azetidi nyl,
fluoro-piperidyl, 4,4- difluaoro-piperidyl, nethyl-tetrahydropyryl and

2, 2- di retgept coBRINEIB Y BPPHYILIIC TRETS Bf IMowsy abwlutr ronfigypédie 16(csifed, racemic

conbi nahixaRedbi fhe QbMBH U Qb.h@%e séRtRES sd Mabthd 1ﬁcﬁviaumﬁb@tﬁ&ﬂer§hfecly&1hﬂe@ g bon

ring, for exanpl e cyclo cl obut cl gpent yl cl.ohex

Gy P opEBHOT P T GBI P B GRURKR el EDoSH Ry HGAE syt Bf Gpghapting of a

cycl obutgdmiamuixwye bﬁm&npcymds fchen pﬂmnasmerlcaltyl mat lehlpsmtalstbl fotrh ectiuixyerc:oradame
[ h p I s

subs i trﬁfﬁg@,ﬁi‘o’llﬁ?weé{“b&hsnﬁ%r t%l} gf @%b@%* th uentd E1Steger0 e egér/g (3{% é&’rﬂ rg%,ltg&?sl t uen%g

V\herebyfr?@ubsftllcty}talmtlatl oealvhmatqggapéamm individually is p055| ble, with a

substi tuent individually selected fromthe group as specified for the

speci fi c " Q(BLRabtY lat 8URSbIctBEn8 DY rin Ica@ befp%seﬁtxﬁ‘lnak% inwtr@lkqger) forrn
hal ogen- | ower al koxy, I %

al.o droxy,. h droxy | ower
| ower aIKGRPe Slt?fﬁ%ﬁhe%%?d@gﬂgwgfm%mﬁ?‘r 1%1%%(? ITGSPRIAINE %qw ddpyegnla fower
al kyl )N-, (lower alkyl,HN, nitro, |ower alkyl- S(O)2 and the liKke.
Preferred S]Utestdr@u@ﬂarm&ehycm ooqmpoemehé ranecimpasged @aapriodlicts cdaspriding apedifyéd i
hydi(? Xym r%&egt%l %ﬁy#re-d\é?&hmpedeglﬁg I I%pgr){]?héj g]%ﬁl aosp%%; )é{ro'(%u-gp %a& Gellits,
in conb aQt B her groups, stands for a
- o | ovdelrectéy hy lindinegidy, c%nmtchafomusg breecifiadeiagredientsy iarsphedicd winohntsi Pegifesaldy it
mul ti pl&ch, g&' Q%ro&mr&)@brfsﬂlﬁoﬁﬁe‘%{ 1’1%1‘9%‘[1{7@ Q?@&Eﬁ’tk Sﬁ’cf‘taﬁ' (gﬁloﬁalt arfer

carbon ato for ‘exa % CEt), OpoXxy
i sopr opf@saprl@mgpm%dﬁgl)%dleﬂtﬁba% 35y, S arbup&@yct( hat, r%u%mecﬂz %utl@%gﬁtly, from
( sec- bwommbynatioh; bethekYat{dneot anlfeQéﬁb)n of SRPeNdYdroXprd bof rﬂl@dnﬁﬁgr@cwﬁts agd flohe

K, RIS bRaRSH RLEO LR P R L P Lol s st SegactpRY uf o

to sal tcmetohatoraoéthsungrahbtﬁsfor use in contact with the tissues of hunans
and animals without undue toxicity, irritation, allergic response, and the

i ke. Exa”ph{%sfo%wﬁlgitﬁtﬁ@h?cs ﬁ%r%%a%ﬁsmsg@%tgﬁmhg p?e@gnt%%ﬂ&ﬁ. acids are, but

are

(7))

AIBN N,N-Azobisisobutyronitril
1.6 mmol hydroquinine 1,4-phthalazinediyl diether
0.4988 mol potassium carbonate, powder

AD Mix-o 0.4988 mol potassium ferricyanide
0.7 mmol potassium osmate dihydrate
AcOH acetic acid
brine water saturated with sodium chloride
BuLi butyl lithium
CDI 1,1'-carbonyldiimidazole
DCM dichloromethane
DIPEA N,N-diisopropylethylamine
DMAP N,N-dimethylamino-4-pyridine
DMEF N,N-dimethylformamide
DMSO dimethylsulfoxide
EDAC I-ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochloride
EDCI N-Ethyl-N,N'-(dimethylaminopropyl)-carbodiimid
El clectron ionization
HCI hydrochloride
HOBt N-1-hydroxybenzotriazole
Ecgé 1? aCl, potassium chloride, calcium chloride, magnesium chloride

LiHMDS Lithium bis(trimethylsilyl)amide



not limted to, hydrochloric acid, nitric acid, sulfuric acid, phosphoric
acid, sul phuric acid, citric acid, formc acid, fumaric acid, maleic acid,
| actic acwo,20mal2resaci d, acetic acid, succinic acid, taPCRIEPCIIAOFTHI4
met hane-sul foni ¢ acid, p-toluenesul phonjic acid, trifluoro acetic acid and
the like. The term "phar maceutical ly acceptable esters” refers to a
conventi o ter| vin rboxyl group. Exanples of
ester %@E‘L% h ar ngr Fesog 8%%%@ vivo to the corresponding
car boxylnilfé acids are mﬁSﬁs‘f@ -¢haragtipianof leeized elgmsdrimadeadgsn i s repl aced
Wi t h-1 oweg;Aal Kyl , whi glindtBylalinstigst i t ut ed or substituted with heterocyclyl,
cycl oal Exanpl, fofgtituted Iower alkyl esters are those in
whi ch- Mé%HeE H i rsq?lsﬁl%s(ﬂ Futed with pyrrolidine, piperidine, norpholine,
N- met hyll\g per azi ne et@ss Spﬁﬁ‘tflﬁﬁr nore, the term "pharmaceutically acceptable
esters” N&hasg, t 0 a coymentciaddbiohyesderi f ed conpound having a hydroxy
group. The hydroxy conpounds can be converted to the correspondi ng esters
wi th i nd®8ani c or or gimhendehagshisach as, nitric acid, sul phuric acid,
phospho®iCC aci d, ci trpﬁlcamud}clﬂ@bﬁhronﬁm d, maleic aci d, acetic acid,
succi ni gpacid, tartarjg. & ghpl met hanesul phoni ¢ acid, p-tol uenesul phonic
aC|d an the Ilke whi ch dcids are non-toxic to |IVI ng organi sns. The terns
" phar madkutical Iy accEaBT @ EE Fier and " phar maceutical l'y acceptabl e
auxi | i aSgiggaties slce” petpeium sodiamiiEirts and auxiliary substances such as
di | uent $i©y exci pi ent ﬁht;lhﬁltdlameecorrpatl ble with the other ingredients of

the for gy Elon and ngj ,g,qsg |ous to the recipient thereof.
"Therap cally effe r{g 4 a} n anount that is effective to
prevent, | evi ate or ér@ir’ia%e} ‘Eyé@ %[g)t 8‘Fe di sease or prolong the

survi valTB¥Ut he subj e@t(H@emtgamiéayle NNt rapatimdsroofunt tstnaflieroborgten
contai nTg®e or nore a@ﬁaﬂﬁéﬁﬁmpentres and can therefore occur as

racemat gg;, racemc mgﬁs ?c)xyﬁkwlfarﬁﬁg Quers, diastereoneric mxtures
and individual di astere ona asymTetrl Cc centres can be present
dependiTaplababbrehatinnt ure of the various substituents on the nol ecul e. Each
such asymetric centre wll

The invention also provides pharmaceutical compositions, methods of using, and methods

of preparing the aforementioned compounds.

While the present invention has been described with reference to the specific embodiments

5 thereof, it should be understood by those skilled in the art that various changes can be made and
equivalents can be substituted without departing from the true spirit and scope of the invention.

In addition, many modifications can be made to adapt a particular situation, material,
composition of matter, process, process step or steps, to the objective spirit and scope of the
present invention. All such modifications are intended to be within the scope of the claims

10 appended hereto. All separate embodiments can be combined.

The invention therefore also relates to pharmaceutical compositions comprising a

compound as defined herewithin and a pharmaceutically acceptable carrier and/or adjuvant.

One embodiment of the invention provides compounds of formula I,

e
\ / X—Y o
R' /Q)\(
L
N—g?
3/
R I

15  wherein
L  is-CH;,-O-, -CH,-NH- or -CH=CH-;
X isN-R’and Y is N, or X is N and Y is N-R®;



i ndependent|y produce two optical isoners and it is intended that all of
the possible optical isoners and diastereoners in mxtures and as pure or
partial | ywpunidizeefsconpounds are included within this i rcempeen/ossehe
present invention is nmeant to conprehenfd all such isoneric forns of these
conpounds. The |ndependent synt heses of these diastereoners or their

chr onmat qgraphl Cc separations can be achieved as known in the art by

appr oprit at &S speRetad; ﬂéﬁ‘ngféﬂp £PsisiiBg Rbdol ogy di scl osed herein. Their

absol ute steregrheRiksl,ry can be determned by the x-ray crystallography of

crystalli ne. pr duct I nt er medi at es which are derivatized, if
necessary, %gmbst%‘iq yn 331 Iz?ﬁe%gg?m*?et ric centre of known absol ute

confi gur at |11®)n aﬂy1l desired, racem'c m xtures of the conpounds can be

sepafated $ @r{lj ﬁlgs?ltut&? by ltj a, ﬁ%n %th qu'fv él%ah &eseie%f)edaﬁc?lﬂ armgf he?rﬁﬁgrl

can be carrled coup |ng
of a racem c mhlkyl rogam, @@n@dnmisalkyi énloémmmlmefloww a&ybm’yérmrrﬂmdmdﬁ 0

forma di asterwrdmyma%&rakmgp olvx%Y‘eﬂk Y 1eRIIRY Qv aS alkbgy “Z %éhqb'@%r

di ast ereoners bI\{< st andar d such ‘as fractional cry stal ion or
chr omat ogr aphy 2kegh 9Tt logyerza kit dlopesh alky FAN r.lﬂ(jownalbﬂ lovesekyDin
cis (=Z-) or tians él‘ﬁﬁ-)Ntl@WBﬂ AURILeD Yok bie aﬂiﬁrmﬁdﬂemtradkylsS(e)wl | caktioxy,

d t d th I t h t I
conisrti on ' eftEsE MBSt R B i Wodo DRl ishy EhrRaFRer ©2
pre-determ nedaldmbHMcsmnr al]@ylomﬂ\i(mmr aalkyMeWbr ai;ky:h)nlpwpr adladt CtO?NHzFlewaﬂ ts,

directly or i ngkgf?ﬁ{dl%ﬂwerféﬂ? &8mbi ning specified ingredients in specified
amounts. Prefera encoﬁpass’es a product conprising one or nore active

i ngredi ent¥) ah@te@ﬁ%ptl onal carrier conprising inert ingredients, as well

as any prodyct héiBahryl @8Mthted @&rle@ts{lystf?ﬁen'tsnﬁiﬂdfv‘%&}alll sefetRm ﬁ?(ﬁﬁbi'rrﬁﬁé I dMhino-
rr&l)exatl on o¥0 aggrlgglatl ono,o elo F@ﬂ’l’ r]e§ é) Z e |n]gr edi (ﬁ?ts r f,rom
i sSbciation o Yo PR of YAIRECTVR redie AT 98 br Ef?%ﬁ”?l Perd dydipry.
r eactions or i hy@orgldvansliofl, oner @mownﬁwafalkﬁeldwwra&@ﬂ elotver a]]Ehﬁy fraldgewi ng
Lable 11 sts AR ey LALOntouRe i ke el ERSRE aHILHTRN N BNy ower
alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(O);-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-COO-, CO-N(lower
20 alkylLH)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH;-lower
alkyl and lower alkyl-CO-, and
vii) heterocyclyl;
R® is H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected from
halogen and hydroxy;
25 R’ s seclected from the group consisting of
i) H,
i) lower alkyl,
iii) lower alkyl substituted by 1-5 substituents individually selected from acetamidyl,
acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen-
30 lower alkoxy, heterocyclyl, hydroxy, lower alkoxy, (lower alkyl,lower alkyl)N-,
(lower alkyl,H)N-, nitro and lower alkyl-S(O),-,
iv)  heteroaryl,
v)  heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,
35 hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower
alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(O);-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-COO-, CO-N(lower



1.6 mol hydroqui ni ne 1, 4-pht hal azi nediyl diether 0.4988 nol potassium
carbonate, powder AD M x-a 0.4988 nol potassiumferricyanide 0.7 mol
pot assi unwoanare7gshydrate AcOH acetic acid brine wat er PEREPR@EDAEM t h
sodi um chl oride BuLi butyl lithiumCD_;d,1"-carbonyldiimn dazole DCM

di chl oronet hane DI PEA N, N-di i sopropyl et yI am ne DMAP

N, N- di net hyl am no- 4- pyri di ne DVMF N, N-di net hyl f or mam de

di net hyl sul f oxplsl.BEPREqr- @kﬂwc@l\{@\ftﬁrn@kﬂw‘aﬁﬁ ﬁawﬂbbwey aél"a}fl,b&ﬂ -NH2dewer
hydrochl ori de FEiX, aht BWIawl Wo-( di met hyl ami nopropyl ) -carbodiind El
el ectron ionizat |0 CI hydrochl ori de HOBt N-1-hydroxybenzotriazo le KO,
Cadl 2, pot d¥si evlalcdr i de, calciumchloride, magnesium chloride Myd 2
Li HVDS Li t Wiipncyale(kyli subktitytedi by 11)Aasulsahictld, inNa@thallyt delastadhiromokilogen saddi um
hydr§xi de nie H&ﬁg)—(};,o-char ge ratio of ionized atons or nol ecul es
viil) heterocyclyl,
ix) heterocyclyl substituted by 1-4 substituents individually selected from halogen and
lower alkyl, and
x) -NR'R%
10 R* isH, lower alkyl or lower alkyl substituted by 1-5 halogen atoms;
or R*and R*together with the nitrogen to which they are attached form a heterocyclyl or a
heterocyclyl substituted by 1-4 substituents individually selected from amino, amino-lower
alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower
alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower
15 alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower
alkyl,H)-lower alkyl, nitro, lower alkyl-S(O),-, carboxy, carboxy-lower alkyl, lower alkyl-
COO-lower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower
alkyllower alkyl)-lower alkyl, CO-NH;-lower alkyl and lower alkyl-CO-;
R’ is H or lower alkyl;
20 R’ is Hor lower alkyl;
R’ is lower alkyl;
R is lower alkyl,

or pharmaceutically acceptable salts or esters thercof.

One further embodiment of the invention provides compounds of formula I, wherein

25 L is -CH,-O- or -CH=CH-;
X isN-R’and Y is N, or X is N and Y is N-R®;
R' s selected from the group consisting of
1)  lower alkyl,
i1)  lower alkyl substituted by 1-5 halogen atoms,
30 iii) aryl,

iv) aryl substituted by 1-4 substituents individually selected from amino, amino-lower
alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-
lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower
alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-

35 lower alkyl, N(lower alkyl,H)-lower alkyl, nitro lower alkyl-S(O),-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower
alkylLH)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH;-lower
alkyl and lower alkyl-CO-,



Me3Al trinethylal um nium MeOH, EtOH net hanol, ethanol M5 mass spectrum
NaCNBH3 sodi um cyanoborohydri de PPh3 tri phenyl phosphi ne PCC pyridi ni um

chl or ochrwoeb®/1@M76ver ni ght rt room t enperat ure Sei gnet PETEPI@NN5IOL assi um
sodiumtartrate Si Q2 silicium dioxide 1§_8(:1 2 thionylchloride TBD

| , 5, 7-triazabicycl o[ 4. 4. 0] dec-5-ene TBTU O (Benzotri azol -

1-yl)-N, NN ,N -tetranet hyl uronium tetrafl uoroborate THF tetrahydrofuran
Tris tris( W}drb@é?ﬁ?é%yl ) -am nonet hane Tabl e 1: abbreviations The invention

al so provi §9s p&afoaRg aubdtR@akd G9MPISUbtRNSts MEli@dslyaklcded Bom anRdndTBinliasls of
preparing the f‘f or earﬁg tioned 80”801“”%'5- V\Vln :helot he rese tWI méailg‘} I on ho?.(s
been descri bed WY ht!k¥f eéPahite YEOIRECS pit NEo8TH otit N 'O Ehetleds yfitoxy,
shoul d be undehgdroygtldwertdiiodeloskr hikedy-lowdrhegk @ fowtehatkyldoivetisikekgigégetan
opi 11t and s bring: FRYhAIGHBNE hER RO SRR it oGt o°
made to adapt alkphrlewenslhyl, S(lower iabkyl, Hidoveeri akyl, eitnop bpsiar iabkyl-S{Ohataaghoxy,
process, procCegghehRRwk aﬁ%y‘ii%w_eﬁ AL NE0RRISRE 11§ 1, SRITD-10ddh1SACLH-RloivBe
present invention. Al such nodifications are intended to _be wthin the
scope of the cplkyli)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH-lower
alkyl and lower alkyl-CO-, and
10 vii) heterocyclyl;
R® is H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected from
halogen and hydroxy;
R’ s selected from the group consisting of
i) H,
15 i) lower alkyl,

iii) lower alkyl substituted by 1-4 substituents individually selected from acetamidyl,
acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen-
lower alkoxy, heterocyclyl, hydroxy, lower alkoxy, (lower alkyl,lower alkyl)N-,
(lower alkyl,H)N-, nitro and lower alkyl-S(O),-,

20 iv)  heteroaryl,

v)  heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,
hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower

25 alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(O);-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkylCOO-, CO-N(lower
alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl,
CO-NH;-lower alkyl and lower alkyl-CO-,

vi) cycloalkyl,

30 vii) cycloalkyl substituted by 1-4 substituents individually selected from halogen and
hydroxy,

viil) heterocyclyl,

ix) heterocyclyl substituted by 1-4 substituents individually selected from halogen and
lower alkyl, and

35 x) -NR'R®;

R* is H, lower alkyl or lower alkyl substituted by 1-5 halogen atoms;

or R*and R*together with the nitrogen to which they are attached form a heterocyclyl or a

heterocyclyl substituted by 1-4 substituents individually selected from amino, amino-lower

alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower



appended hereto. Al separate enbodi nents can be conbi ned. The invention
therefore also relates to pharmaceutical conpositions conprising a conpound
as defi nesoheroemf478i n and a pharmaceutical |y accept abl e PCampP2@0/0&5664 or

adj uvant. One enbodi ment of the inventi n provi des conmpounds of fornula I,
wherein L is -CH2-O, -CH2-NH or -CH= Xis NR5 and Yis N, or XISN
and Yis NR6;RL is selectedfromthe oup consistin i) lower alkyl,
ii) |ower &Ilwwoyelbgkwmwr@%ﬂ» lgwigh pEsgb Ao weTofkOx Y Ihagagaﬂqwerlawoxar (Jpwer
substi Itut eq}l@/ﬂolveﬁla JUPN-1 {loeet §11<FIIH)N M&I\Iz& ’ llW&%lﬁﬂ?mv@mmgl N(lowerl
am no-| ower a a y alo a 0 e we y
hydr oxy, Hﬁ%%ﬂ%‘%@ye’]&ﬂ 9]?1% OB‘I%PY@ I§g(§ CBWQF‘Y’a‘?"IE jxy-Ip E?’I’erai

al koxy, halaﬁgenewﬂvmn(yal ooy , alk¥1a0@0-,aCloyN(Ibeeeraliglil, [eI))Ik)\Ner a(kIyIJVIéO-N(lower

al kyl, H N-, I I r al kyl, H) -1 ower

al ky# , c&)t rag(y Ogvﬁr :l IXIN’GJ;S%%C@ Kﬁq )bl%‘%%/r, e\ﬂﬁaraghlfé/w?r a\%é'r (&?kyl I ower

al kyl - lioker 1@W¢¢WI11<YLCOO | ower al kyI CO- N(1 ower al kyl, H) -1 ower al kyl,

CO- N(I quer ;aftkyliod Quityal kyl) -1 over al kyI CO- NH2- | over  al kyl and | ower

al kyl - G, v]) het er oary’l , Vi) heteroaryl substl tuted by 1-4 substituents

i ndi vi dtial I1%/ ogsr akvbd from ami no, ami nol over al kyl , cyano, cyano-I| ower

aI kyI [t?al QORRer ngypgen- I ovver al kyI hydroxy, hydroxy-l ower al kyl, | ower

Iome oxy, hal ogenl ower al koxy, (I ower

al kw ?“%?Icﬁwc)aklﬁf a“(elp ﬁf I%E/I’S?W I@m (1 ower al kyl,lower alkyl)-1Iower

al kyl, N(I ower al kyl,H)-1ower alkyl, nitro, |ower alkyl-S(0)2-, carboxy,
One certain embodiment of the invention provides compounds of formula I, wherein L is -

CHZ'O' or CHZ'NH'.

One certain embodiment of the invention provides compounds of formula I, wherein L is -
CH,-O-.

15 One certain embodiment of the invention provides compounds of formula I, wherein L

attached to the isoxazole moiety is “-isoxazole-CH,-O-*.

One certain embodiment of the invention provides compounds of formula I, wherein L is -
CH=CH-.

One certain embodiment of the invention provides compounds of formula I, wherein L is -

20 CH=CH- in cis configuration.

One certain embodiment of the invention provides compounds of formula I, wherein L is -

CH=CH- in trans configuration.

One certain embodiment of the invention provides compounds of formula I, wherein L is -
CH,-NH-.

25 One certain embodiment of the invention provides compounds of formula I, wherein L

attached to the isoxazole moiety is “-isoxazole-CH,-NH-*.

One certain embodiment of the invention provides compounds of formula I, wherein X is
N-R’, Y is N and R’ is H or lower alkyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is
30 H or methyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is



car boxy-1| ower al kyl, |ower alkyl-COOI|ower alkyl, |ower alkyl-COO,

CO N(Il ower al kyl, H)-1ower al kyl, CO N(Iower alkyl,|ower alkyl)-Iower alkyl,
CO NH2- | omerzos/keyd75and | ower al kyl -CO-, and vii) het er o®e¢aBpRo10B256p$ H,

| ower al kyl or |ower alkyl substituted,hy 1-5 substituents individually

sel ected from hal ogen and hydroxy, R3 is selected fromthe group consisting
of i) H ii) lower alkyl, iii) |lower alkyl substituted by 1-5 substituents
i ndi vi dual IGnessrtaimscapbodimaent af dhoaiiveRtion pigwidey compaamnds affaraulaglrvdsreim i o,
car boxymetgyjano, cycloal kyl, hal ogen, hal ogenl ower al koxy, heterocyclyl,

hydr oxy, | ower alkoxy, (1 ower al kyl,lower alkyl)N, (lower alkyl,HN,

nitro and | alk het er oar v) heter S bstltut d
N M R S R F R e A

cyano- WQWémfﬁﬂﬁdeRﬁ&LngmnNhaMQgen | ower al kyl, hydroxy, hydroxy- Iomer
al kyl, 1 ower al koxy-Ilower alkyl, |ower alkyl, Iomer al koxy, hal ogenl ower

al koxy, ( %rceghﬂ{ﬁyéml\?ogmént%lfi%é ?hbkﬂi ticf 1R8e ﬁatd%oﬂ%i%\tof dﬁfnhﬁvle"wh%{éﬁi’ ke lower

al kyl) -1 ower (1 ower al
al kyl - é@@}gﬁtY’arboxy, car boxy- | ower aIkyI | ower al kyl - COO-| ower al kyl,
| ower al kyl -COO-, CO N(I| oweral kyl, H -1 ower al kyl, CO N(Iower alkyl,|ower

al kyl') -1 O\A@neade&yin, entBadivint | oy 1n&b1|ﬁ)d dpr@fihdefl awapo@tiwf fofekdula l\/lv&)herem RC is
cycloalkyl, vii) cycloal kyl substituted by 1-4 substituents |nd|V|duaIIy

sel ected from hal ogen and hydr oxy,
One certain embodiment of the invention provides compounds of formula I, wherein R® is
10 methyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is
aryl, aryl substituted by 1-2 halogen atoms individually selected from fluoro and chloro,

heteroaryl or heteroaryl substituted by 1-2 fluoro atoms.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

15 phenyl, chloro-phenyl, fluoro-phenyl, pyridinyl or fluoro-pyridinyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is
lower alkyl, aryl, aryl substituted by 1-2 halogen atoms, heteroaryl, heteroaryl substituted by 1-2

halogen atoms, or heterocyclyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

20 aryl, chloro-aryl, fluoro-aryl, heteroaryl or fluoro-heteroaryl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is
lower alkyl, aryl, aryl substituted by one or multiple halogen, heteroaryl, heteroaryl substituted

by one or multiple halogen, or heterocyclyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

25 n-butyl, phenyl, halogen-phenyl, pyridinyl, halogen-pyridinyl, or tetrahydropyryl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

n-butyl, phenyl, chloro-phenyl, fluoro-phenyl, pyridinyl, fluoro-pyridinyl, or tetrahydropyryl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

lower alkyl.

30 One certain embodiment of the invention provides compounds of formula I, wherein R' is

n-butyl.



viii) heterocyclyl, ix) heterocyclyl substituted by 1-4 substituents
individually selected fromhal ogen and | ower alkyl, and x) -NR 7R8; R4 is
H, | ower wbkylo/arsrsower al kyl substituted by 1-5 hal ogeRrCaiEPa®10/06369R3 and
R4 together with the nitrogen to whichyhey are attached form a

het erocyclyl or a heterocyclyl substituted by 1-4 substituents individually

sel ected from am no, am no-lower alkyl, cyano, cyano-lower alkyl, hal ogen,
hal ogen- | okdic certR cmbpglimpentypf ﬂPF‘yW@T%}ml e RrayRounty g foramjaoh s R 1s
al kyl, dr@gwer al kyl, |ower al koxy, hal ogen-Iower alkoxy, (lower alkyl,|ower

aIkyI)N— (Iomer aIkyI H N, N(Iower alkyl,|ower alkyl)-Iower alkyl,

N(I ower al | o al k nitro,.lower. alk

o o e b Rl it b G RS TR B oS gin s
CO&N(Iqﬁenwalkyl,FD-Iomer al kyl, CO N(I ower al kyl,lower alkyl)-Iower alkyl,
CO NH2- | ower al kyl and lower alkyl-CO; R5 is Hor lower alkyl; R6 is H or

| oves al klenel%%rthﬁl R m &t o the ﬁ%eﬁt& eﬁ%ﬂ‘@l'&ef 150#[1)1% opﬁﬁﬁﬂﬁicle Wﬂe&ﬁtll RY is

acceptabl e salts or esters thereof odi nent of 'the invention
provi dd@lagshapsiinds of formula I, wherein L is -CH2 O or -CHCH; Xis NR5
and Yis N, or Xis Nand Y is N—R6; Rl is selected fromthe group

consi sting G dettaineebodahkitlof thd hvb@warpralidyd cabisindé of REmila 1L whehah RGN

at ons, halogen-phenyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

10 4-fluoro-phenyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

4-chloro-phenyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

heteroaryl.

15 One certain embodiment of the invention provides compounds of formula I, wherein R' is

pyridinyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

halogen-heteroaryl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

20  halogen-pyridinyl.

One certain embodiment of the invention provides compounds of formula I, wherein R' is

5-fluoro-pyridin-2-yl.

One certain embodiment of the invention provides compounds of formula I, wherein R* is

H, lower alkyl or hydroxy-lower alkyl.

25 One certain embodiment of the invention provides compounds of formula I, wherein R* is

H, methyl or hydroxy-methyl.

One certain embodiment of the invention provides compounds of formula I, wherein R* is

lower alkyl or hydroxy-lower alkyl.

One certain embodiment of the invention provides compounds of formula I, wherein R* is
30 H.



iii) aryl, iv) aryl substituted by 1-4 substituents individually selected
fromam no, am no-lower al kyl, cyano, cyano-|ower alkyl, hal ogen,

hal ogen- Iwaen10ali2kyrs, hydr oxy, hydroxyl ower al kyl, | ower paTkrzerolossees al kyl ,
| ower al kyl, |ower alkoxy, hal ogen-|ows é al koxy, (Il ower alkyl, | ower

alkyl )N-, (lower alkyl,H N, N(lower alkyl,lower alkyl)- |ower alkyl,

N( I ower al\l%)le H) -lower alkyl, nitro | ower alk yl -S(0)2-, carboxy

car boxy- | oWHie caTtRip cmbogiiaent A Kk mpesiangweyides WFPOWf e lagl, k\gherem R? is

CO N(| awgnylal kyl , H) -1 ower al kyl, CO N(lower al kyl, | ower alkyl)-lower alkyl,
CO- NH2- Iomer aIkyI and Iomer aIkyI CO,v) heteroaryl vi) heteroaryl
substitute | t i ndi vi dual 1.y sel ect

i nol over QARG GARGImEY GhoR Ehon Roro% SogBias phleouRh Seremfid
hydroxﬂwdhmdnnmyyﬂomer aIkyI | ower al koxy-I|ower al kyl, |ower alkyl, Iomer
al koxy, hal ogenl ower al koxy, (I ower aIkyI | ower aIkyI)N— (1 oner

o i oMY Bt Weﬁ@%@%&&g?%mﬁ Kt ver

al kyl - @@@Rovtegethﬁrkwt E{@oggrloéemrto afvkigh t)fl@oamelaé cdaffaeyy aHpCteoREslyokyd |

CO- N(I qmrro@Jc kutsomred B Kl sibdt@udiis AbkyduallFSeRERd B@Wﬁlﬁal@ée‘ﬁ)ﬁhd %Slﬁlrole’Wer
al kyl - , vii) heterocyclyl; R2 is H [Tower alkyl or |Iower alkyl

substltute 1-5 su i tuen i ndi |duaII sel ecte

hydr oxy: Rghxe oo SbatmepE e Brestist dlmates Fargrasds pF BPitly PRGRF ARyt

i11) | omdr Raltégdthes ubvithi that sittopn e wlsivlsthey uentastachndi Yordual hyteweydgt ed o rom

acei("flmlfé:}grocyclyl substituted by one or multiple substituents individually selected from halogen and
hydroxy.

One certain embodiment of the invention provides compounds of formula I, wherein R’
and R” together with the nitrogen to which they are attached form a morpholino, 3-hydroxy-
azetidinyl, 2-oxa-6-aza-spiro[3.3]heptyl or 4,4-difluoro-piperidyl.

15 One certain embodiment of the invention provides compounds of formula I, wherein R’

and R*together with the nitrogen to which they are attached form a heterocyclyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’

and R*together with the nitrogen to which they are attached form a morpholino.

One certain embodiment of the invention provides compounds of formula I, wherein R’

20 and R*together with the nitrogen to which they are attached form a hydroxy-heterocyclyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’

and R*together with the nitrogen to which they are attached form a 3-hydroxy-azetidinyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’

and R*together with the nitrogen to which they are attached form a 2-oxa-6-aza-spiro[3.3]heptyl.

25 One certain embodiment of the invention provides compounds of formula I, wherein R’

and R*together with the nitrogen to which they are attached form a halogen-heterocyclyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’

and R*together with the nitrogen to which they are attached form a 4,4-difluoro-piperidyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

30 lower alkyl, heterocyclyl-lower alkyl, hydroxy-lower alkyl or heterocyclyl.



acetyl, acetylam no, am do, am no, carboxy, cyano, cycloal kyl, hal ogen,
hal ogenl ower al koxy, heterocyclyl, hydroxy, |ower al koxy, (Iower

al kyl , | ows0 2010kn2P978- , (| ower al kyl , HHN-, nitro and | owePCalEPgét0S8BYL-, V)
heteroaryl, v) heteroaryl substituted by 1-4 substituents individually

sel ected from am no, am nol ower al kyl, cyano, cyano-|ower al kyl, hal ogen,
hal ogen-1 ower al kyl, hydroxy, hydroxy-Iower al kyl, |ower al koxy-I| ower

al kyl, | owdinegiergin cnbagipens|of she nveniloagunay idnerorapauady of farsysr [, ayheyain Rower
al kyl') Nower dIRy¥ehetalokydlylHbNer alN(l iMter@dykyfl, | ower al kyl ) -1 ower al kyl,

N(l ower al kyl, H) -1 ower al kyl, nitro, |ower alkyl-S(0)2-, carboxy,
car boxy-1 ovwer al kyl, I ower  alkyl - - | ower. .al kyl , | qwer .al kyl L3
30 N1 ver TegresyentspiRen e e sngiC o el CAME b St Raky!
CO- NH2-l-oxmanydciyl, dhblydroxel-madtkyllpratyl, iwsopropyk| aadrkidlinovi itdtrabyddofialk ybr
5“b5§iH9&£ﬂd9¥) ;4 substituents individually selected from hal ogen and
hydroxy, VIl eterocyclyl, ix) heterocyclyl substituted by 1-4
substituents individually sel ected from hal ogen and |ower alkyl, and x) -NR
7R8; R4 i s Que qesgirenzghodiinenyof sy cnijapnroxidps eqrapguads 9§f0:r_mglarﬁ|“6@éqm Bt o¥rs;
or R3 agtq;r&if&l,t Rt AS1-cvMyl, ndipBo It Eé@ﬁﬁ?drbpyﬁghblit@trﬁll[ﬁhfﬁfﬁ attached forma

y y

het er ocycl or a heterocyclyl substituted -4 substituents individually

hal ogen- | ol AT Rgas R aRaR PRty S Sk hetsieR Fkyi
| ower al kyl, |ower al koxy, hal ogen-|ower al koxy, (I ower alkyl,|ower
al kyl )N-, @ owkl; al kyl , HHN-, N(Ilower al kyl,lower alkyl)-Ilower alkyl,
NCIgyer i) lower alkyl,
iii) lower alkyl substituted by 1-5 substituents individually selected from acetylamino,
cycloalkyl, halogen, heterocyclyl, hydroxy and lower alkoxy,
iv) heteroaryl substituted by 1-4 substituents individually selected from halogen and
lower alkyl,
15 v) cycloalkyl,
vi) cycloalkyl substituted by 1-4 hydroxy groups,
vii) heterocyclyl,
viil) heterocyclyl substituted by 1-4 lower alkyl, or
ix) —N(lower alkyl),.

20 One certain embodiment of the invention provides compounds of formula I, wherein R’ is
I-hydroxy-cyclopropyl-methyl, 1-hydroxymethyl-propyl, 1-hydroxymethyl-propyl, 1-methyl-
1H-pyrazolyl, 1-methyl-pyrazolyl, 1-oxetanyl-ethyl, 2,2,2-trifluoro-1-methyl-ethyl, 2,2,2-
trifluoro-ethyl, 2,2,3,3,3-pentafluoro-propyl, 2,2-dimethyl-tetrahydro-pyryl, 2-acetylamino-ethyl,
2-hydroxy-1,1-dimethyl-ethyl, 2-hydroxy-1-hydroxymethyl-cthyl, 2-hydroxy-1-methyl-ethyl, 2-

25  hydroxy-1-methyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydroxy-2-methyl-propyl, 2-hydroxy-
cyclopentyl, 2-hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-hydroxy-propyl, 3,3,3-
trifluoro-2-hydroxy-propyl, 3-hydroxy-2,2-dimethyl-propyl, cyclobutyl, cyclopropyl, H,
isopropyl, morpholino, -N(CHs),, piperidinyl, pyrrolidinyl, #butyl, tetrahydrofuryl or
tetrahydropyryl.

30 One certain embodiment of the invention provides compounds of formula I, wherein R’ is

lower alkyl, heterocyclyl-lower alkyl or heterocyclyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is



al kyl , H)-1 ower alkyl, nitro, |ower alkyl-S(0)2-, carboxy, carboxy-I|ower

al kyl, lower al kyl- COO|ower alkyl, |ower alkyl-COO, CO NI ower

al kyl , H) -wowero/ardgl , CO N( | ower al kyl , 1 ower al kyl) - | owecCTaiPze10/,05560+ NH
2-1ower alkyl and lower alkyl-CO; RS j H or lower alkyl; R6 is Hor |ower
alkyl; R7 is lower alkyl; R8 is |ower a ky or pharmaceutically acceptable
salts or esters thereof. One certain enbodlnent of the invention provides
conpounds &nercsrtain enbodimpre ofithe mvension prppidey coyppanmgs REformeltel, pdierein R 1s
enbodi mewtr gkylt he i nvention provides conpounds of fornula I, wherein L is -
CH2-O. One certaln enbodi ment of the invention provides conpounds of
formula I, erein att ac th S0OX oIe noi et

Lo Gro-o » OBeel R RSN ey SR mevr s bl SHGim s vt

fornulaynnomﬂereln Lis - CHCH. One certain enbodlnent of the invention

provi des conpounds of formula I, wherein L is - incis

conf$ gur at ich. coffaf e‘iﬁc{ohﬁhéht%ff&ﬂgfn%ﬁionoérohﬁés oW HQHf R{rﬂl‘dladle WHERFPRERIS
of formula I, erein L 1s - rans conflguration. One certain
enbodi fdMtYlof the inventi on provi des conpounds of fornula I, wherein L is -

CH2-NH . One certain enbodi nent of the invention provides conpounds of
formul a I, oMeskabi dmidirdehed thoinkb@ionSryaidel eorifi @ity of formula I, wherein R’ is

- 150zl BN

One certain embodiment of the invention provides compounds of formula I, wherein R’ is
10 2,2,2-trifluoro-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is
2,2,2-trifluoro-1-methyl-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is
2-hydroxy-1,1-dimethyl-ethyl.

15 One certain embodiment of the invention provides compounds of formula I, wherein R’ is

1-oxetanyl-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

2-methoxy-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

20  2-acetylamino-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

2-hydroxy-2-cyclopropyl-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

hydroxy-isopropyl.

25 One certain embodiment of the invention provides compounds of formula I, wherein R’ is

dihydroxy-isopropyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

3,3,3-trifluoro-2-hydroxy-propyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

30 2,2,3,3,3-pentafluoro-propyl.



One certain enbodi nent of the invention provides conpounds of fornula I,
wherein Xis NNR 5, Yis Nand R5 is Hor |lower alkyl. One certain

enbodi mrerwoabivh@®7snventi on provi des conpounds of fornulPaTIEP2eesdHN RS is
H or nethyl. One certain enbodinent of ;ghe invention provides conpounds of
formula I, wherein R5 is H One certain enbodi nent of the invention provides
conpounds of fornmula I, wherein R5 is nethyl. One certain enbodi nent of the
i nventi on SMSvicHaE cehediueoTdhe myprianprovidgheqrapqunsts pEfogmuip §, svherasRamy R6
i's H or3-heweky-abkdimetiongrdpgl.t ai N embodi ment of the invention provides
conmpounds of formula I', wherein R6 is Hor nethyl. One certain enbodi nent

f the i ti i d f formula l ' is H . .
cer tatn ombBH GEAD GOUHECT Y a ORI L SumSGRr BFF Gy i 1 s
wher ei 2-Ralrosy-fehdilyl-pr@md. cert ai n enbodi nent of the invention provides

compounds of formula I, wherein Rl is aryl, aryl substituted by 1-2 hal ogen
ato i ndi A q r%?h R
hetg?oar IY§%§%#%¥J%§%%%§&%f§t ugggﬂg@gﬁggeﬁﬁgﬁ%g?ggﬁﬁﬁ%ﬁ%&%¢Kgﬁ?ﬂ% %%e

i nventilo ‘h@ﬁﬂﬁ%@@ﬂ&@ﬁﬂounds of formula I, wherein Rl is phenyl,
chl or o- phenyl, fluoro-phenyl, pyridinyl or fluoro-pyridinyl. One certain

enbodi ment (e deh@ini A ON FRIRY indeRion0GidBISoBpounds BBfoRmlula MekRIiIMRR]s | S
| ower kyl, aryl, aryl substituted by 1-2 hal ogen atons, heteroaryl,

het eroaryl substituted by 1-2 hal ogen atons, or heterocyclyl. One certain
enbodi ment of the invention provides conpounds of fornmula I, wherein Rl is
One certain embodiment of the invention provides compounds of formula I, wherein R” is

10 lower alkyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

One certain embodiment of the invention provides compounds of formula I, wherein R’ is

lower alkyl.

15 One certain embodiment of the invention provides compounds of formula I, wherein R’ is

methyl.

One certain embodiment of the invention provides compounds of formula I, wherein R® is

One certain embodiment of the invention provides compounds of formula I, wherein R® is

20 lower alkyl.

One certain embodiment of the invention provides compounds of formula I, wherein R® is

methyl.

One certain embodiment of the invention provides compounds of formula I selected from
the group consisting of

25  [5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-yl]-morpholin-4-yl-methanone, 5-
(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5-
(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-
yl)-amide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-yl)-amide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

30 carboxylic acid N',N'-dimethyl-hydrazide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, 5-(5-Methyl-3-phenyl-isoxazol-4-



aryl, chloro-aryl, fluoro-aryl, heteroaryl or fluoro-heteroaryl. One
certain enbodi nent of the invention provides conpounds of formula I,

wher ei n RYoi2e10/ams al kyl, aryl, aryl substituted by oneCorEPraosEbe

hal ogen, heteroaryl, heteroaryl substi_?g_t ed by one or nultiple hal ogen, or
het erocyclyl. One certain enbodi nent of the invention provides conpounds of
formula I, wherein RL is n-butyl, phenyl, hal o}gen phenyl, pyridinyl,

hal oger¥ @ﬁhpay)n%lﬂ -pygzofeet- Péﬁh%wl’@rﬁﬂdﬁmld@%[%@r Bpyp- %@ar%@ﬁthybfsowwl -4-
I nvent iyameMbRY] yﬁ&ﬂk@lﬂﬂﬁo@ﬁlcfa@fdnﬂdb@hbhn-‘M}Qzﬁrﬁid@ és (@Fﬂroﬁubuén,yl)pile nyl,

ot ran, ?Eﬁﬁ%wogé{?%‘%@a}f PR o b R acr RS I M aUF 58 -Eompounds
of for rﬂlh@rolphemylﬁﬁanﬂhﬁhsmmzbbmtm@thdﬁyy] 2Hopgragele-Bacanbexytiodeidgytrotiflint e

cor o RS ERE FERRP RS Ry el Bt g MEBs D ey e SR

wher ei raciRINLN'- canlﬁthylm&a@éﬁ,t%[%(ﬂeﬁbgm -pheeny D) o mpﬁ)@l-lsnvmvd Heaimpthowy -
Conpoulr%@azgie 3 %ﬂﬂ’ﬂiﬁlc ac1d"ﬁ§[51%ioa?laﬁgde' §- [@Q@ 'ﬁﬂoro?ﬂ Stn"i’ét 1§5hadhpent of t he

I nvent n pI‘OVI des COWEOUH

1 I S aI ogen-aryl .
cert ai WIBRBOYYIERPYEROChEcIhsriciask (;S?tﬁ\hb’@lf@sp%@hﬁﬁ’@nﬁgldéi >+ }V%ﬁhwé
wher ei Tbyﬁﬂlﬂ-ﬁ-yﬁl@bﬁwilp}hﬁl@ﬁioxym Ig@l’zbw-’ﬁ-cﬁ%bﬁ)ﬂic%[ﬁ is@prop @mndaaveqm on

S T TR S S W e L

4 chl ordbylphengd, 5-(Ondcthgl- B@wndmlﬁﬂ}gbhsmrbl-éfylmbt(hoxy)vﬁhpmmolm}evaruegzlxcamdounds

of for %)@-hydrwﬁrl Sa[ll@[hﬁlethyc‘l)-arnide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-[3-(5-Fluoro-pyridin-
2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yl)-

15 amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic
acid tert-butylamide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-
isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid isopropylamide, 5-[3-(5-Fluoro-pyridin-
2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide,

20 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid pyrrolidin-1-ylamide, 5-[3-(5-Fluoro-pyridin-2-yl)-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-(3-Butyl-5-methyl-isoxazol-
4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-(3-Butyl-5-

25 methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-
amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-
furan-3-yl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-hydroxymethyl-ethyl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid ((R)-2-hydroxy-1-methyl-cthyl)-amide, 5-(3-Butyl-5-methyl-

30 isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-cthyl)-amide, 5-(3-Butyl-
5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5-(3-Butyl-5-
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, (S)-3-
((3-butyl-5-methylisoxazol-4-yl)methoxy)-N-(tetrahydrofuran-3-yl)-1H-pyrazole-5-
carboxamide , (R)-3-((3-butyl-5-methylisoxazol-4-yl)methoxy)-N-(tetrahydrofuran-3-yl)-1H-

35 pyrazole-5-carboxamide, [5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-yl]-
morpholin-4-yl-methanone, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid (2,2-dimethyl-tetrahydro-pyran-4-yl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide, 5-(3-Butyl-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-(3-Butyl-5-



heteroaryl. One certain enbodi ment of the invention provides conpounds of
formula I, wherein RL is pyridinyl. One certain enbodi nent of the invention
provi des worpoumdwsof fornmula |, wherein Rl is hal ogen- reT@aPR012/0F3I694 One
certain enmbodi ment of the invention prgyi des conpounds of formula I,

wherein RL is hal ogen-pyridinyl. One certain enbodi nent of the |nvent|on
provides conmpounds of fornmula |, wherein Rl is 5-fluoro-pyridin-2-
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enbodi nent of |nvent|on provi des Conpaunds of faorhu wherei n” R3 and
R4 t ogettieroki-vimathxyiztr-egar¢-8-aprhoxnlic pag lsgp@pa{%é%&MP&YHéS -methyl-3-
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N,N'- dlrnethyl hydrazide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid piperidin-1-ylamide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-
4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-[3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid pyrrolidin-1-

15  ylamide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-[3-(4-Fluoro-phenyl)-5-
methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid amide, 5-[3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-

20  1,1-dimethyl-ethyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide, 5-[3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-
trifluoro-ethyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (3-methyl-oxetan-3-yl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-

25 isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (3,3,3-trifluoro-2-hydroxy-
propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-
3-carboxylic acid (2-methoxy-ethyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (1-hydroxy-cyclopropylmethyl)-amide, 5-
[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid

30  (2-hydroxy-ethyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (1-methyl-1H-pyrazol-3-yl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-
isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2-acetylamino-ethyl)-amide, 5-
[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(3-hydroxy-2,2-dimethyl-propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-

35  ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-2-methyl-propyl)-amide, 5-[3-
(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S
or R)-3,3,3-trifluoro-2-hydroxy-propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((R or S)-3,3,3-trifluoro-2-hydroxy-
propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-



and R4 together with the nitrogen to which they are attached forma

het erocyclyl or a heterocyclyl substituted by one or nmultiple substituents
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phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl } -(2-oxa-6-aza-
spiro[3.3]hept-6-yl)-methanone, 2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-

20 2H-pyrazole-3-carboxylic acid isopropylamide, 2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-
4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 2-Methyl-5-(5-
methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-
methyl-ethyl)-amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yl)-amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-

25 methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid #N!"#N!'-dimethyl-
hydrazide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-
3-carboxylic acid (2-hydroxy-ethyl)-amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-(3-Butyl-
5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-

30 amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
isopropylamide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-
2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-(3-Butyl-5-methyl-
isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yl)-amide,

35 2-Methyl-5-[5-methyl-3-(tetrahydro-pyran-4-yl)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-
isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide,
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide, 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-



1- oxet anyl - et hyl, 2-hydroxy-2-net hyl - propyl, isopropyl, norpholino,
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3- Ny dr Q¥ ¥5:6pyAarfidTs- P 4-Bh RRY pherfXC- RO me By E1s8RIBRY yimEthoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-[3-(4-Chloro-phenyl)-5-
hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid amide, 5-[3-(4-

15  Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2,2,2-trifluoro-cthyl)-amide, 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,3,3,3-pentafluoro-propyl)-amide, 5-[3-
(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid cyclopropylamide, 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-

20 methyl-2H-pyrazole-3-carboxylic acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide, 5-[3-(4-
Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl)-amide, 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-
4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (3-methyl-oxetan-3-yl)-amide, {5-[3-(4-
Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl}-(2-oxa-6-

25 aza-spiro[3.3]hept-6-yl)-methanone, 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yl)-amide, {5-[3-(4-
Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl}-(4,4-
difluoro-piperidin-1-yl)-methanone, 5-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-
methyl-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-(3-Butyl-5-

30 hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
cyclobutylamide, 1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-
carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide, 1-Methyl-5-(5-methyl-3-pyridin-2-yl-
isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid isopropylamide, 1-Methyl-5-(5-methyl-3-
pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-

35 amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-1-methyl-1H-pyrazole-3-
carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide, 5-[(E)-2-(5-Methyl-3-phenyl-isoxazol-4-
yl)-vinyl]-2H-pyrazole-3-carboxylic acid isopropylamide, 5-[(Z)-2-(5-Methyl-3-phenyl-
isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic acid isopropylamide, 5-{(Z)-2-[3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid isopropylamide,



I sopropyl, norpholino, -N(CH3)2, piperidinyl, pyrrolidinyl, -butyl,
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Fluoro- phenyl) 5-methyl-isoxazol-4-yl]-vinyl }-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-
trifluoro-ethyl)-amide, (5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-
2H-pyrazol-3-yl)-morpholin-4-yl-methanone, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-
4-yl]-vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, (1,1-

15 Dioxo-1,6-thiomorpholin-4-yl)-(5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl} -
2H-pyrazol-3-yl)-methanone, (5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-
2H-pyrazol-3-yl)-morpholin-4-yl-methanone, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-
4-yl]-vinyl}-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-{(E)-2-[3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-pyrazole-3-carboxylic acid isopropylamide, (5-{(E)-

20  2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazol-3-yl)-(2-oxa-6-aza-
spiro[3.3]hept-6-yl)-methanone, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-
2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, (5-{(E)-2-[3-(4-Fluoro-phenyl)-5-
methyl-isoxazol-4-yl]-vinyl}-2H-pyrazol-3-yl)-(2-oxa-6-aza-spiro[ 3.3 ]hept-6-yl)-methanone, 5-
{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid (2-

25 hydroxy-1,1-dimethyl-ethyl)-amide, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-
vinyl}-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, 5-{(E)-2-[3-(4-
Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl} -2H-pyrazole-3-carboxylic acid (2-hydroxy-2-
methyl-propyl)-amide, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-
pyrazole-3-carboxylic acid ethylamide, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-

30 vinyl}-2H-pyrazole-3-carboxylic acid amide, 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-
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2H-pyrazole-3-carboxylic acid (tetra-hydro-pyran-4-yl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-
ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (tetra-hydro-furan-3-yl)-amide, 2-Methyl-
5-[5-methyl-3-(tetrahydro-pyran-4-yl)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid

30 (tetrahydro-pyran-4-yl)-amide, 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-[3-(4-Fluoro-phenyl)-
5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
isopropylamide, 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-car-boxylic acid amide, 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-

35 ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-[3-(4-
Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2,2,3,3,3-pentafluoro-propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (1-methyl-1H-pyrazol-3-yl)-amide, 5-[3-
(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
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25 1H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide, 1-Methyl-5-(5-methyl-3-
pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid isopropylamide, 1-Methyl-5-
(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid (tetrahydro-
pyran-4-yl)-amide, 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-1-methyl-1H-
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30 isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic acid iso-propylamide and 5-[(Z)-2-(5-Methyl-3-
phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic acid iso-propylamide,

or pharmaceutically acceptable salts or esters thercof.

One certain embodiment of the invention provides compounds of formula I selected from

the group consisting of

35 5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
isopropylamide, 5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic
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pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide, 5-(3-Butyl-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yl)-amide, 5-(3-
Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-
hydroxymethyl-ethyl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

25 carboxylic acid ((R)-2-hydroxy-1-methyl-ethyl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-(3-Butyl-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5-(3-Butyl-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, 5-(3-Butyl-5-
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2-dimethyl-tetrahydro-pyran-4-

30 yb-amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-
dimethyl-hydrazide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid pyrrolidin-1-ylamide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid piperidin-1-ylamide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-

35 3-carboxylic acid isopropylamide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
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25 or pharmaceutically acceptable salts or esters thercof.

One certain embodiment of the invention provides compounds of formula I selected from

the group consisting of
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30 isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl}-(4,4-difluoro-piperidin-1-yl)-methanone, {5-
[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl}-(2-
oxa-6-aza-spiro[3.3]hept-6-yl)-methanone, {5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl-
methoxy]-2-methyl-2H-pyrazol-3-yl}-(3-hydroxy-azetidin-1-yl)-methanone, {5-[3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl } -(2-oxa-6-aza-spiro[ 3.3]-

35  hept-6-yl)-methanone, 2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid (2-hydroxy-ethyl)-amide, 2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yl)-amide, 2-Methyl-5-(5-
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or pharmaceutically acceptable salts or esters thercof.
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35 or pharmaceutically acceptable salts or esters thercof.
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10 formula III,

wherein any residues and variables have any of the meanings as defined herewithin and R

is lower alkyl or H.

One certain embodiment of the invention is a compound as described herewithin, whenever

15 prepared by a process as defined above.
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attentional disorders or for use as cognitive enhancers.

One certain embodiment of the invention is a medicament, comprising a compound as

described herewithin.

25 One certain embodiment of the invention is a pharmaceutical composition comprising a
compound as described herewithin as an active ingredient and a pharmaceutically acceptable

carrier and/or a pharmaceutically acceptable auxiliary substance.

One certain embodiment of the invention is a pharmaceutical composition, comprising a

compound as described herewithin for the therapeutic and/or prophylactic treatment of a disorder

30 or condition mediated by the GABA A a5 receptor, or that can be treated via modulation of the
GABA A a5 receptor.

One certain embodiment of the invention is a pharmaceutical composition, comprising a

compound as described herewithin for the manufacture of a medicament for the therapeutic
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One certain embodiment of the invention is the use of a compound as described herewithin
for the manufacture of a medicament for the therapeutic and/or prophylactic treatment of acute
neurological disorders, chronic neurological disorders, cognitive disorders, Alzheimer’s disease,

25 memory deficits, schizophrenia, positive, negative and/or cognitive symptoms associated with
schizophrenia, bipolar disorders, autism, Down syndrome, neurofibromatosis type I, sleep
disorders, disorders of circadian rhythms, amyotrophic lateral sclerosis (ALS), dementia caused
by AIDS, psychotic disorders, substance-induced psychotic disorder, anxiety disorders,
generalized anxiety disorder, panic disorder, delusional disorder, obsessive/compulsive

30 disorders, acute stress disorder, drug addictions, movement disorders, Parkinson’s discase,
restless leg syndrome, cognition deficiency disorders, multi-infarct dementia, mood disorders,
depression, neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity disorder,

neuropathic pain, stroke and attentional disorders or for use as cognitive enhancers.

One certain embodiment of the invention is the use of a compound as described herewithin
35 for the therapeutic and/or prophylactic treatment of a disorder or condition mediated by the
GABA A a5 receptor, or that can be treated via modulation of the GABA A a5 receptor.
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neurofibromatosis type 1, sleep disorders, disorders of circadian rhythms, amyotrophic lateral
20 sclerosis (ALS), dementia caused by AIDS, psychotic disorders, substance-induced psychotic
disorder, anxiety disorders, generalized anxiety disorder, panic disorder, delusional disorder,
obsessive/compulsive disorders, acute stress disorder, drug addictions, movement disorders,
Parkinson’s discase, restless leg syndrome, cognition deficiency disorders, multi-infarct
dementia, mood disorders, depression, neuropsychiatric conditions, psychosis, attention-
25  deficit/hyperactivity disorder, neuropathic pain, stroke and attentional disorders or for use as
cognitive enhancers, which method comprises administering a compound as described

herewithin to a human being or animal.

One certain embodiment of the invention is a method for the therapeutic and/or
prophylactic treatment of a disorder or condition related to the GABA A a5 receptor,

30 particularly for the therapeutic and/or prophylactic treatment of acute neurological disorders,
chronic neurological disorders, cognitive disorders, Alzheimer’s disease, memory deficits,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
bipolar disorders, autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders

of circadian rhythms, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic

35 disorders, substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder,
panic disorder, delusional disorder, obsessive/compulsive disorders, acute stress disorder, drug
addictions, movement disorders, Parkinson’s disease, restless leg syndrome, cognition

deficiency disorders, multi-infarct dementia, mood disorders, depression, neuropsychiatric



nor phol i n- 4-yl - met hanone, [5-(5 -Methyl-3 -phenyl -i soxazo

| - 4-yl met hoxy) - 2H pyrazo 1-3 -yl ]- norpholin-4-yl-nmethanone, 5-(3 -Butyl-
- met hyl - iwoxawal2l974- yl met hoxy) - 2H pyrazo | e-3 - car boxyIPCE/ERed16/055694
(tetrahydro-pyran-4-yl)-amde, 5-(3 -Bybyl-5 -nmethyl-isoxazo 1-4-ylnmetho
Xy)- 2Hpyrazo le-3 -carboxylic acid ((S)-2-hydroxy-I-methyl-ethyl)-am de,
5-(3 -Butgl -5 -nmethyl isoxazo 1-4- Irretho Xu‘% 2H pyrazo | e-3 -carboxylic
acid (tep lalﬁwrbswmsaﬁa @te@rlynéﬁﬁ% yIsraegyitp digerdey, _npptappthic jpagy atepke” and
1-4- %/Lraleﬁeﬂtmhﬂayhmaﬂdeﬁydr%ph@ a3- &gﬁlhowhmca@l WhicR iy doenprikes AAlintering a
xynet hyl - e

I-|sox zo 1-4-yl met ho

oy o oymRst bR R RYIT 1o DY o7 )G by 1 - et hyl - ot hyl ) - ar de,
5-(3 -Butyl-5 -nmethyl - isoxazo 1-4- ylnetho xy)-2H pyrazo |e-3 -carboxylic
acid (2,2, Z“—hbrpréfeuwddﬂéilchljdn)s wingléhe BerifounBuitofl thd preenhhydvicsbxaace cognitive
1- 4 I o] C 3

9’ r@%ﬂ&’er%(y)sl: aézng’Zr ' phﬁtlée ?lg%?g%ylafi(ﬁfla do%nlti%?p'égrpy o bg)%?fn?l}:&a gvrc
(2 hydr%h@omWﬁ)a@mﬁd@elmﬂ( 8 -dBiesd. Bl%stnpqumed ildsedions jarg-sghigeplenia and
Xy) - 2H‘f9]¥ﬁ§'lﬁfér k@Ts@aS‘eCﬁJrH@ﬁWIIHI gre?&féa i€ aleah&ibﬁfﬁnhﬁﬂzh&%f’@m/s@ﬁs% pyr an- 4-
yl)-am de, 5-(3 -Butyl- t hyl -i soxazo 1- ylnetho Xy) - 2H—pyrazo | e-3

- car boxyl | acid N I rret drazid ut t hyl -i soxazo
L et ha R ey %fzgﬂméla YRS s RO e RN FeTes
5- ( 3- Bukhel stéarting tnimtéridl Soxemolerddaliyl aretilablbe yor-2ht-ipypragate B ac@irdmxy ith lawinh
pyr (gl 'Igétﬁodsl A%l evBhsl? cfe%nf:(? gésgci&eg anﬁﬂ%;aﬁx%les Wiﬂ”&gﬁt?nu]e tl(]‘) yavgqhg%rewously
5 (5 nglﬁytd Bephingyhlesy Qibcmzw indigatgdl.met ho Xy) - 2H pyr azo le- 3-car boxylic
acid isopropylam de, 5-(5 -Methyl-3 -phenyl -i soxazo 1-4-yl net ho

Xy) - ZFLpyréﬂ@lﬂ@%atﬁmmhmMQH¢&&anmwI@n@ﬂmahydmnmpyﬁ@ﬂbﬁwyﬁydémmﬂ@panbe

5-(5- i soxaz 4-y t hoxy) - 2H pyrazol e- 3-carboxylic
nc d ( cer B SORGr poa PR 0L 5. Mot hyl -3 phenyl- | soxazol 4.
yl met hoxy) - 2H pyr azol e- 3-carboxylic acid N, N -di net hyl - hydr azi de,

5- ( 5- MeAhRéacBing ;ammﬁoilﬁdmﬁfalhmlaéll Wiﬁehy‘dnoomlarﬁlhe ydazbloeid 81 arshvabyi¢ salvagj d
(2- pydr O)EMCI?BQ#% &rgn(aqﬁatgr § Ig%r@%hcg’ é)fl%eérsgch ag aqueous 8od1um dhéldromde to

phenyl -i soxazo fp razol oxy
5-[3-(4- Fglyjbadzol‘mp@n )o.f orrnula lowed by reacting the ‘compound of formula 2 with a

net hyl - i &thma@{mglag/én@eﬁélpm c%ldwwcaaﬁﬁﬁe 31 6R0RHIY bd1GeACHRN as DMF to give a

nmor phol i n-4-yl ({;nﬁéf -(4-

Fl uor o- pHERPPFI&GO lﬁk}lla% soxazol - 4-yl net hoxy] - 2H pyr azol e- 3- car boxylic acid
pi peridin- 1-

o NhOH NFOH
RN AN wANG
1 2 3

20 Scheme 1: Synthesis of intermediates 3
B) A compound of formula 3 is then reacted further to a compound of formula 6 by reacting

1) with a compound of formula 4 in the presence of a suitable base, such as triethylamine,

in a suitable solvent, such as chloroform, or

i1) with a compound of formula 5 in the presence of a suitable base, such as triethylamine,

25 in a suitable solvent, such as diethylether.
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10  solvent such as THF or water.
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Scheme 3: Synthesis of intermediates 8
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15 Scheme 5: Synthesis of intermediates 13

D-2) Compounds of formula 13 can react with a compound such as 14 in the presence of
triphenylphosphine and diethyl-azodicarboxylate (or diispropyl-azodicarboxylate), in a suitable

solvent, such as THF to give a compound of formula 15.
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4-y| met bexyy- 2\ye 2H—pyra Ne- 3 -carboxyl i d (\, 2,
trlfluoRo et yI) § (4\@hhoro—pheﬁyl) B ~hy [ OXy I soxazo

H ’ ZFprr 0 hgé3 -carboxylic acttg

(2,2,3,3,3-pentafl uoro- propmém(anlde 5-[3-(4-Chl orophenyl )- 5
-hydroxynethyl i soxazo 1-4- ylnethoxy] 2- met hyl - 2H pyr 8Zo~INe- 3 - car boxylic
acid cycl oproggy! am de, 5-[3-(4-Chlgor o- phenyl )-5 -hydro q@thyl- I soxazo
1- 4-yl nmet hoxy] - 2- et hyl - 2H- pyrazo | e-3 -carboxylic aci ‘R
((S)-2,2,2-trifluoro-I-nethyl-ethyl)-amde, 5-[3-(Me®@rophenyl)-
- hydr oxynet hyl - i soxazo |-4-yl-methoxy]-2-nethyl-2H pyrazo | e-3 -carboxylic
acid (2- hydroxy- 1, 1-dinethyl-ethyl)-am de, 5-[3-(4-Ch|850-pheny|)-5-hydro
xynet hyl - i soxazo 1-4- ylnmetho xy]-2-nethyl-2H pyrazo |le-3 -carboxylic acid
( 3- et I8ohe® 6t 8intBesyd )fiawiMediatds [ 8- (4- Chl or o- phenyl )-5 -hydro xynethyl -
i soxazo 1-4-yl net hoxy] - 2- net hyl - 2H-pyrazo | e-3 -carboxylic acid
(tetra ur an 4- Fl.yor o- phenyl ) -5 -hydro xymet hyl -
i soxazgy%% Onfpoupﬁoxy r)n?? Sd%ahlr-ici[t—#%lrghegzétﬂl e-3 -carboxylic acid
(tetrahydro- pyran 4-yl)-am de, 5-[3- (4 Fl uor o- phenyl ) -5 - hydr oxynet hyl -
i soxazo 1-4:=ly|anephidiay]e Zgémétﬂuyln a9 Hpspywm\dllDeoxgle ard bosiymi meppedodate in the

| sopg OHM&%HEéjgf bélz&l@fle(tﬂylgﬁl%ﬁlﬁm? Bﬁlﬂylh% 115the|1%9§eﬁcex6{ﬂ‘7@§1mé|bte d&&@ﬁ@?}&h as tert-
1-4-yl pyrazo | e-3 -carboxylic acid

t hoxy

5-[ 3- (%Eutﬂnabrﬂl&%ﬁ%M yatst hsﬁd?vmﬁémﬁwm%z&ma gpmpound of ot 16,
yl met hoxy] - 2- met hyl - 2H pyrazo | e-3 -carboxylic acid
(2, 2, 2-tri fil2)dolboveddiyy ﬁeacﬁ[ﬂgdaﬁcorﬁpo[uﬁd oA fdrhutr IﬁWhE layéducﬁlg agent, such as sodium
-az%/gr ?é%rm@ﬁgldg llnsa(lj g( a g eus8§78}{psru8% ﬁelhan%f]{%tgq\ye a corn Mhd% orrnu:lga I’Far boxyl ic
5-[3-(4- FIuor Bhenyl) 5- hydroxynethxl-lsoxazo 1-4- ylmsthoxé’bO
- 2- met hy| - 2H pyHernativady, 32 -comoorg ldfcloamhly (5 lcamebhyractddHwip Mix3r with
-yl o a%&ﬁane@ulhﬁlanﬁd% Ell é@h&bf&%‘?\)@n) swch W E BuiB L dhdl w ht%lofﬁ)agl% a compound of
1-4-yl Hpt ox%g 2-met hyl - 2H pyrazo | e-3 -carboxylic acid
(t et r aHQHRY28r an- 3-yi ) - ami de, 5-[3- (4- Fl uor o- phenyl )-5 -hydro
xymet hyl -i soxazo 1-4-

1i-2) which can then be reacted with lead tetraacetate in a suitable solvent such as benzene

and then reacted with a reducing agent such as sodium borohydride in a suitable solvent such as

methanol to give a compound of formula 17.



yl met hoxy] -2-nmethyl -2H pyrazo |l e-3 -carboxylic acid

(3-nmet hyl - oxetan-3-yl)-am de, 5-[3-(4-

Fl uor o- phwoybio/B7978t hyl - i soxazol - 4- yl net hoxy] - 2- net hyl - PET@pe@pobs98- car box
ylic acid N, N - dinethyl-hydrazide, 5zf3-(4-Fluoro-phenyl)-5 -nethyl-

i soxazo 1-4-yl nmet hoxy] - 2- met hyl - 2Hpyrazo | e-3 -carboxylic acid

pi peridi n-1-yl am de, 5-[3-(4-Fluoro- @henyl) 5-net hyl - i soxazo 1-4-

yl met hoxy] - 2- net hyl - 2H pyrazo | e- rboxyllc aci d norpholin-4-yl am de,

5-[ 3- (4- Fl uor ophenyl ) -
5- et hyl -i soxazol - 4- ylnethoxy]fﬁ met Nyl - ZPprrazoIe 3-carboxylic acid

pyrrolidin- 1- ylam de, 5-[3-(4-Fluor henyl ) - 5- hyl - i soxazo
| - 4-yl met hoxy] - 2- met hyl - 2H pyrazol e- 3- §ar boxy |d |sopropylan1de
5-[3-(4- Fluogp phenyl )-5 -met hyf- isox NL- 4- ylnetho ]-2- N’O
net hyl - 2H Ny 920 le-3 -caﬂﬁU lic aC|d'( rahydro pyran- 4- yIl :

S5-[3-(4-FL4 g ~ thyI Y0 ) R’ OH

| - 4- yIMBthox ] 2-1 H—pyrazoIMeG>6ar-boxyI|c acid am de,

5-[ 3- (4- Fl uor'spgenyl X% -net hyl - |soxazd61 4-yl met hoxy] - 2- net hyl -2H pyr azo
| e-3 -carboxylid acid (2-hydroxy- 1,1-dinethyl-ethyl)-am de,

~
5-[ 3- (4- Fl uor o- yI) 5- et hyl - EF OXHZO0 %ﬂ4 yl met hoxy] - 2- et hyl - %Fkﬁyrazo
| e-3 -carboxyli cid ((9)-2,2,2-t fi 0- I-nethyl et hyl ) -am de, N. ¢
5- [ 3- (4- Fl uor opfienyip- 5 nethyh - mef iy 2H py¥ azo
| e-3 - car bmed e aC|d (2,2,2- t f1uo 2

5-13-(4- Fluoro phenyl) - 5»HQLE§L*O ,rg-nethyl-zqeyrazo
| e-3 -carboxyliggacid (3- ? i ii-2)

5-[ 3- (4- Fl uor o- a%enyl) 5- ne hyl i soxazo yl net hoxy] - 2- net hyl - 2H pyr azo
| e-3 -carboxylic acid (3,3,3-trifluoro-
5-[3-(4-Fl uoro-phenyl)-5-nethyl - isoxaz I-4Q@I-nethoxy] 2- nethyl 2H pyrazo
| e- 3-carboxylic acid (2-nethoxy-eMs®P)C an de,

5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4- yl nmet hoxy] - 2- net hyl - 2H pyr azo

| e-3 -carboxylic acid ( 1-hydroxy- cyclob%opylnethyl) am de, 5-

[ 3- (4- Fl uor o- phenyl ) - 5-net hyl - i soxazo 1-4-yl nethoxy]-2-nethyl -2H pyrazo

| e-3 -carboxylic acid (2-hydroxy-ethyl)-amde, 5-[3-(4-Fluoro-phenyl)-5

-nethyl i soxa met hyl - 2Hpyrazo | e-3 -carboxylic acid

(1 - met mpheMgy/ pﬁ}’%é?:ﬂls %glyﬁeym%ﬁ%%% 5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl i soxazo

1-4-y|nethoxy] 2- et hyl - 2H pyrazo | e-3 -carboxylic acid

(2- acetyH4am rompdimd pf #orindds 13-which can be treated with a suitable base such as sodium
5 hydroxide or lithium hydroxide in a suitable solvent, such as dioxane, water, THF or methanol to

give a compound of formula 19.

N-© l\f’o
l /
RJ\/CﬂOH R1)\<_\OH
0 0
<N =N
|
NN \ N, s
R
MeO,C HO,C
17 19

Scheme 8: Synthesis of intermediates 19

E) A compound of formula 20 can be reacted with a compound of formula 8§ in the presence of
10  triphenylphosphine and diethyl-azodicarboxylate (or diispropyl-azodicarboxylate), in a suitable

solvent, such as THF to give a compound of formula 21.



[ 3- (4-Fl uor o- phenyl ) -5-net hyl - i soxazo 1-4-yl met hoxy] - 2- net hyl - 2H pyr azo
| e-3 -carboxylic acid (3-hydroxy-2, 2-di net hyl -propyl)-am de,

5-[3- (4- Avoanw/ipheayl ) -5 -nmet hyl - i soxazo 1-4- yl nmet ho PCT/EP2010/055694
xy] - 2- met hyl - 2H- pyrazo | e-3 -carboxyl i 7_aci d
(2- hydroxy-2- et hyl - propyl ) -ami de, 5-] (4- Fl uoro-phenyl)-5 -nethyl -

i soxazo 1-4-yl met hoxy] - 2-met hyl - 2H pyrazo | e-3 -car bo>@l ic acid ((S or
R)-3,3,3-trifluoro-2-hydroxy-propyl)-ani de,

5-[ 3- (4- Fl uor o- pherp{ ) - 5-nmet hyl -i soxazol -4- yl metha r?bt hyl - 2H pyr azo
le-3 -carboxylic acid ((Ror S)-3,3 3-trifluoro-& hydrboxypropyl)- am de,
5-[3-(4-Fl uoro- pheny/ Np* thyI Ns azo,1- 4-yl met hoxy g)met hyI 2H pyrazo
| e- 3-carboxylic acid R ort S) 51 3 erymat ryH—p+roewyl ) - B

5-[ 3- (4- Fl uor o- phenyJ-5- net hyRi soxazo 1-4-yl net hoxy] - 2- 2H pyrazo

| e-3 -carboxylimezsid ((S or R-I -h pxynet hyl propyl) - a,nNde

5-[3-(4-Fl uoro- phen?yl )-5-nmet hyl - isoxazo 1-4-yl net hoxy] - 2-net hyl - 2H pyrazo

| e3-carboxylic acid (tetrahydro-furan-3-yl)-anm de, 9Mé35C4- Fl uoro-phenyl)-5
-nmet hyl - i soxazo 1-4-8yl met hoxy] - 2gmet hyl - 2H pyr azol e- 3-cartboxylic acid
(IR 2R) - 2- hydr oxy-cycl opentyl )-am de, 5-

[ 3-(4- Kl uoro-p net hyl.-1 soxazol - 4-yl - net hoxy] - 2- net hyl - 2H pyr azol e- 3
-carbo ?@egcsgﬁt{?sl)lsso% L géﬁ?/t y-cycl opentyl ) -am de,

5-[3-(4-Fl uoro-phenyl )-5 -nmethyl - isoxazo 1-4-

y| met hdky) Azompolpd of Mrpwtead cdrebScarrctiokid 4 compeuwnd of formula 22 by reaction with
(s, 2%}1 o%lchiﬁﬁ%%%é/nt%ﬁa{ %ﬁ]f(ﬁ{ leac'ﬂdil@ hrémate in a suitable solvent such as DCM, which
3-(4- Fl uaro- me |- soxazo‘f H i‘ R -2H pyrazol e- 3
carboxgpnibe %}Vartﬂ ItfR azmm@umd?r oﬁ@yme&?c%éérﬂe%tpnamtaéetrabromomethane in the

[ 3- (‘b‘rEsieﬁéH OofP nﬁPMéﬁy'llﬂlosﬁlﬁh@)"A co® @\Ztﬁl lof4-formula 23, upon treatment with

| met hox%}/! I—Tﬂ%é{iazol e- 3- 1glar | chac ?HF " d of
(R) 2 ?M?agn § %91]1 8 SO such as can proviac a compound o

3- ( 4- Bbuoule-2ghadythyn Beantidhy lcompoxralz of focﬁmylanieﬂt vtk yttib@y hvimt oy id 2 Hng W IB2otee - 3-
a

rb OX% EC @&ﬂl}gio néi?fl' fg‘mg}@ h8 Xfﬁll?\%eﬁ% Péﬁctlc?ragy (I:&qq?o[@?ﬁ of fﬁrmula 25 with iodine in

(
[
5-
y
(
[
o
5-13-( uor o-
2-
(
5
(
5

meQ hyd Suztﬂblpwlé@l@il selclsaSc@ﬂcbr@fcym to gid ajcompound of formula 2
(R) - 2- hydroxy-1| -net hyl -et hyl )-am de, 5-[3-(4-Fl uor ophenyl ) -

thoxy] 2-met Ryle2H- pyr azol e- 3\ box;zll ic acid
( ) 2 |

-met hyl -i soxazol - 4
S)-2- hydroxy- 1- RSt hyl ) -am

- [ 3-(5- Fl uoro- pyw'rdimg 2-yl ) -5-1&
2- met hyl - 2H pyrazol e- 3 cg oxylic'acid
5-[3- (5- Fl uoro-pyridin- | ) - 5-net hyl -
i soxazol - 4-yl met hoxy] - 2- met hyl - 2H- pyr azol e- 3- carboxylic acigy

N , N -di et hyl hydrazi8de, 29 23
-0
N/O N’O 2
| )R )R /R
R’ R’ R
Sn(Bu), H
26 25 24

Scheme 10: Synthesis of intermediates 26

F-2) A compound of formula 26 can be reacted with a compound of formula 27 in the presence
of lithium chloride, copper(l) iodide and tetrakis(triphenylphosphonium) palladium(0) in a

15 suitable solvent such as THF to give a compound of formula 28.



5-[3-(5-Fl uoro-pyridin-2-yl)-5-nmethyl -i soxazol - 4-yl nmet hoxy] - 2- net hyl - 2H pyr
azol e- 3-carboxylic acid (2-hydroxy-ethyl)-am de and

5-[ 3- ( 5- Avoapw/RyeY7sdi n- 2-yl ) - 5- et hyl - i soxazol - PCT/EP2010/055694

4-yl met hoxy] - 2- met hyl - 2H pyr azol e- 3- cappoxylic acid
(tetrahydro-pyran-4-yl)-am de, or pharnaceutically acceptable salts or
esters thereof. One certain enbodi nent of the |nvent|06 provi des conpounds
of formula | selected fromthe group consisting of
{5-[3- (4- Chl or o- phenyl) - 5- hydggxyset hyl - i soxazol - ho|§y] 2-net hyl - 2H p
yrazol - 3-yl } - é% 3] hept-6-yl)- nlEt handne,

azol - 4-yl net hoxy] - =
2- et hyl - 2H—pyraBo - 3- yI} (2- Foxal Q- ?ﬁ? spiro] 3. 3] hept - 6-yl\) - met hanone,
2- Met hyl - 74 NH

(5- net hyl - 3 phenyl-lsoxa ol - e et hoxy) - 2H pyrazol e- 3-¢ kylic acid
(tetrahydro-pyran-4- yl)- bni de, - Met hyl - 5- (5- net hyl - 3- pyy1di n- 2-yl -

i soxazo | -4-yl met hoxy) - 2H pyrazol e- 3- car boxyl i ¢ aci dMeO,C
(tetrahydro-pyran-4-yl)-am de,

5-[ 3- (4- Chl or o- phenyi2f 5- hydr oxym&¥hyl - i soxazol - 28

4-yl met hoxy] - 2- net hyl - 2H pyr azol e- 3-car boxylic acid

(tetralgeiede PYT SitHesisl of-iReHARliatss 28- (4- Chl or o- phenyl ) -5 -hydro
xymet hyl -i soxazo 1-4-yl nmet hoxy] - 2- met hyl - 2H—pyrazo | e-3-carboxylic acid

ot 3] KISHERva dpPuids ar kol o eGSR by b BloRyishpride 9 g

(tet ral‘opdtpoufldj roﬁrfoﬁm}llh)393nwhieh rBadtB fifrther Fiitio rao‘erg)helmlphosﬁhme to the respective

hyaso & s r{%% inh ?ﬂf(@izﬁ))réul% | IO a?g%ﬁlﬁﬁ lejﬁgrt%n?% Wgﬁ a%%gﬁs%%(d bf
Xy met hyfprmlsl@ﬁézﬁli qr 4912%@« hyfyaS-mem%Wcomngm é@l@mee 25 @éﬂpbmwm@ i d

i sopr OFkYﬂoﬁghQ@-nuée&ﬁﬁlﬁc’lbfsE ld%lpasoﬁ@MbS‘té‘a BHPO XY FBIPM| Il 420K P42 can, after

1 4-yl met hoxy] - 2- met h yrazo Ig -carpgxylic acl (t et rahydrof yran-
3-yl)- %Sepgl‘ é @5{% 15 Fy [and he_qau, E@IWI th §103Pg? e armne promoted by an
-4-y|ﬁahhﬂkagamﬂamMydEBHDﬁf@&eaheﬁ@om@j&M%Mhmm4aC|d nmor phol i n- 4-yl am de,

5-[3-(4-Fl uoro-phenyl)-5 -nmethyl - isoxazo

1- 4-yl met hoxy] - 2- met hyl - 2H- pyr azol e- 3-car boxylic acid

(tetrahydro-pyran-4-yl)-amde and 5-[ 3-(5-

Fl uor o- pyridi n-2-yl)-5-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyr azol e- 3-

carboxylic acid (tetrahydro-pyran-4-yl)-am de




or pharmaceutically acceptable salts or esters thereof. One certain

enbodi nent of the invention is

5-[ 3- (4- GNDapw/ipheayl ) - 5- hydr oxynet hyl -i soxazol - PCT/EP2010/055694

4-yl met hoxy] - 2- met hyl - 2H pyr azol e- 3- caggoxylic acid
(tetrahydro-pyran-4-yl)-am de. One certain enbodi nent of the invention
provides conpounds of fornmula | selected fromthe group consisting of 5-[(

-2-(5-Me I- enyl-lsoxazol 4oyl )-vinyl]-2H pyraz e  3- carbpxyli ~@ci d
|sopropy1 Oﬁ@ﬁ NaOMe - NHNH/MeOH
5-[(2) -2 5- 13- mggmyl-| oP 4- y égrnleo E asze—-- rqpxyllc

aci d i so-propyl am de, (ﬂmspharnaceutlcally cepta al ts (H%esters

t hereof . fne certaisp enbodi meng of the invention meV|des conpoundsgf
formula | selected fromthe |group consisting of

5-{[ 3- (4- Fl uor o- pMeNyNY/MeQREt hyl - i soxazol - 4-yl et hyl | - ami no} - 2H pyr azol e- 3-
carboxylic acid (2-hydroxy- neLhyI-propyg) am de, 5-

{[3-(4-Fl uoro- phenyl ) - 5- nethyl soxazol ylnethyl] -am no

}-2H pyrazol e- 3- carboxylgg &m

5-{[ 3- (4- Fl uor o- phenyl) hMLISb N 4- %ﬁﬁe9H§? L ai no
}-2FprrazoIe-3-carboxyIiQ)aJFd isopoopﬁianld 5 {b3-Gh Fl uor ophenyl ) -
5- et hyl -i soxazol - 4- ylnethyl% am no} - 2H—pyrazo e 3-carboxylic acid

et hyl ani de, 5- 41-

{[ 3-(4-Fl uoro- phenyl ) -5-net hyl -i soxazol - 4-yl net hyl ] - anlgﬁz?ng @yrazol e- 3-ca

\

rboxylic aC|d(§tetrahydro pyra 4 yl')-amde, 3J{[3- (478 phenyl)-5
-nethyl-lso azo h e-,3- capboxy! iG @ci d1-
(2- hydr ox§-1 & $;y§9§#E§V'¥ nld gh /?é,Tféa(4{Fﬁﬁorophe3§¥;;qé 2

-met hyl -i soxa cl (92.6%) PPh,+ LiIHMDS/THF

| -4-yl met hyl ] - anlno} ZFprrazoI 3-yl) - (2-oxa- 6- a¥h- spi r o[B-BYhept - 6-

yl ) - met hanon&, or pharnaceuti3ally acceptable €alts or esters thereof. One
certain enboditent of the invention provides compggnds of formula I

|
sel ected frg group consi sting of
H=x_H NHR3R4/EDCI/HOB
=N
Eorz XNR°
o]
o]
\
42

Scheme 12: Synthesis of compounds 43

G) Compounds of formula 28 can further react with a compound of formula 29 or a compound
of formula 30 to a compound of formula 50 or with a compound of formula 31 or a compound of

5 formula 32 to a compound of formula 33,
1) under Mitsunobu inversion conditions (such as PhsP/DEAD in THF), or

ii) in a base promoted alkylation (such as Cs,CO3 in DMF).



-{[3-(4-Fl uoro-phenyl ) -5-net hyl -i soxazol - 4-yl net hyl ] - am no} - 2- net hyl - 2H- py
azol e-3- carboxylic acid (2-hydroxy-2-nethyl-propyl)-am de,

{[ 3- (4-Wwbuoroorzptrenyl ) - 5- net hyl i soxazol - PCT/EP2010/055694
yl net hyl ] - am no} - 2- met hyl - 2H pyr azol g;3- carboxylic acid am de,
{[3-(4-Fl uorophenyl) -
met hyl - i soxazol - 4-yl net hyl | - am no} - 2- net hyl - 2H- pyr azol en3- car boxyl i c acid
,2,2- trifluoro-ethyl)-amde, 5-{[3-(4-Fluoro-phenyl) mjﬁzhyl -i soxazo
4-yl methyl]-amno }-2- nethyl-2H pyrazol e- 3-car boxy] Jj i
t etrahydro-pyran-4-yl)-amde, 5-{[3-(4-Fluoro- phenﬁ) -5- Net hyl -i soxazo
-4-ylmethyl]-am no }-2-nethyl -2H pyrazo Ii)e- Tcarboxylic { d
3-nmet hyl oxetan- 3 -yl)-amde, (5- {[3-(4-#uoro-phenyl)-5 -
-4-yl et hyl]-amno }-2-nmethyl -
H pyrazol - 3-yl) - (2- oxa- 6- aza: §iPI[ 3. 3] hept - 6-yI ) - met hanond__y|
5-{[ 3- (4- Fl uor gqgplenyl ) -5- met hy9- isoxazo!ll-4"yl net hyl ] - ami fio
}-2-net hyl - 2H pyr Re-3 -carboxylic acig”(2-hydroxy- MeO,C 50
met hyl - et hylg+em~ge, 5- {[3-(4- %&)ro-p enyl)-5 -nmethyl - isoxazo

thﬁi i soxazo
N

1-4-yl nmet hyl T-am ng_}- 2- net hyl - pyrazo | e-3 -carboxylic acid
i sopropyl am de, N-i13ppropyl-1 -iethyl-3 -((5-nmethyl-3 -(pyridin-
2-yl)isoxazol -4-yl) Wl am no) - | H pyrazol e- 5- car boxam de, 2- Met hyl - 5-
[ (5-methyl -3 -pyri digh- NH

2-yl -i soxazol - 4-yl ne ) - am'+n<§ia-9H- pyr azol 8- 3- car boxyNH© aci d
(t et rahydr o- pyrlﬁn-4- 1) -anide, Btethyl "S- ((5- net hyl - p R
- (pyri di n-2-yl )M&&, ;

0 | -4-yl)nethyl am no) - Ngor phogl+n 1H pyrazo |e-
5- car boxam de, + RS . -
1 et hyl - 3- ((5- et 4l - 3- (pyr i di g2 1 )ks%léiA-yunet hyl &ii no) - N- ( 3-

nmet hyl oxet an- 3-yl ) -1 H pyrazol e- “car boxam

3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol™~

4-yl ) met hyl am no) - N-i sopropyl -1 -nmethyl - | H pyrazol e-5-carb 1 de,

3-((3-(5-fluoropyridin-2- yl)-5 -methylisoxazo | -4-yl )%ﬁ ani o) -

1-met hyl - N- (tetrahydro-2H pyran-4-yl)- 1H pyrazo le- 5- oxan'ége,

N-cycl opropyl - 3-((3-(5-fl uoropyridin-2-yl)-5-nmethylisoxazol - 4-

yl ) met hyl am no) - 1-nethyl- | H pyrazol e-5-carboxan de,

N- (cycl ¢meBn%YIﬁlsﬂS)S-Q§¥CQ(IIBO(1 Foland33pyri di n-2-yl)-5 -met hyl i soxazo
4-yl)met hyl am no)- 1-nethyl- 1H pyrazo |e-5-carboxamde, 3-((3 -(5
I

| —
—-_—h 1

by D Co g oy Y B SE GRS RSk P CC T Wb
-( (39(-0( oy %ﬁ%p%}/@itaweggwalfh EQTHRRURGS P E%lf& 354w1tly pyspitats Tedhf ing pgent such
- mes hyds-sodidnpyyaas bordhidridgl th (a2ecansrutd af dsiphulo 3p SThSEhapi@eancby hydrelyhahane,

the acid 37 and then further coupled with a suitable amine promoted by an activation agent such

H/-\I
3

as EDCI to a compound of formula 38.

0 N—O

|
NH 1 N2
o~ R)\(kR
N—O N—O X-Y LiOH.H,0
M, PcC | 35 NH H,
R R® — RV R? —— } —
= 1.MeOH/mol sieves X | THF/H.O
OH O 2NaCNBH,ACOH YN O ?
8 34 36 O
N—O N—0
R1)I\fkR2 R1)\fkR2
NH NHR3R4/EDCI/HOBY/DIPEA NH
- 3
g 10-40%) R
X | ( xi(
@(OH v N.q4
o) o)
37 38

Scheme 14: Synthesis of compounds 38



or pharmaceutically acceptable salts or esters thereof. One certain

enbodi nent of the invention provides conpounds of fornula | selected from
t he groupwoanevrri7ag of PCT/EP2010/055694

5-{[3- (4- Fl uoro-phenyl)-5-methyl -i soxazel - 4-yl met hyl ] - am no} - 2- met hyl - 2H py
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Scheme 15: Synthesis of compounds of formula I

1-2) Alternatively, compounds of formula 28 can further react with a compound of formula 29 or
a compound of formula 30 to a compound of formula 50 or with a compound of formula 31 or a

10 compound of formula 32 to a compound of formula 33,



2H pyrazol e- 3-carboxylic acid (tetrahydro-pyran-4-yl)-am de,
(5-{(E)-2-[3-(4-Fluoro-phenyl)-5- nethyl-

i soxazol -woybjo/nrergl } - 2H pyrazol - 3-yl ) - (2- oxa- 6- aza- spi POTAEP3}hepics6- yl ) - ne
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- 2H- pyr azolip-iBa dagdsibicd aiildion sithdls @yc@; inBMFy! - propyl ) - ami de, 5-
{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -isoxazol -4-yl]-vinyl} -2Hpyrazol e-
3-carboxylic acid ethylam de, and 5- {(E)-2-[3-(4-FIuogg,@henyl) 5- et hyl -

i soxazo 1-4- yl] -vinyl} -2H pyrazol e-3-carboxylic aci

pharmaceutically acceptable salts or esters thereof ertai n enbodi nent
of the invention provides conpounds of fornula_l sel%cted fromthe group

consi sting of i)
5-{(2)-2-[3-(4-Fluoro-phenyl)-5-nethyl -i azol - 4-yl ] -vi nyl } 32- mR*hyl - 2H py
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-2-nmet hyl - 2HRpYyrato | e-3 -carboRpLlii c acid i sopropyl am de, 5-
{(B)-2-[3-(4-Fluong=phenyl)-5-mgphyl - isoxazo 1-4-yl] -vinyl}
-2-net hyl - 2Hpyrazo | §-3 -carboxylic acid ethyl am de, 5-
{(E)-2-[3-(4-Fluoro- | )-5-nmethyl - isoxazo 1-4-yl]-
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(2- hydroxy- 2- net hyl -}Fpyl ) - ami dg, 5-{ (E)- 2§ [3- (4- FI uNr&
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2
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Scheme 16: Synthesis of compounds 50 and 33
5 The corresponding pharmaceutically acceptable salts with acids can be obtained by

standard methods known to the person skilled in the art, e.g. by dissolving the compound of
formula I in a suitable solvent such as e.g. dioxan or THF and adding an appropriate amount of
the corresponding acid. The products can usually be isolated by filtration or by chromatography.
The conversion of a compound of formula I into a pharmaceutically acceptable salt with a base
10 can be carried out by treatment of such a compound with such a base. One possible method to
form such a salt is e.g. by addition of 1/n equivalents of a basic salt such as e.g. M(OH),,
wherein M = metal or ammonium cation and n = number of hydroxide anions, to a solution of
the compound in a suitable solvent (e.g. ethanol, ethanol-water mixture, tetrahydrofuran-water

mixture) and to remove the solvent by evaporation or lyophilisation.

15 The conversion into pharmaceutically acceptable esters of compounds of formula I bearing
a carboxy group can be carried out e.g. by treatment of a suitable carboxy group with a suitable
alcohol using e.g. a condensating reagent such as benzotriazol-1-yloxytris(dimethylamino)-
phosphonium hexafluorophosphate (BOP), N,N-dicylohexyl-carbodiimide (DCC), N-(3-
dimethylaminopropyl)-N’-ethylcarbodiimide hydrochloride (EDCI) or O-(1,2-dihydro-2-oxo-1-



acid (2,2,2-trifluoro-ethyl)-amde, (5-

{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl- isoxazo 1-4-yl]- vinyl}

- 2- met hylwolepynraws| - 3- yl ) - nor phol i n-4-yl - met hanone, 5- PCT/EP2010/055694
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2-yl)-5s ?&Eﬁ%omﬂoﬁﬁd(ﬁ?&lv&' 4-yl met hoxy] - 2- met hyl - 2H-pyrazo | e-3 -carboxylic
acid (tetrahydro-pyran-4-yl)-amde, 5-[3-(4-Fluoro-phenyl)-5

- hydroxynet hyl - | soxazo 1-4-yl net hoxy]- 2-nethyl-2H pyrazo |e-3 -carboxylic
acid (tW4-yl ) -am de, 5-[3-(4-Fluoro-phenyl)-
5- hydr oxymet hyl - i soxazo 1-4-yl met hoxy]-2-nmnethyl -2H pyrazo | e-3 -carboxylic

aci d i sopr dpylcampdendsof[f@nfda Fhnbthoi phemydckuticalladecprapitetaity land ks s goesess
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The compounds were investigated in accordance with the test given hereinafter:

Membrane preparation and binding assay

20 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 alf3y2, a2p3y2,
a3B3y2 and a5B3y2.

Cell pellets were suspended in Krebs-tris buffer (4.8 mM KCI, 1.2 mM CaCl,, 1.2 mM

25 MgCl, 120 mM NacCl, 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: SM24 = 20000

rpm). The cell pellets were re-suspended in Krebs-tris buffer and homogenized by polytron for

ca. 15 sec on ice. Protein was measured (Bradford method, Bio-Rad) and aliquots of 1 mL were
prepared and stored at —80 °C.

30 Radioligand binding assays were carried out in a volume of 200 mL (96-well plates) which
contained 100 mL of cell membranes, [*H]flumazenil at a concentration of 1 nM for al, 2 and
03 subunits and 0.5 nM for a5 subunits and the test compound in the range of 10-10~ x 10° M.
Nonspecific binding was defined by 10° M diazepam and typically represented less than 5% of
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6 17.5 2.4
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9 6.2 11.0

10 3.8 3.0

11 4.9 3.8

12 2.3 8.1

13 0.5 4.8

14 9.3 7.4

15 2.5 29.3

16 11.1 69.6

17 1.2 15.2

18 1.2 4.7

19 17.8 54

20 4 67.5

21 2.5 26.2
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23 1.9 20.9
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27 7.8 70 16 7 113 39.6 156 3.9

28 5.4 71 16.5 114 16.2 157 51.0

29 10.4 72 1.5 115 20.5 158 22.0

30 25.2 73 9.4 116 18.2 159 39.9

31 6.4 74 2 117 6.8 160 25.4
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can be used as medicaments, e.g. in the form of pharmaceutical compositions. The
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5 pharmaceutical compositions of the invention can be formulated for any route of administration,
such as oral, sub-lingual, buccal, parenteral (subcutancous, intramuscular, intravenous), rectal,
topical, intranasal and trough inhalation or insufflation, and comprise at least one compound of
formula 1 or pharmaceutically acceptable salts or esters thereof, with any pharmaceutically
suitable ingredient, excipient, carrier, adjuvant or vehicle. Oral pharmaceutical compositions are

10 e.g. tablets, coated tablets, dragées, hard gelatin capsules, soft gelatin capsules, solutions,
emulsions or suspensions. Rectal pharmaceutical compositions are e.g. in the form of

suppositories.

The compounds of formula I and their pharmaceutically acceptable salts and esters can be

processed with pharmaceutically inert, inorganic or organic excipients for the production of

15 tablets, coated tablets, dragées and hard gelatin capsules. Examples are 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 gelatin capsules. Suitable excipients for soft gelatin capsules are e.g. vegetable

oils, waxes, fats, semisolid and liquid polyols etc. Suitable excipients for the manufacture of
solutions and syrups are e.g. water, polyols, saccharose, invert sugar, glucose etc. Suitable

20 excipients for injection solutions are e.g. water, alcohols, polyols, glycerol, vegetable oils etc.
Suitable excipients for suppositories are ¢.g. natural or hardened oils, waxes, fats, semi-liquid or

liquid polyols etc.

The pharmaceutical compositions can contain preservatives, solubilizers, stabilizers,
wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying the osmotic
25 pressure, buffers, masking agents or antioxidants. They can also contain still other

therapeutically valuable substances.
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di sor der—drug—addictions, novenent—disgrders, Parkinson—s disease;

rest | egdngrediesyndr one, cognition defici gnag/tablebrders, nulti-infarct

ey Qo O R P roper acki vilty th Sor or nour opat bt o patm
stroke|dndoat¢ t enti onal disorders or for |UBe as cognitive enhancers.
Corn starch 15
Microcrystalline cellulose 34
Magnesium stearate 1
Tablet weight 100

Table 3: possible tablet composition

Manufacturing Procedure

1. Mixitems 1, 2, 3 and 4 and granulate with purified water.
2 Dry the granules at 50°C.

15 3.  Pass the granules through suitable milling equipment.

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

Example B

Capsules of the following composition are manufactured:

ingredient mg/capsule
Compound of formula I 10

Lactose 155

Corn starch 30

Talc 5

Capsule fill weight 200

Table 4: possible capsule composition

20




One certain enbodi nent of the invention is the use of a conpound as
described herewithin for the manufacture of a nedicanent for the

t her apeutwo 2ardi2m75pr ophyl actic treat nent of a di sorder POI/EPOOMI05I60N
nmedi ated by the GABA A a5 receptor, orsthat can be treated via nodul ation
of the GABA A a5 receptor. One certain enbodi nent of the invention is the
use of a conpound as described herewithin for the therapeutic and/or
prophyMﬂ%%@WWW@%?ﬁ%ﬁ@”ﬁf di seases and di sorders which are related to the
GABA A a5 receptor. One certain enbodi ment of the invention is the use of a
conpound asvifeissid beohnherlawishhhmehﬁiertfbesmﬁﬁmfta,cture of a medi canent for

t he thgiapegﬁi% ag g g %g$%l tic treatnment of acute neurol ogica

di sordets, e 2R ES d"'Yi sorders, cognitive disorders, Al zheiner's
di seasd. ndhbinto defitaile sapssiehi zophr eni a, positive, negative and/ or
cognitive synptons associated with schizophrenia bi pol ar di sorders,

auti sm Domesc%ﬂﬂ)roﬁﬁ@of REHASY | RORATIS 1 YRR lrc fil rimséi@ﬂr defiger AlSRLHET S
of crrcadian r , amyotrophic latera erosrs denmenti a cause
by Al D31 apfweﬁemleg dashingeFlhe H@Hb@tlﬁﬁefemeﬁidoé%nmeyc ttple igpddnddderctoapsd et y
di sor dehied dRAGIghY. 286 nARGEETs )il DY relRhincAAR HardbdMiH@psulde! usi onal

di sorder, obsessive/conpul sive disorders, acute stress disorder, drug

addi cti venment di sorders, Par ki nson’ s di sease, restless Ieg syndr one,
cognitﬁ%ﬁggggﬁciency disorders, mul ti-infarct denmentia, nood disorders,
depression, neuropsychiatric conditions, psychosis,

at t ent iSuppdefocics O hthp doléoting compoliisar demannéytwedt hi ¢ pai n, stroke and
attentional disorders or for use as cognitive enhancers. One certain
enbodi ment..4fndt he invention is the use afy,ay ound as descri bed

her ewi tthrir tor the therapeuticand/or—priophyt actic treatment—of —a disorder
or condiGomneupdaf Bredlady t he GABA A a5 rleideptor, or that can be treated via
modul atl ispippBfitdr fnd8BA A a5 receptor. Ong pgstai n enbodi nent of the
i nventifoir 15 the OSe of a conpound as described herew thim for the
therap=JﬁF@ and/or prophylactic treatnmentl3¥0 acute neurolooical di sorders,

chr pgi qmygo{)%im@guﬁ@%%@p&gm tive disorders, Al zheimer's disease,
menory defi ci

Manufacturing Procedure

The suppository mass is melted in a glass or steel vessel, mixed thoroughly and cooled to
45°C. Thereupon, the finely powdered compound of formula I is added thereto and stirred until
it has dispersed completely. The mixture is poured into suppository moulds of suitable size, left

15 to cool; the suppositories are then removed from the moulds and packed individually in wax

paper or metal foil.



schi zophreni a, positive, negative and/or cognitive synptons associated with
schi zophreni a, bipolar disorders, autism Down syndrone, neurofibronmatosis
type |, sweepiudizswsders, di sorders of circadi an rhyt hrrs pPCampot10opisoe
lateral sclerosis (ALS), dementia causgg by AIDS, psychotic disorders,

subst ance-i nduced psychotic disorder, anxiety disorders, generalized

anxi ety disorder, panic disorder, delusional disorder, obsessive/conpul sive
di sor ddixperipental Bintess di sorder, drug addictions, novenent disorders,

Par ki nson' s di sease, restless | eg syndrone, cognition deficiency disorders,
mul ti - iTHeafolldw HhgreaibRs 10DI00ard ipsalidtalr Br ill8RERSSsTRe iMebtienIheRskduld ot be

condi ti ons. chosis, ,attenti.gn-defcit/hyperactivity disorder, neur.opathic
pain,  <OPIHER e M BF SO ol B rPn PO T es bebY EGRRRLIUL W hcer s.
One certain enbodi nent of the invention is a nmethod for the therapeutic
and/ or profxangdeidlc treatnent of a disorder or condition nediated by the
GABA A a5 receptor, or that can be treated via nodul ation of the GABA A a5
recept qk, gl N 18 I51C oyl Q- t of
A N e S B e S N AL i S

di sorders, Alzheiner's disease. nenory deficits, schizophrenia, positive,
negative and/or cognitive sy y8 associ ated with schi zophreni a, bipol ar
di sorders, autism Down synd neur of i bromatosis type |, sleep

di sorders, disorders of circadran rhythnms, amyotrophic |ateral sclerosis
(ALS), denentia caused by AID$, psychotic disorders, substance-induced
psychoti c di sorder, anxietyN&l SQ eers,l@eneralrfadoanxiety di sorder, panic
di sorder, del usional disordgy,//obsggsidel onp%hsiv di sorders, acute stress
di sorder, drug addictions, vement di : i nson' s di sease,
restless | eg syndrone, cognitioh deficiencyldisorders, multi-infarct
denentia, nood disorders, depression, neurofdychiatric conditions,
psychosis, attentiondefcit/ hyperactivity disorder, neuropathic pain,
stroke 3rdsalitG0Ls QRalyIqiiarder JxQ5- 2SR 1 €S9 ok Ve SANARARA SgtetVi Ch
met hod conpri se er1 ng e I ewW t NI 0 a

human bei ng or aninal. ) )
To a stirred solution of 5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester (1.30 g,

9.15 mmol) and (5-methyl-3-phenyl-isoxazol-4-yl)-methanol (1.73 g, 9.15 mmol) in THF (80
10 mL) at 5°C under argon was added triphenylphosphine (3.12 g, 11.9 mmol), then diethyl

azodicarboxylate (2.07 g, 11.9 mmol) was added dropwise. The reaction mixture was warmed to

room temperature and stirred overnight. The reaction mixture was then evaporated. Purification
by chromatography (silica, heptane:ethyl acetate = 1:1 then dichloromethane:methanol = 9:1)
gave a colorless oil (800 mg) which was triturated with diisopropylether and further purified

15 using a 5 x 50 cm Chiralpak AD column at room temperature using an isopropanol:heptane (2:8)
mobile phase with UV detection at 220 nM to afford the title compound (250 mg, 9%) as a white
solid. MS: m/e = 328.3 [M+H]".

b) [5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-yl]-morpholin-4-yl-methanone

A solution of trimethylaluminium (2 M in toluene, 0.92 mL, 1.3 mmol) was added dropwise
20  (exothermic) to a solution of morpholine (111 puL, 1.3 mmol) in dioxane (3 mL) and the
resulting mixture was stirred at room temperature for 1 h. Then a solution of 5-(5-methyl-3-
phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.32 mmol)
in dioxane (2 mL) was added. The resulting mixture was heated at 90 °C overnight and then
cooled to room temperature and then poured into Seignette's salt solution and extracted with
25 ethyl acetate which was then washed with brine, dried over sodium sulfate and evaporated.
Purification by chromatography (silica, dichloromethane:methanol = 9:1) afforded the title
compound (47 mg, 40%), which was obtained as a colorless oil. MS: m/e = 369.1 [M+H] .



One certain enbodi nent of the invention is a nmethod for the therapeutic
and/ or prophylactic treatnent of a disorder or condition related to the
GABA A aSvoeompiroe7s particularly for the therapeutic an®CorEPRO10OBIbact i c
treatment of acute neurol ogi cal disordggs, chronic neurological disorders,
cognitive disorders, Alzheiner's diseaSe, nmenory deficits, schizophrenia,
positive, negative and/or cognitive synptons associated with schi zophreni a,
bi pol ar di ¥&ase2 autism Down syndronme, neurofibromatosis type |, sleep
di sorders, disorders of circadian rhythnms, amyotrophic |ateral sclerosis
(ALS), SiEwPritha-3-ph&asd-idoxa NSy InRSNGRYI-peli 0Ted® 6 Srb oS VNS AEA GRPIr OIS Ride
psychoti c disorder, anxiety disorders, generalized anxiety disorder, panic
di sorder, del usional disorders_obsessive/conpul sive disorders, acute stress
)

di sorder, drug addictions, ent di sorders, Parkinson's disease,
restless | eg syndrone, cogn deficiency disorders, nmulti-infarct
denentia, nood di sorders, depyession, neugopsychiatricconditions,
psychosis, attention-defcit/hyperactiviN-yNdi sogder, neuropathic pain,

stroke and attentional disogéens foff uge asNcognitive enhancers, which
met hod conprises adm ni steri 9//a cofpo asydesdri bed herewithin to a
human bei ng or aninmal. The 63 erred indicatjppns using the conpounds of the

present invention are cognitive disorders, schizophrenia, positive,
negative and/ or cognitive synptons associated with schi zophrenia and

Al zhei ney ' desetitedase. chapleplef erSatdethpE3-patiydis xared-4sglhichoply-2Himyradode-3-

Al zhgi ‘s i anRartl Y, ed is t i ndi cat | el . S
ai scasiropalts 383Gl PRI Y0 R By B iy I Rb R TRLG
f ol | owiatgmepheliss .to The tisle anomipegndrii € migl 13%8), odnete mes ablanegvas b alolaglesy odan
be prepgsegyd n3apgordance Wi th known nethods. Any previously defined

resi dues and variables will continue to have the previously defined neani ng
unl ess ot herw se indicated. The present conpounds of formula | and their
phar maceut if¢@MBle dccept abl e salts can be prepared by a process conprising
the steps of: A) Reacting a conpound of fornula 1 with hydroxyl am ne

hydr oc I8-(&-MiehylF8-phatiiltistrh solsloy meethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-

10  pyran-4-yl)-amide

H

N7 N~

L 7\ H

O O\ = N
@

As described for example 1b, 5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

carboxylic acid methyl ester (100 mg, 0.32 mmol) was converted, using 4-aminotetrahydropyran

instead of morpholine, to the title compound (52 mg, 43%), which was obtained as a colorless
15 oil. MS: m/e = 383.2 [M+H]".



such as ethanol and water in the presence of a base, such as aqueous sodi um
hydr oxi de to give a conpound of formula 2, followed by reacting the
conmpound Wb 2bwyned7a 2 with a chlorinating agent such asPrH@EPR@00siseci ni m de
in a suitable solvent, such as DVF to %ve a conpound of forrmula 3. 1 2 3
Scheme 1: Synthesis of intermediates 3 B) A conpound of formula 3 is then
reacted further to a compound of formula 6 by reacting i) with a conpound
of fornul aExapplede presence of a suitable base, such as triethylanine, in
a suitable solvent, such as chloroform or ii) wth a compound of fornula 5
in the R?zi@ﬁmetﬁifl-ﬁ-pﬁuhjzlﬁbéﬁzblEIWImaﬁﬁkly)aﬂ-lip’}ﬁrﬁdléd?;&m‘myhbn #cig Ui (tadphe

sol vent uch as di eth ether Schene 2 Synthesis of internediates 6 C 1)
A conpdﬁﬁ% Prans ®i s then reactlng to a conmpound of forrmula 8 with i)
a reducing agent such as Iithiun1a|uninun1hyd ide, in a suitable solvent,
such as THF to give a conpound of formula gi-l) a hydrolytic agent
such as NaOH or LiOH in a suitable solvent s s THF, MeOH or EtOH, water
to give a conpound of formula 7, ii-2) fegllohed\by reacting a conpound of
formula 7 with a reduci ng agent, suc i1 hi 2 i i

alym num hydri de or
ethyl chl oroformate in the presenge s\dlumboideinasuitable
sol vent such as THF or wate 8 gcheng-N : Synthesig of internedi ates 8C 2)

A conpound of fornula 8 i¢ fu r rgacting with a conpound of fornula 9 in
the presence of triphenyl phﬂﬁe and di et hyl azodi carboxyl ate (or

di i spropyl azodicarboxylate) in a suitable solvent, such as THF, to give a
conpound of formnmula 10 und of fornula 10 is further reacting in the

presencds glesgibedi fafp |eéaraﬁl§e lb,s éc(ﬁ -ethyledipheRyd-asoparmtieymethoxy st magaze le-3-

carboxylic acid methyl ester (100 mg, 0.32 mmol) was converted, using rac-3-
aminotetrahydrofuran instead of morpholine, to the title compound (39 mg, 33%), which was
obtained as a white solid. MS: m/e = 369.2 [M+H]".

Example §

10 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-

O,
/ W
NM
o H

As described for example 1b, 5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

dimethyl-hydrazide

carboxylic acid methyl ester (100 mg, 0.32 mmol) was converted, using N,N-dimethylhydrazine
15 instead of morpholine, to the title compound (26 mg, 24%), which was obtained as a white solid.
MS: m/e = 342.1 [M+H]".



sol vent, such as DMF to give a conmpound of formula 11. 8 10 11 Schene 4 :
Synthesis of internediates 11 D-1) Alternatively, conpounds of formula 6
can be rexoten/mr47R benzal dehyde in the presence of a base/Ereelk/08%9$0di um
ethoxide in a suitable solvent such asgethanol under reflux to give a
conpound of forrmula 12, followed by reacting a conpound of formula 12 with
a reduci ng agent such as lithiumalum num hydride or ethyl chloroformate
in the pre@éﬁ@ﬂ’%ﬁ sodi um bor ohydri de and a suitabl e base such as
triethylamne in a suitable solvent such as THF or water to give a conpound
of f or I RaMleShyl X pREMB/1-Bsoxa - IafdtBo ) -2H pSFamB - R e &b ok Plid- AridCoEPRYM@sy-Of
formul a % can.react with a conpound such as 14 in the presence of
trlpheﬁ§‘gh ﬂ ¥ ne and di et hyl - azodi car boxyl ate (or

di i spropyl - azodlcarboxylate), in a suitable solvent, such as THF to give a
conpound of fornmula 15.15/8cRgnme 6 : Synthesis of internmediates 15 D-3) A
conpound of forrmula 15 ca gct further wwth i-1) an oxidizing agent such
as osmum(VII1)-oxide and sgédf um et aperi odate in the presence of

benzyl tri et hyl ammoni um chl offide in t resence of a suitable solvent such

as tertbutanol, dioxane apd vategrigppgggtures to give a
Mg onpound of fornula 16

conmpound of fornula 16, i%2)

with a reduci ng agent, sudb—&s sodi um borollydride in a suitable sol vent
such as nethanol to give a conpound of forula 17, or ii-1) alternatively,
a conpound of formula 15 can be reacted with AD Mx-a with

met hanesul f I o n d t to
gi veéaelcszoo npgél}n o% £ ﬁnﬁgglyl'g' h%n;ﬁ %OX% 51—%3'%2%&%}%%% rgzeogg 3%XP' ﬁ@ a%{d

t et r aacetthylecsfon (lap(bmgx &8P enrndl) e@h@thsmmMnms (B2 meefi¢7 mmol) in toluene (1 mL) Was

added 1,5,7-triazabicyclo[4.4.0]dec-5-ene (16 mg, 0.11 mmol) and the reaction was heated at

90 °C under argon overnight. After cooling to room temperature, the mixture was evaporated

and purification by chromatography (silica, dichloromethane:methanol = 100:0 to 9:1) afforded
10  the title compound (30 mg, 28%), which was obtained as a white solid. MS: m/e = 343.2
[M+H]".

Example 7

5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2 H-pyrazole-3-carboxylic acid amide

W

15 As described for example 6, 5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.32 mmol) was converted, using ammonia in methanol
instead of ethanolamine, to the title compound (15 mg, 16%), which was obtained as a white
solid. MS: m/e =299.4 [M+H]".



and then reacted with a reduci ng agent such as sodi um borohydride in a

sui tabl e sol vent such as nethanol to give a conpound of fornula 17.18
Schenme 7 woSynwihewss of internediates 17 D-4) A conpoun®#CofEPR@omtdcad 17
which can be treated with a suitable bgse such as sodi um hydroxi de or

l'i thi um hydroxide in a suitable solvent, such as di oxane, water, THF or

nmet hanol to give a conpound of formula 19. 17 19 Schene 8: Synthesis of

i nt er nedi atfedmpde $y A conpound of formula 20 can be reacted with a conpound
of formula 8 in the presence of triphenyl phosphi ne and

di et hyls-pzAFRRFG-phihA)-S-rhéthyHiso £44oPAWImaanaty F-aHbEyMbéle B) carbbxdicS Ui t alplde
solvent, s cﬁra HE to give a conmpound of formula 21. Schene 9 : Synthesis
of int ép?r’gg\" geYBMide | )" A compound of formula 8 can be converted to a
conmpound of formula 22 by reaction with an oxi %zi ng agent such as

pyri di ni um chl orochromate in a suitable sol AU ch as DCM which can be
converted to a conpound of formula 23 by reacfiign with tetrabrononet hane in
the presence of triphenyl phosphine. A comgoupd of fornula 23, upon
treatment with isopropyl magnesi We in a /. abI e solvent such as
THF, can provide a conpound of a 24 and t acti ng a conpound of
formula 24 with tributylti drife NdNAI BN to give/ a conpound of formul a
25, followed by reaction of coypbund pf fornmula 25 with iodine in a

sui tabl e sol vent such as Q:q/o/oermto give a corrpour'nzd of fornula 26. 8 22
23 26 25 24 Schene 10: Synthesis of internediates 26 F-2) A conpound of
formula 26 can be reacted with a conpound of formula 27 in the presence of
| i t h3 um)chlf3-del lucopgenyl))s-inetdiyHsorard -t e methd syt HH-pheny ke fhoshiromic umacid

pal | adirﬂéﬁl@es{e? a

As described for example la, [3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-methanol (3.1 g,

15 mmol), instead of (5-methyl-3-phenyl-isoxazol-4-yl)-methanol, was converted to the title
compound (420 mg, 9%), which was obtained as a  white  solid.
10 MS: m/e =332.2 [M+H]".

b) 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic  acid

morpholin-4-ylamide

As described for example 1b, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol), instead of 5-(5-methyl-3-phenyl-

15 isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using 4-
aminomorpholine instead of morpholine, to the title compound (45 mg, 37%), which was
obtained as a colorless oil. MS: m/e = 402.3 [M+H]".

Example 9

5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]|-2H-pyrazole-3-carboxylic acid
20 piperidin-1-ylamide



sui tabl e solvent such as THF to give a conpound of fornula 28.26 27 28
Schene 11: Synthesis of internediates 28 F-3) Alternatively, conpounds of
formul a 8woanide7wkl ori nated by e.g. thionylchloride toPaTErFR@OOSIHIOf
formula 39, which reacts further with a;triphenyl phosphine to the
respective phosphoniumsalt of formula 40. A conpound of fornula 40 can
then react with a conpound of formula 4 1 (41-1 or 41-2), which was

pr epar et eedilfidndor exapmkngdby 23- [%ﬂélw@r@@@ﬁaé wethyl-isprageg4-ylmethoxy]-2H-

non- nU]fﬂty@&BLH 3icerbBRAR Satuﬁih r@&ltlﬁl E@NQS (100 amg ormpwﬂﬂlg L wWaQr w{V@rté@ uﬁﬁgen 42
can, after hei separ i nto i an Wi

SR AL A SR A R R SN (T SRR
conpourubtafied aramuhiee Md4MS491/é%4DOS([®[€MDCM R11-1, 41-2) R (78% Scheme
12: Synthesis of compounds 43 G Conpounds of forrmula 28 can further react
Wi thsa co%gﬂalﬂlofor mula 29 or a conmpound of fornula 30 to a conpound of
forrrula 50 or a conmpound of formula 3 1 or a conpound of formula 32 to
a conpound of fornula 33, i) under M tsunobu inversion conditions (such as
PI 13P/ DERR(4-Rluppgepheny))-Simethyl-isoxazok4pimethoxy -3 Hepyragelerd-¢arhewlies CSAG®B i n
DMF) . SqhepRidis-1-yumidesi s of conpounds 50 and 33 H) Conpounds of fornula 8
can further be oxidized by an oxi dant such as PCC to a conpound of formula
34, and then react with conmpounds of formula 39 with a suitable reducing
agent such as sodi um cyanoborohydride to a cgmpoynd of formula 36. The
ester 36 can be hydrolyzed to the acid 37 an en further coupled with a
sui tabl e am ne pronoted by an activation ch as EDCI to a conpound
of forrmula 38. 37 38 e 78R

- H/N
H F

a) 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid

10 To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-
carboxylic acid methyl ester (200 mg, 0.6 mmol) in dioxane (5 mL) was added aqueous sodium
hydroxide (2 M, 3.0 mL, 6.0 mmol). After heating at 90 °C for 2 h the solution was cooled to
room temperature and neutralized with aqueous hydrogen chloride (2 N). The precipitate was
then filtered off and dried to afford the title compound (191 mg, 100%) as a white solid.

15 MS: m/e=315.9 [M-HJ.

b) 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic  acid

pyrrolidin-1-ylamide

To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-
carboxylic acid (100 mg, 0.32 mmol) in DMF (5 mL) were added 2-(1H-benzotriazole-1-yl)-

20 1,1,3,3-tetramethyluronium tetrafluoroborate (152 mg, 0.47 mmol), N,N-diisopropyl ethyl amine
(270 uL, 1.6 mmol) and N-aminopyrrolidine HCI (58 mg, 0.47 mmol). The resulting reaction
mixture was stirred overnight at room temperature. The reaction mixture was then poured into
aqueous sodium chloride (saturated) and extracted with ethyl acetate. The combined organic
layers were then washed with water, citric acid solution and saturated sodium hydrogen

25 carbonate solution and then dried over sodium sulfate, filtered and evaporated. Concentration
and purification by chromatography (silica, dichloromethane:methanol = 100:0 to 9:1) afforded
the title compound (91 mg, 75%) as a white solid. MS: m/e = 386.2 [M+H] .



Schenme 14: Synthesis of conpounds 381-1) Conpounds of formula 10, formul a
17, formula 21, formula 28, fornula 50 and fornula 33 can further react
accor di ngvocosramdard nethods i) with a conmpound of for rolr&PRO10065680MPOUNdS
of formula I, or ii-1) to a conpound of,formula I'll, and ii-2) further with
a conmpound of formula Il to conpounds o? formula | . 17 10 2 1 28 50 33
Schene 15: Synthesis of conpounds of fornula | 1-2) Alternatively,
compounds &fFapgdedil a 28 can further react with a conpound of fornula 29 or
a conmpound of formula 30 to a conpound of fornmula 50 or with a conpound of

f or nul &-B-U-Pluogo-pa Sdnéthyl-RbRadod 43amlethoxy-QAPEWAG010f3-EbokN IR 33, iakid
under N%E%ﬁ%ogghfﬁigmgﬁﬁn co%ditions ?guch agPPI13P/DEAD in THF), or ii) in
a base 'prond¥ %k‘W*af 6n (such as CS2CCB in DVF). Schene 16: Synthesis of
conpounds 50 and 33 The correspondi ng pharnag;utically acceptabl e salts
wi th acids can be obtained by standard netkods,known to the person skilled
inthe art, e.g. by dissolving the conpouno\oVNfornuIa | in a suitable
sol vent such as e.g. dioxan or THF and sdd¥ng\an appropriate amount of the
correspondi ng acid. The produg}s C sual |y beg—+solated by filtration or
by chromat ography. The conver W compou for mula | into a
phar maceutical | y acceptabl e sal NhNa base cgn_be carried out by
treatment of such a conpound WHh sgch a base. One possible nethod to form
such a salt is e.g. by additign of 1/n equivalentsFof a basic salt such as
e.g. MOH)n, wherein M= netal Nor amoni um cation and n = nunber of
hydr oxi de anions, to a solution of the conpound in a suitable solvent (e.g.
et hapol , et hanol -water m xtuyre, trahydrof uran-water. mxture) and to
renove 4%@%ﬂﬁkﬁén3§rbf%%§or i 6—?&5&4-ﬁu%pﬁﬁnv@%-maﬁyf-ﬂsﬁéwe oLl Ao
phar magsuddotadcyrbacdephaidl medsi essgr of1 00 ompo WBdsnmbd1) f wasnebavdrtede akinggNaN-
car box ik ARy RSEId bPRBihorforBhomie, 18 BR BRI borRboifa S AE! SoErnaRe

was obtained as a white solid after recrystalisation from ethyl acetate. MS: m/e = 360.2 [M+H] .

Example 12

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid iso-
propylamide

As described for example 8b, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol) was converted, using

15 isopropylamine instead of 4-aminomorpholine, to the title compound (50 mg, 46%), which was
obtained as a white solid. MS: m/e = 359.2 [M+H]".



al cohol using e.g. a condensating reagent such as

benzotri azol -1 -yl oxytri s(di met hyl am no)- phosphoni um hexaf | uor ophosphat e
(BOP), N,Wodbuyi2ad1éxyl - car bodi i m de (DCC), N-(3- PCT/EP2010/055694

di met hyl am nopropyl ) - N - et hyl car bodi i mggde hydrochloride (EDC) or

O (1, 2-di hydro-2-oxo-Ipyridyl)-N N, N, Ntetra-nmethyluroniumtetrafl uoro-bora
te (TPTU), or by direct reaction with a suitable al cohol under acidic

condi ti ons Examilel3 exanpl e in the presence of a strong nineral acid like
hydrochl oric acid, sulfuric acid and the |like. The conversion into

phar macs[8-(4c ElubYo-pheyl)-3ah &h§Bise k200 U-yIRRRIAR LI HOpyra@s1e1s-éarbok@Ry | NQ adid
hydr oxy. grqup can be carried out with suitable acids by anal ogous nethods.
Insofaﬁ“ggﬂpﬁﬁ??yﬁpﬁﬂaﬁﬁ??% is not described in the exanples, the
conpounds of fornmula | as well as all internediate products can be prepared
according to anal ogous net hods or according e met hods set forth
herewithin. Starting naterials are comrerci al ail able, known in the art
or can be prepared by nmethods known in t ay in anal ogy thereto. It

wi || be appreciated that the coppoun general)fqrmula | in this
i nvention can be derivatised at ncd/i onal gr oupr ovi de derivatives
whi ch are capabl e of convershon back H@h{he par en bnpound in vivo.

fo

Phar macol ogi cal Tests Thelco Nds o rrula | and\t heir pharnaceutically
acceptabl e salts and est ssBss val uabl e pharnac&iogical properties.
Compounds of the present invention are |ligands for GABA A receptors
containing the a5 subunit and are therefore useful in the therapy where
cognd t iAn dentrdrede fentexasploe b r 2413 -(Aflaowepipayhdsmathykisb razedt +ydatthdxy |R2H-

q : b . b . -
b1 nd ng zol bl ei! oG AIBET me a3, ol SRS Tl s
measur edaipotadisprdrppyren issead] Fif-pminemasphalineg® thic/ titeotommusd) O%iﬂmdigﬁ%)t 0

HEK293 \Gigkh §a8¥Hameg hdd whatt féahallkymid-anef e¢hegy or human (transiently
transfected) receptors of conposition al b3g2, a2b3gz,

N

Y/
0

Example 14

10 5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic  acid  iso-
propylamide

a) (E)- and/or (Z)-Pyridine-2-carbaldehyde oxime

To a suspension of 2-pyridinecarboxaldehyde (47.8 mL, 500 mmol) and hydroxylamine (38.2 g,
15 550 mmol) in ethanol (37 mL) and water (111 mL) was added ice (213 g). Then a solution of

sodium hydroxide (50 g, 1.25 mol) in water (51 mL) was added within a 30 min period

(temperature rose from -8 °C to + 10 °C) whereupon most of the solid dissolves. After 1 h

stirring at room temperature the resulting mixture was then acidified with HCI (5 N). The

precipitate was then filtered off and dried to afford the title compound (47.7 g, 78%), which was
20 obtained as an off white solid. MS m/e = 123.3 [M+H]".



a3b3g2 and a5b3g2. Cell pellets were suspended in Krebs-tris buffer (4.8 nM
KO, 1.2 mMCaC 2, 1.2 MM Md , 120 MM NaCd, 15 nM Tris; pH 7.5; binding
assay bufwerpio/nearsgeni zed by polytron for ca. 20 sec oRCIEP2@0055694
centrifuged for 60 mn at 4 0C (50000 g¢ Sorvall, rotor: SM24 = 20000 rpn).
The cell pellets were re-suspended in Krebs-tris buffer and honpgeni zed by
pol ytron for ca. 15 sec on ice. Protein was rreasured (Bradf ord nethod,
SaMagthyl-B s pyl-1 sapoxplic acid efhyl estsr ed at - 80 OC,
Radi ol i gand b| nd| ng assays were carried out in a volune of 200 nL (96-wel |

pl at eS)TcWalsqtpeﬁgaﬁ aifnedhlbﬂﬁum;maﬁd@eé b ma%magsln dhBrbiortn@oeni ) wat added
concentrat,l o

f t d.o0. f 5 .
Cubunt 1P 00 Pt S BBt 0 R SRR @) Pe -Gl oxime
Nonsped#fli ¢ 33i mdioﬂ'bgin\m.h)rdﬁ)frmr(ém lrng)ldhrﬁgl\IlSdmalzammblatrtdempmnmé | After stirring
|
cqui T 601 s (hRABmpdh Rl fRoh b or sl Bfls THAEINBLES IR @9 £
( Packarmpobyin fChlothfomdﬁ nys) vgs addeackhg eeshlsing susnspsian dvawazsﬂﬁmﬁ@ t<w59 KCiad-a ol d
vash bubfieion 0F@ie E ik (1017 &) HIII’R;I B cHS g Fpeh (101 hE Plvad Qdd%ldr&ﬁ"@pvvlse over a

radi oacti vit S, det ect ed by Ii cintillat ountin Ki~ val ues were
cal cul &E8d §%; \r'l\g SEkdRg Wep mtmueﬁig é)il ‘! 4 H& MRsrogH teggperature. The
det er mdagt bayven solltitorc ap owaskksl @fthtWEﬂera@lOO rmaﬁynmgle@)qaeqnlseﬁywe ecrd estradded n

h b d f d f
boskBocvih RRERGLoAETEroRY %ﬁ%&%ﬁ?gﬁé R SR, B R S Ss Pl ot
t he r atch@BAogaplec 6por heptankGBhyd Mcouatd &Qsto Mbs afﬁ]mded elner tde apwpoonhGLAs,

with a Slgb/)(a{glgp eﬁ0§%11 M- /RS 8y odi ment the compounds of the

i nvention are “bi n ing selective'f e a5 subunit relative to the al , a2
and a3 subunlt Represent ati ve t=st resul ts are listed bel ow Table 2 :
human Mthyle2spyri PP -¥m sitions The conpounds of formula

| as well as thelr phar rraceutl caIIy acceptabl e salts and esters can be used
as neditanresdlstiore 0§ .5-mbthlyh&-plyaidin-Di/1- b ke dhibo@ylicc apipoghyli ens. (Ihes, 18

15 mmol) in THF (229 mL) at 0 °C was added lithium aluminum hydride (367 mg, 10 mmol). And
the resulting mixture stirred for 1 h at room temperature. Water (1.9 mL) was added carefully
followed by aqueous sodium hydroxide (15 %, 1.9 mL) and water (0.54 mL). The resulting
suspension was stirred for 15 min at ambient temperature and filtered over Hyflo®.
Concentration and trituration with heptane afforded the title compound (2.88 g, 86%) as a light

20 yellow solid. MS: m/e = 191.3 [M+H]",

d)  5-(5-Methyl-3-pyridin-2-vl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl

cster

As described for example la, (5-methyl-3-pyridin-2-yl-isoxazol-4-yl)-methanol (500 mg,
2.6 mmol), instead of (5-methyl-3-phenyl-isoxazol-4-yl)-methanol, was converted to the title
25 compound (281 mg, 36%), which was obtained as a white solid. MS: m/e = 315.1 [M+H]".

e)  5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic  acid  iso-
propylamide

As described for example 1b, 5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (70 mg, 0.22 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-

30 ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using isopropylamine
instead of morpholine, to the title compound (72 mg, 95%) which was obtained as a light yellow
oil. MS: m/e = 342.2 [M+H]".



pharmaceutical conpositions of the invention can be formul ated for any
route of adm nistration, such as oral, sub-lingual, buccal, parenteral
(subcut arnwousto/izng7sanuscul ar, intravenous), rectal, topPCRIEP20m006BOASAl and
trough inhalation or insufflation, andggonprise at |east one conmpound of
formula I or pharmaceutically acceptable salts or esters thereof, wth any
phar maceutical ly suitable ingredient, excipient, carrier, adjuvant or
vehi cl e. OFsangHelPraceutical conpositions are e.g. tablets, coated tablets,
dragees, hard gelatin capsules, soft gelatin capsules, solutions, enulsions
or sus Fsa(simnyl-ﬁpyﬁlain pb}afsﬁﬁa:zwm}qﬁdetm ! 'dpym&e@t@mogyhd nagie {onm of
Suppositofles. The .co unds of fornula their pharmaceutically
accept&B’ O-PYFPLAzy ngfers can be processed with pharnaceutically inert,

i norgani c or organlc excipients for the production of tablets, coated
tablets, dragees and hard g in capsul es. Exanples are Iactose, corn
starch or derivatives therepf, talc, stearic acid or its salts etc can be
used as such excipients e.qg. tabl ets, dragees and hard gelatin

capsul es. Suitable excipientg for soft,gelatin capsules are e.g. vegetable
oils, waxes, fats, sem soly i ol yols etc. Suitable excipients
for the manufacture of soluti ps e e.g. water, polyols,
saccharose, invert sugar, ipients for injection
solutions are e.g. water, alcaohols, ponoI gl ycer¢l, vegetable oils etc.
Sui tabl e excipients for suppositories are € g. Ratupal or hardened oils,
waxes, fats, sem-liquid or liquid polyols etc. e pharnmaceutica
conpositions can contain preservatives, solubilizers, stabilizers, wetting
aﬂeni s, Aettscsibdd ﬁeraxaﬁlp&ﬁ%n 8L, medY 103 -pHtidin-2F i'lalywaaﬂL&ylrg@hé)@)folHﬁpy@ﬁo’lb-ﬂg

t he os .essur ers a s or anti oxi dant ey c

1 50 contapwBLET HAE; FRIY bieradid oy Tt oainel o bl aiiBsTihe Mk a
whi ch compoaarelsydodpytdreinsteskaf isepropdambe ta dim titlestoempeand C&Snmga%%)/;mhmlrww de
limts apgdndd dsla cotfrics O Sfis: {;}]%veﬁpzkfg,{ j+ust ed to the individual

requi renents 1n each particular case n-the case of oral adm nistration

t he dosage for adults can vary from about 0.01
Example 16

10 5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid ((S)-2-
hydroxy-1-methyl-ethyl)-amide

As described for example 6, 5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (70 mg, 0.22 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-

15  ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using L-alaninol instead
of ethanolamine, to the title compound (40 mg, 50%) which was obtained as a colorless oil. MS:
m/e = 358.2 [M+H] .



ng to about 1000 ng per day of a conpound of general forrmula | or of the
correspondi ng anount of a pharmaceutically acceptable salt or ester

t her eof . Wbeotwi2ly7s5dosage can be adm ni stered as singl e Pao&EP2@0/053694i vi ded
doses and, in addition, the upper limfggcan also be exceeded when
necessary. Exanples of conpositions according to the invention are, but are
not limted to: Exanple A Tablets of the followi ng conposition are

manuf act ur &xample k2 usual manner: Table 3 : possible tablet conposition
Manuf acturing Procedure 1. Mx itens 1, 2, 3 and 4 and granulate with

puri fi egl[308 Fluoré-pyHin-2y9)-Snadih 1680 a0 PR methoxyIasH-pyRezdé-3vak Bsxyliaraiah
sui t abl zzghk I.ﬁn% eegﬁilgmené. 4. Add item5 and m x for three m nutes;
conpr ed& 2 talugrorelBy-agpde s - Exanpl e B Capsul es of the fol | owi ng
conposition are manufactured: Table 4 : possible capsule

conposi ti onManuf acturing Procedure 1. M x 71 2 and 3 in a suitable
m xer for 30 mnutes. 2. Add item4 and m x mnutes. 3. Fill into a
suitabl e capsule. The conpound of formulg_| act ose and corn starch are

firstly mxed in a mxer and then i onmm nut i machi ne. The m xture is
returned to the mxer; the tal c\(s #gdded there
mxture is filled by nmachine int hN}I\belatin | es. Exanple C

m xed t horoughly. The
Suppositories of the foll ov%ﬁonpog tion are manu I:act ured:

’

F
F

5 a) (E and/or Z)-5-Fluoro-pyridine-2-carbaldehyde oxime

To a solution of 5-fluoro-2-formylpyridine (5.0 g, 41 mmol) and hydroxylamine hydrochloride
(3.06 g, 44 mmol) in ethanol (3.2 mL) and water (9.6 mL) was added ice (18.6 g). Then a
solution of NaOH (4.0 g, 100 mmol) in water (4.6 mL) was added dropwise over 10 min keeping
the temperature between -5 °C and 5 °C. The reaction mixture was then stirred at room

10 temperature for 30 min. Then HCl (4 N) was added to acidify the mixture and the resulting
precipitate was filtered off and washed with water to afford the title compound (4.41 g, 79%) as
a light brown solid. MS: m/e = 141.0 [M+H]".

b) 3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazole-4-carboxvlic acid ethyl ester

To a suspension of N-chlorosuccinimide (4.63 g, 35 mmol) in chloroform (21 mL) was added
15 pyridine (0.28 mL, 3.5 mmol) and a solution of (E and/or Z)-5-fluoro-pyridine-2-carbaldehyde
oxime (4.86 g, 35 mmol) in chloroform (110 mL) during 15 min at room temperature. After
stirring for 30 min at this temperature a solution of ethyl (E)-3-(1-pyrrolidino)-2-butenoate
(6.36 g, 35 mmol) in chloroform (4.4 mL) was added. The resulting suspension was warmed to
50 °C and a solution of tricthylamine (4.83 mL, 35 mmol) in chloroform (4.4 mL) was added
20  dropwise over a period of 30 min. Stirring was continued for 1.5 h at 50 °C and then cooled to
ambient temperature. The solution was then diluted with ice-water (200 mL) and the aqueous
layers were extracted with dichloromethane (50 mL) and dried over sodium sulfate and
evaporation to give a dark brown oil. Purification by chromatography (SiO,, heptane:ethyl
acetate = 100:0 to 20:80) afforded the title compound (5.83 g, 67%) as yellow oil
25 MS:m/e=251.1 [M+H]".

¢) [3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-yl]-methanol

To a solution of 3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazole-4-carboxylic acid ethyl ester (2.5 g,
10 mmol) in dry THF (34 mL), cooled to 0 °C, was added lithium aluminum hydride (209 mg,



Tabl e 5: possi bl e suppository conposition Manufacturing Procedure The
suppository mass is nelted in a glass or steel vessel, m xed thoroughly and
cool ed t owozQo/iEgseupon, the finely powdered conpound @®CTiERRONI0&S6P4 | S
added thereto and stirred until it hasggispersed conpletely. The mxture is
poured into suppository nmoulds of suitable size, left to cool; the
suppositories are then renoved fromthe noul ds and packed i nd| vidually in
wax papet MRolpprionfict Afhep@Ho gt tal WaTEY BP ThE0omd KNk HiyrceXERp | lodha mIxfuy ar e
provi degasf @oléd ka9t r@tan@nvabr (e rhn)/watslasaaed Theyulshelotcaoly Rgueansbarned

? fsl e:’ ;Qh?d%%%(#pﬁé% O(P ? ngLf) a%nr&ewétgy ?(P é In?LrS TBe resu tmgI Q{lsgesnsg%l ans srtgperdetsée t at I ve
[ 5- ( 5- Meitigtit- Sngleenyie- asdx@rotd vyt gy Ry JFh2 Hiifiyat@zwds 3agnl conmnphteti add- vl

-rret a _
R Blon i slypetogaphy (S heptpesyyl sspits 33P0 9:100) pforded he it
rret hyl C@Qtpgrmdl'o a stirred solution of 5-hydroxy-2H pyrazol e-3-carboxylic

aci d ngf byl $ 9%4:§ rés 4 ilgl%%legow%oﬂté NIBPh)c 2n609. 1([M+H

(5-net hyI phenyl -i soxXazol - 4-yl') - met hanol g, 9.15 mml) in THF (80
d .12 .9

reacti Qﬁetﬁy te e was war ned to roomtenperature and sti rred over ni ght The

reaction mxture was then evaporated. Purifi catl on by chromat ography

(5| cay h ta e t 1)
Ma col&(;elrg%rzﬂs]eg 3%1 %XQ%@% § \/\J;3 éshﬁuém ﬂ e%ﬁ%h{gﬁls f(?%og 4928%* 81

and f ur(®h@mgpdricf medugistrgd af @-meﬂwldmlehykmmkl-ml)embtmmp laway @mmerted to

t enper ghil rtﬁleu%bﬁ]lgo@tﬂi I SRPIAPAAS.) h\gﬂkﬁn@as( ?obga)mé@)lab |d3 vptﬂ%s @ol‘M t s Mmye =

det ecti gn at Q to afford the title compound 9% as a white

solid. a:0Mt&l]= 328 3 [MeH +. D)

[ 5- (5- Met hyl - 3- phenyl - i soxazol - 4-yl net hoxy) - 2H pyrazol - 3-yl ] - nor phol i n-4-yl

- met hangn®[A(SBluvtd- @mcﬁﬁ-ztsvlb-ﬁahéthblaihm@i-mrﬁahammH-@wme,s-&ﬂa&vﬁt,acﬂd, 3

mmig V@%? g’l u%rod ret%ew antide

As described for example 1b, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-

pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol), instead of 5-(5-methyl-3-phenyl-

isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using

2,2, 2-trifluoroethylamine instead of morpholine, to the title compound (25 mg, 21%), which was
20  obtained as a white solid. MS: m/e = 400.0 [M+H] .

Example 18

Rac-5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy|-2H-pyrazole-3-carboxylic
acid (tetrahydro-furan-3-yl)-amide

25  As described for example 17¢, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol) was converted, using
rac-3-aminotetrahydrofuran instead of 2,2,2-trifluoroethylamine, to the title compound (46 mg,
40%) which was obtained as a white solid. MS: m/e = 388.2 [M+H]".



(exothermc) to a solution of norpholine ( 111 m, 1.3 mmol) in dioxane (3
m.) and the resulting mxture was stirred at roomtenperature for 1 h. Then
a sol uti onoab10BR(®s et hyl - 3- PCT/EP2010/055694

phenyl -i soxazol - 4-yl et hoxy) - 2H pyr azokg- 3- carboxylic acid nethyl ester
(100 mg, 0.32 mmol) in dioxane (2 nL) was added. The resulting m xture was
heated at 90 OC overni ght and then cooled to roomtenperature and then
poured int dxaEed?te’ s salt solution and extracted with ethyl acetate

whi ch was then washed with brine, dried over sodium sul fate and evaporat ed.
Puri fi of3-@FingrépyAani-2gnaphvethaliso taol-alylihib o e I3 ea 018 B arboxytic Aeild

af forded t he bitle conmpound (47 ng, 40%, which was obtained as a colorless
oi | . NEETEREYRIYAE 1\ 4 Exanple 2
5-(5-N@thy|-3-pheny|-isoxazo|-4-y|nethoxy)-ZF%Pyrazole-3-carboxy|ic acid

i sopropyl am de As described for exanple IB; .

5- (5- net hyl - 3- phenyl -i soxazol - 4-yl met hoxy) -
net hyl ester (100 ng, 0.32 mmol) was cogyer \ usi ng i sopropyl am ne
i nstead of norpholine, to the title ound (1 13%, which was
obtained as a colorless oil. mg 2 341. 3 [ NFH] Exampl e 3

5- (5- Met hyl - 3- phenyl - i soxazol - 4-}yl hblxy) - 2H pyra 6Ie-3-carboxy|ic acid
; H

razol e- 3- carboxylic acid

(tetrahydropyran- 4-yl)-am desgri bed for exanple Ib,

5- (5- met hyl - 3- phenyl -i soxazol} 44yl net hoxy) - 2H pyr azb6l e- 3- carboxylic acid
met hyl ester (100 ng, 0.32 mml) was converted, using

4- am not et rahydropyran i nstead of norpholine, to the title conpound (52 ng,
43%3% whi ddscilacs! fobtedinmdd 13s Sa 3e@Hiudrepsridint 2-yMS-mathgl-ts0 888 1-2-ylivkiHpxy || e

4 Rac- 5[5 - 3 - - A- - | e-3-capb '
noid (Al oy RTORY | nSREEGuark PR WA SHBY | 358) SojARUDOA ©
5- ( 5- meeput én@qteaidﬁ%a%%ﬂﬂﬂuqrpﬁtévhm% 1o thegiticasommeongd (2apgexy o) eviad d

met hyl \estdaifddOR aWhitdsodid. MW hYe wag4aqnyeted, using rac-3-
Example 20

10 5-[3-(5-Fluoro-pyridin-2-yl)-S-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
(2-hydroxy-ethyl)-amide

— /N
N N AR
(@)
N
(@)

As described for example 6, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-

pyrazole-3-carboxylic acid methyl ester (70 mg, 0.21 mmol), instead of 5-(5-methyl-3-phenyl-
15 isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title

compound (37 mg, 49%) which was obtained as a white solid. MS: m/e = 362.1 [M+H]".



am not et rahydrofuran i nstead of norpholine, to the title conpound (39 ng,
33%, which was obtained as a white solid. M5 me = 369.2 [ MtH +. Exanpl e
5 5-(5- Mawbybridepienyl - i soxazol - 4- yl net hoxy) - 2H pyr azol ec3aPasiboz3ebdi c aci d
N, N - dinethyl-hydrazide As described-,{or exanple Ib,

5- (5- net hyl - 3- phenyl -i soxazol - 4-yl net hoxy) - 2H pyr azol e-3- carboxylic acid
met hyl ester (100 ng, 0.32 nmmol) was converted, using N, N-di nethyl hydrazi ne
i nstead of E¥PPHeRlne, to the title conpound (26 ny, 24%, which was
obtained as a white solid. Ms: me = 342.1 [ MtH] +. Exanpl e 6

5- (5 M=-[Byt5-Bhup he-py Fidirb 2829 imeth YL ib®ia ok ¥ ik Ethp Xy 1221 B Bzdl@ B Raxyéydic agid

(2- hydr,0x etgﬁl.- am de To a sol ution of

5-(5-né?ﬂépp -Bﬁgﬁyl-isoxazol-4-ylnethoxy)-ZFprrazoIe-3-carboxy|ic aci d
met hyl ester (100 ng, 0.32 mml) and ethanolamne (29 ng, 0.47 muol) in
toluene ( 1 nL) was added |, 5, 7-triazabicycl o[ 444.0] dec-5-ene (16 ng, 0.1 1
nmml ) and the reaction was undey gon overnight. After
cooling to roomtenperature m Xt ur g aporated and purification by
chr omat ography (silica, di t hane:\iret/han = 100:0 to 9:1) afforded
the title conpound (30 nyg, i
me = 343.2 [M+H +. Exanple 7
5- (5- Met hyl - 3- phenyl - i soxazol -
am de As described for exanple 6O
5- (5- net hyl - 3- phenyl -i soxazol - 4- Yyl net hoxy) - 2H pyrazol e- 3- carboxylic acid
nmet hyl ester (100 ng, 0.32 nmol) was converted, using ammonia in nethanol
i nst2adAodesetibranfol axanmds 179 5t [3e(Stfltdre-pgodined+nl- S thbthytyiso 16%4-4- ytne thhx yedH-

obt ai n%%le%_\é@b[&yl?cm dcsh M@t.hy[d &tér 2(?80 4n{g',v|+5!]3+'n!:nﬁgﬁp|\x%s8 converted, using

isopropylamine instead of 2,2,2-trifluoroethylamine, to the title compound (31 mg, 29%) which
was obtained as a white solid. MS: m/e = 360.2 [M+H]".

Example 22

10 5-[3-(5-Fluoro-pyridin-2-yl)-S-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide

O\
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As described for example 17¢, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol) was converted, using

15 N,N-dimethylhydrazine instead of 2,2,2-trifluoroethylamine, to the title compound (65 mg, 60%)
which was obtained as a white solid. MS: m/e = 361.2 [M+H] .



[
c acid norpholin-4-ylam de a)

5-[ 3- (4- Avoanwy/phenyl ) - 5- net hyl - i soxazol - 4- yl net hoxy] - 2IACpRPa¥I0I085634 car boxy
lic acid nethyl ester As described for_7%_xarrpl e |la,

[ 3-(4-fluoro-phenyl)-5-nethyl -i soxazol -4-yl]-nethanol (3.1 g, 15 mmol),

i nstead of (5-nethyl-3-phenyl -isoxazol -4-yl)-nmethanol, was converted to the
title conpd@nla?2d ny, 9%, which was obtained as a white solid. M5 me =
332.2 [ M+tH] +. b)

5- [ 3- ( 4-B-(FRrope9Ridin-2-yIes-ydthVISiesazel-4-411 btRe ko2 I py2 ka3 aaeh 6xydic @id oXy
lic acid r phol i n- 4-yl am de As described for exanple |b,

5-[3-( Af“?ﬁﬂ’(?%"{iﬁ@ﬁ?ﬂ? 5- et hyl - i soxazol - 4- yl met hoxy] - 2Hpyr azol e-
3-carboxylic acid nmethyl ester (100 ng, 0.3 ), instead of

5- (5- net hyl - 3- phenyl i soxazol - 4-yl net hoxy) - razol e- 3-carboxylic acid
met hyl ester, was converted, using 4- am nono\phpline instead of

nmor pholine, to the title conpound (45 ngy,n37%9, ich was obtained as a
colorless oil. Ms: me = 402.3 BVH—I] anple 9
5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl - W4- yl me
lic acid piperidin-1-ylam de crlpjeﬁlfor exa 8b,

5-[ 3- (4-fl uoro-phenyl) - 5- et hyy=Nsoxapgol - 4- yl net hoxyy - 2Hpyr azol e-
3-carboxylic acid nethyl te (WOO ng, 0.3 mmmol) wa$ converted, usi ng 1-
am nopi peri di ne i nstead of 4-am nonorpholine, to the title conpound (78 ny,
659, which was obtained as a white solid. M5 me = 400.2 [ MtH +. Exanpl e
10 5 Asdescribed for example 17¢, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
5-[3-(4- [ Q- - b= [ azh - 4-yl h 25 pyr - 3- oxy
> acﬁ)af%)z)‘(}?erglclﬁ’@?ggﬁh& yal%éd:n!s@g‘éﬁglI 894378~ figy! TASNRNSD 2bRY BEURY3 - G
4-aminomorpholine instead of 2,2,2-trifluorocthylamine, to the title compound (57 mg, 94%)

which was obtained as a colorless oil. MS: m/e = 403.3 [M+H]'".

- 2H pyr azol e- 3- car boxy

Example 24

10 5-[3-(5-Fluoro-pyridin-2-yl)-S-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
pyrrolidin-1-ylamide

Nl N2
. _
O F

a) 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxvylic acid

As described for example 10a, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
15 pyrazole-3-carboxylic acid methyl ester (50 mg, 0.15 mmol), instead of 5-[3-(4-fluoro-phenyl)-

5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid methyl ester, was converted, to

the title compound (38 mg, 79%) which was obtained as a white solid. MS: m/e =317.0 [M-H]J.

b) 5-[3-(5-Fluoro-pyridin-2-vyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxvylic acid

pyrrolidin-1-ylamide

20 As described for example 10b, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid (38 mg, 0.12 mmol), instead of 5-[3-(4-fluoro-phenyl)-5-methyl-



a)

5-[3-(4-Fl uor o- phenyl ) -5-net hyl -i soxazol - 4-yl net hoxy] - 2H pyr azol e- 3- car boxy
i c aci d WO 2a1eararsi on of PCT/EP2010/055694
5-[3-(4-f|uoro-phenyl)-S-nethyI-isoxazgg 4-yl met hoxy] - 2H pyr azol e- 3-
carboxylic acid nmethyl ester (200 ng, 6 mol ) in dioxane (5 nL) was added
aqueous sodi um hydroxi de (2 , O nmmmol ). After heating at 90 0C

for 2 Hseweolshylmqthnxyhasl- wém%ﬁtc‘@rboesm taéﬁipé’Y?ét ereeHpd iRether 4ilg £eppopid
aqueouy 18yl 99%) whilokasdbtdidedNls a White RIIRICMY: that & 38a2 tMrem)fil tered of f and
dried to afford the title conpound (191 ny, 100% as a white solid. M5 nme
= 315.9 | &g# é

5 [ 3-(4-FI Buﬂﬁ %yl) 5- et hyl -i soxazol - 4-yl met hoxy] - 2H pyr azol e- 3- car boxy
lic acid pyrrolidin- 1-ylam de To a solution of

5- [ 3- ( &£-13-(FeFluoptrppyidin-2-yieistvd zol-4-grmz thoxyl-JHrmtraooy - @b pyyliez oh&d 3- mor-
car boxylH Ginap! Qnﬁﬁgo ng, 0.32 mmol) in DMF (5 nL) were added

2- (1 enzotr azole-1-yl)- 1,1,3,3-tetramethyl uroni umtetrafl uoroborate
(152 mg, 0.47 mol), N, N-diisopropyl ethyl anming (270 ni, 1.6 nmmol) and
N-am nopyrrolidine HO (58 ng, 0.47 nmmol). Thg rggulting reaction mxture
was stirred overnight at roomtenperature. Thé r&action m xture was then
poured into aqueous sodiu | ori,de (satu nd extracted with ethyl

acetate. The conbi ned or nlc I ers t hen with water, citric
acid solution and satura dr dgen car hdnat
dried over sodiunlsulfate, Iter d amg'evaporate

solution and then

ncentration and
purification by chronatography (81ical dichloronethdne: nethanol = 100:0
to 9:1) afforded the title conmpound (91 ng, 75% as a white solid. M5 nme
= 386.2 [ M+H] +. Exanpl e 11

5-[3-(4ﬁBuu@m@qQMQﬂyiJ@5bg@§muk1kﬁﬁgazoI-4-y|nethoxy]-ZFprrazoIe-3-carboxy
lic acid N, N -di net hyl - hydrazide As descri bed for exanple 8b,

5-[3- fI r h th | -i.s0 | - 4-yl met ha - 2Hpyr azol e; .

Sl §%ﬁ’ PRy TR BB R0 e 1 it PR BB B E S oraghiprce
N, Ndi neB il iy sl i n‘ehlaa(ald(302f ml-)aaridneater (H6|mhe was adtléd icei (186 gbrifeared
(2519, o3 of Nﬁb(ﬁ](4.0 g, 100 mmol) in water (4.6 mL) was added dropwise over 10 min keeping

the temperature between -5 °C and 5 °C. The reaction mixture was then stirred at room

temperature for 30 min. Then HCI (4 N) was added to acidify the mixture and the resulting
precipitate was filtered off and washed with water to afford the title compound (4.41 g, 79%) as
a light brown solid. MS: m/e = 141.0 [M+H]".

15 b) 3-(5-Fluoro-pyridin-2-yl)-isoxazole-4-carboxylic acid ethyl ester
To a solution of N-chlorosuccinimide (17.34 g, 130 mmol) in DMF (128 mL) was added

5-fluoro-pyridine-2-carbaldehyde oxime (18.2 g, 130 mmol) portionwise over 2 h at room

temperature and as the reaction warmed up to 60 °C the mixture was cooeld back to room
temperature with an ice-water bath and the resulting mixture was then stirred for 64 h at room

20 temperature. To this solution was then added ethyl 3-(N,N- dimethylamino)acrylate (18.6 g,
130 mmol) and triethylamine (36.2 mL, 260 mmol) in chloroform (64 mL) and the resulting
mixture was then stirred for 1 h at room temperature and poured onto a mixture of ice water and
HCI (4 N, 1 L) and extracted with ethylacetate. The organic extract was then washed with water,
saturated aqueous sodium hydrogen carbonate solution, brine, dried with sodium sulfate, filtered

25 and evaporated. Purification by chromatography (silica, heptane:ethylacetate = 100:0 to 1:1)
afforded the title product (21.96 g, 72%), which was obtained as a yellow solid.
MS: m/e = 237.1 [M+H] .



was obtained as a white solid after recrystalisation fromethyl acetate.

Ms: me = 360.2 [ MtH +. Exanple 12

5-[3- (4- AVoanw/phesy| ) - 5- net hyl - i soxazol - 4-yl met hoxy] - 2IHCpyEPaTI0I085634 car boxy
lic acid isopropylam de As described fey exanple 8b,

5-[3-(4-fl uoro-phenyl)-5-nethyl -isoxazol - 4-yl met hoxy] - 2Hpyr azol e-

3- car box I|c aC|d nethyl ester 100 g, 0.3 mmol ) was converted, using

i sopr oL R8I RYIBAE yl)- 3 PEdNQe, to the title corrpound (50 nm,
469, which was obt ai ned as a whlte solid. Ms: me = 359.2 [ MtH] +. Exanpl e

13 To a solution of 3-(5-fluoro- pyrldln 2-yl)- 1soxazole 4 carboxylic acid ethyl ester (1.0 g,

i cactirt PORIARY AT pi7 Al v st RE O el Bl DR TG 9

5- [ 3- (4nfblat 6-°heryhg P@E@tmtrhy(turb SOX aiwbd dt—ryd)mreemperyt}uf&fdpy radbb exxture was
3- cag bayy| E& 1afkd o™t Bxd w%%ére@z%gﬁd 0, {84 fS’ﬁo?w% Sod¥iH @%%ﬁ&% 4 % Udhi8n

4-am notetra ydro yran 1 nstea 4-"am nonor i ne, e conpound
(100 ng8 824 an h agakl piteai @ed 1ds) andwihe émmafmthwsstm% oxeupaght 2at[ 1opq +.
Exanpl Qerhf} erature The prec 2pltate was then ﬁltered off and washed with THF. The combined
5-(5- NEth¥ %/ﬁq | -i soxazol - ¥Irre ﬁ@-lH—pyr zol e-3 carg&ﬁglc
aci d i sHp 61}8§I antd t?’}e (E L drtl of VP Hithgdtionc Dy BgaB@@i
suspendiepranotthat pydtitdi-neo@ohoxal defforded (Hla?tlt& dmp&BA (P40 Ihg,a308%) which was
hyd xyI ) 37 rrL) and water ( 111 nmL) was
add«i:‘(g auaeéi%.)s a31 hgﬁ‘%leowgo %% Tro'/lﬁ ﬁi@@w hydroxide (50 g, 1.25 nol) in

wat er (51 m3_) vvas added W t hin a 310 mn perlod (terrperature rose fromh 8 0C

room tee@gerature the resul ting m xturewas thenaC| d| f| ed vvlth HC (5 N)

The preci pltate was then filtered off and dried to afford the title

conpourfes (depcrbed, foogramply chit. whks(uBrairrivaidis2-yh-iserazoht-vE-aghaeel Msomge =
123. 3 [3rihmely) inSteMetofty(b Tﬁetwra ghdaryzlsmkazmxmﬁiearaﬁolc Na@%ﬁbbr@ecﬁfﬁ theefitiy |
est %L;%@gﬁgcggﬁgsrhgr}7@f) legl? Waso tléll%(e: Qé M W eg0611(P MK m/ae [MJrI—I‘]\'hl oroform

(20

e) 5-[3-(5-Fluoro-pyridin-2-yl)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid morpholin
-4-ylamide

As described for example 1b, 5-[3-(5-fluoro-pyridin-2-yl)-isoxazol-4-ylmethoxy]-2H-pyrazole-
3-carboxylic acid methyl ester (70 mg, 0.22 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-

20 ylmethoxy)-2H-pyrazole-3-carboxylic ~ acid  methyl ester, was converted, using
4-aminomorpholine instead of morpholine, to the title compound (32 mg, 38%) which was
obtained as a white solid. MS: m/e = 389.1 [M+H] .

Example 26

5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-

o™ 9 )9
NM 2N
Dan

N~N

25 pyran-4-y)-amide

a) 3-Butyl-5-methyl-isoxazole-4-carboxylic acid ethyl ester

To a suspension of N-chlorosuccinimide (16.1 g, 121 mmol) in chloroform (250 mL) at room

temperature was added pyridine (0.95 g, 12.0 mmol) then a solution of pentanal oxime (12.2 g,



pyridine (0.26 nL, 3.3 nmol) and a solution of (E)- and/or

(2) - pyridine-2-carbal dehyde oxine (4.0 g, 33 mmol) in chloroform (103 ni)
duri ng 15wvoi2ni0a27@sbi ent tenperature. After stirring foPC3EP210/083694 hi S
tenperature a solution of ethyl (E)-3-gk-pyrrolidino)-2-butenocate (6.0 g,
33 mmol) in chloroform (4 nL) was added. The resulting suspension was
warnmed to 50 OC and a solution of triethylamne (12 nm, 86 muol) in

chl or of BArme rchlogefarn RO ME) Bighrddedsirapwise g Xdmpr The feacken PHXHE Was
conti ntse@keacu& _‘Q) 5cffmaQ @Qh&lcc@d]@h t®Rod tBmpérafu@®ihd @NREHEIHBE othiNEE Hr(K-

ot 1 2 TSN ) SO P hae 1§ GOVRRD BrEhPRER 6 TCadiRg copiaee Th

evapor atadion I?mmtu‘re cals| mnia;t te Mgt tuedy b aphiyio( Sif @igthhlapti@n €2 by 12 laostd) & 8: 2

| |
t_o 5 3531) hmﬁjrﬂeﬁi%% P@g %(ﬁdr%ggps%uAﬂgrl( g"t{heigfelagtgo)ﬁar?%zﬁurg vya]% co8fél %‘g{i\ Ort’@te({ﬂ €
sol ut i ovitlofvager therhyitri@agig r(l1 Afonwiw WHH@%J@)GQE!@D@) yiN h@aﬂombuydd m@gusjplgqshg/ weesst er
(4.1 giex%ctmlt)h dl@hla_ﬂdﬁleﬁl%%g £ﬂd)th@ﬂ 1 Ymes Gdded eﬂhh§e‘§'v&6¥é %hb’di“ ROy i de

(367 10 he resulting m xture stirr room

t enper aoa?@tratﬁ&t é’ﬂrlﬁiat@nn)ey GREmageahy: Avileay| heyt@éleﬂb«wemﬁ aqu&%sto sHH um
hydr oxiadRrdctthitld c@mpdundang owausy,) 6a pdle Fellow Fifeidr BHIni/E R33! % on was
stirred for 15 min at anbient tenperature and filtered over Hyflo(r
Cong(gn pt ane afforded the title conpound

(2 : ettow sortd. Ms: mle = 191.3 [ MtH +. d)

5-(5- I\/bt hyI 3 pyr| di n- -yI -i soxazol - 4-yl net hox%/) 2H pyrazol e- 3-carboxylic
aci d mekhyl stissd ep luion ddst-bityed-mashy leisexagdle-4-ear oxyhc acid ethyl ester (9.8 g, 46.3
(5-met r'ﬁﬁlml?) 1RWHPdg@O%M uﬂd%Pél%%ﬁlaan' Vb )C%s%ﬂ&i 11 (3R allBnindm X\E}gﬁé 2.03

i nst ead_of -|soxazol-4- | ) - et hanol , was_ co t ed tg t he
title corth el (i 1V%@0rt@e% Aftghilch %sre%%lpa. HEQUISsVES AHFRCECE SreRyVisqyithny e
315 ]Se[lg\ﬂb{'ﬂl"k saR)solutlon The reaction rnllxture was filtered and the filtrate Txtracted with ethyl
-.i soxazo razo

aCI i 5386 %’pﬁ]hg 1ned orgamc extrac%s were X/asrﬂgh éelgnetpey S salt so utlon 81 r%éd

filtered and concentrated. Purification by chrornatography (silica, heptane:ethyl acetate = 100:0
to 4:6) afforded the title compound (7.5 g, 95%) as a yellow liquid. MS: m/e = 170.3 [M+H]".

¢) 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester

As described for example 1a, (3-butyl-5-methyl-isoxazol-4-yl)-methanol (2.4 g, 14.2 mmol),
20 instead of (5-methyl-3-phenyl-isoxazol-4-yl)-methanol, was converted to the title compound
(1.6 g, 43%) which was obtained as a white solid. MS: m/e = 294.2 [M+H]".

d)  5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-

pyran-4-yl)-amide

As described for example 1b, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

25 carboxylic acid methyl ester (100 mg, 0.34 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic  acid  methyl ester, was converted, using
4-aminotetrahydropyran instead of morpholine, to the title compound (23 mg, 19%) which was
obtained as a white solid. MS: m/e = 363.0 [M+H] .



As described for exanple Ib,

5-(5-net hyl - 3-pyri di n-2-yl -i soxazol - 4-yl met hoxy) - 2H pyr azol e- 3- carboxylic
aci d net wb 2ester97670 ng, 0.22 mmol ), instead of PCT/EP2010/055694

5- (5- et hyl - 3- phenyl -i soxazol - 4- yl met hpxy) - 2H pyrazol e- 3-carboxylic acid
met hyl ester, was converted, using isopropylamne instead of norpholine, to
the title conmpound (72 ng, 95% which was obtained as a |light yellow oil.
MB: me = ¥zxample#AH + Exanpl e 15

5- (5- Met hyl - 3-pyridi n- 2-yl -i soxazol - 4-yl net hoxy) -1 H pyrazol e- 3-car boxylic
acid (t2{3Bh ety l-woxdzol 4} yIaTe ey A2 HpSaizblReTl cd o x pii@niel® ((3)2-hydroxy-
5-(5-2§ih lﬁ §¥%§jdin-2-y|-isoxazo|-4-y|nethoxy)-ZFprrazoIe- 3-carboxylic
aci d 'HéF Y&t)-amle " 0. 22 mol) was converted, using 4-

am not et rahydropyran instead of isopropylamne to the title conpound (85
ng, 99%, which was obtained as colorless oil. M5: me = 384.2 [ MtH] +.
Exanpl e 16 O

5- (5- Met hyl - 3- pyri di n- 2- yl H8oxazZét=4- yl net hoxy) - | H pyr azol e- 3-car boxylic
acid ((S)-2- hydroxy-l-nethyl-etH?I)- 1 de As dedcri bed for exanple 6,

5- (5-net hyl - 3-pyridi n- 2-yl -i soxazol j4- yl\met hoxy) 2H pyrazol e-3- carboxylic
acid nethyl ester (70 ng, 0.22 mmol),
5- (5- net hyl - 3- phenyl -i soxazol - 4- yl nmet hoxy) - 2H
met hyl ester, was converted, using L-al aninol
the title conmpound (40 ng, 50% which was
me = 358.2 [ MtH] +. Exanpl e 17
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl -i soxazol - 4-yl met hoxy] - 2H pyr azol e- 3-¢
arboxylA¢ asicabdd, for 2-dkhiinpleu o, 0-E3yltyl- Rfictsl-ago0 xato langh@Ehoxy)-2H-pyrazole-3-

Z) - 5- Fl uqgr o- pyri.di ne- 2- car eh oxli To a, s i 0 f .
5t Puor SR BY Rl sirdicRBr PRGSO 5 FhER el Sy sR nd sk senl-br § de
(3. 06 gjlméthoryelH-pymzetehnaboxXydic2crlnethplestvat was (Bverted, nsma d.-deideol instead
(18.6 Q) etﬁﬁ%ﬁhnﬁne, to the title compound (7 mg, 6%) which was obtained as a colorless oil.

MS: m/e = 337.4 [M+H] .

zol e- 3-carboxylic acid
i/nst ead of ethanolam ne, to
tained as a colorless oil. M

10 Example 28

Rac-5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-
furan-3-yl)-amide

As described for example 26d, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

15 carboxylic acid methyl ester (492 mg, 1.7 mmol) was converted, using rac-3-
aminotetrahydrofuran instead of 4-aminotetrahydropyran, to the title compound (280 mg, 48%)
which was obtained as a colorless oil. MS: m/e = 349.2 [M+H]'".



solution of NaOH (4.0 g, 100 mml) in water (4.6 nL) was added dropw se
over 10 m n keeping the tenperature between -5 0C and 5 0C. The reaction

m xture WO 20ten7%6i rred at room tenperature for 30 m nPCTHEPROIBICES6H4A N) was
added to acidify the mxture and the re ?ulting precipitate was filtered off
and washed with water to afford the title compound (4.41 g, 79% as a |ight
brown solid. M5. me = 141.0 [ MtH +. b)

3-(5-F uord*lxﬁylfﬂl%l??i 2-yl)-5-methyl -i soxazol e-4-carboxylic acid ethyl ester
To a suspension of N-chlorosuccinimde (4.63 g, 35 mol) in chloroform (21

n) wass- @jﬂﬂt%fl-lsymbﬂiyﬂl@sokﬁ)zola Viinetifoxy ) THRhy ra2k-Beh®osyiONadill ((B-13aedonr-1-

Z) - 5- flhuglﬁ )p tli1 1?@6 carbal dehyde oxinme (4.86 g, 35 mmwol) in chloroform (
110 nL)™ ?ﬂ{ée ety DAmIds ot enperature. After stirring for 30 nin at
this tenperature a solution of hyl (E)-3-(Il-pyrrolidino)-2-butenoate
(6.36 g, 35 mmol) in chlorofor 4.4 nL) was added. The resulting
suspension was warned to 50 0OC a a solution of triethylamne (4.83 nL, 35
nmol) in chloroform (4.4 m) add dropwi se over a period of 30 mn.
Stirring was continued for Hp5 h Qt«0 0C and then cool ed to anbi ent
tenperature. The solution was thad d\l uted with ijce-water (200 nL) and the
aqueous |ayers were extracted with di/ctil\orometharje (50 nl) and dried over
sodi um sul fate and evaporation to §lNe oil. Purification by
chromat ography (Si O, heptane:ethyl adkt at@l to 20: 80) afforded the
title conpound (5.83 g, 67% as yellow oil. ; = 251.1 [M+H +. c¢)

[ 3- (5- Fluoro-pyridin-2-yl)-5-nethyl -i soxazol /4-yl]-nmethanol To a solution
of 3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol e-4-carboxylic acid ethyl
ester (2.5 g, 10 mol) in dry THF (34 nL)! cooled to O 0OC, was added

l'i thi um al um num hydride (209 ng, 2.3 Mol ) portionw se. After allowing to

d
o ot PG SRHBRHE, S1el -SSR R o Bt
(15% Cagbopihic agid mesd resteo(180rmg,. %@nmé)swa& ¢q1ngels‘@ﬂa peing |20a1nmasl apeediof or
4 h at ;aabjest - LRARS!, 36 W hpduh8 (88 nf Do ks oftafich ik rarvﬂhf% SOE.

t hen concent rated _an
MS: m/e = 353.3 [M+H]".

Example 30

10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((R)-2-hydroxy-
1-methyl-ethyl)-amide

As described for example 27, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.34 mmol) was converted, using D-alaninol instead of

15 L-alaninol, to the title compound (103 mg, 90%) which was obtained as a colorless oil
MS: m/e = 337.3 [M+H] .



purification by chromatography (SiO, heptane:ethyl acetate = 50:50 to
0:100) afforded the title conpound (1.47 g, 719 as a light yellow solid.
M5: m e =woQ9iol2fdEH] +. d) PCT/EP2010/055694
5-[3-(5-Fluoro-pyridin-2-yl)-5-nethyl - bsoxazol - 4-yl net hoxy] - 2H pyrazol e- 3-¢
arboxylic acid nethyl ester As described for exanple Ia,

[ 3-(5-fluoro-pyridin-2-yl)-5-nmethyl-isoxazol -4-yl]-nethanol (350 ng, 2.46
mol ), i nstt&ampde 31 5- et hyl - 3- phenyl -i soxazol - 4-yl ) - met hanol , was converted
to the title conpound (370 nmg, 45% which was obtained as a white solid.

M5: M &5-3-Bad 3L ietlyl-isox8dol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-
5-[3-(5}E1g0§5a yridin-2-y|)-%-neth§?-isgiazol-4-ylne?hoxy]-ékkpyrazole-3-c
ar boxy!§"&Y &8 M {2,2,2-trif|uoro-ethyl)-anide As described for exanple Ib,
5-[3-(5-fluoro-pyridin-2-yl)-5-nmethyl-i soxazol - 4-yl met hoxy] - 2Hpyr azol e-
3-carboxylic acid nmethyl estelf (100 ng, 0.3 mmol ), instead of

5- (5- net hyl - 3- phenyl i soxazd=14=yI| nefhoxy) - 2H pyr azol e- 3-carboxylic acid
met hyl ester, was converted, gsing 2,2-trifluoroethylam ne instead of

nor pholine, to the title conmpoundd(2 , 219%, ich was obtained as a
white solid. M5: nfe = 400.0 [ MtH| +.
Rac-5-[3-(5-FIuoro-pyridin-2-y|)-5fWhI -b
-3-carboxylic acid (tetrahydro-furan-@lyl)-am
17e,
5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isox - 4-yl met hoxy] - 2Hpyr azol e-
3-carboxylic acid nethyl ester (100 ng, nmol ) was converted, using

rac- 3-am not et rahydrofuran instead of 2,2,2-trifluoroethylamne, to the
523;[3'% Fﬁ&%ﬁ&%(egig?ﬂg%i%ég@ 2%’8,' CSh(3V\ﬁﬁylgﬁh%'t1ﬂ@-qso§§zcﬁ-4%&&6@110%9}-Qﬁ'—p}kﬁoler:@-e =
5- [ 3- ( Farhoxslio- poidi dngthyl yasier 5 (hed hyg. | 834azBmol- Watet seavsited HUSIRE a 203-2~ 3- ¢
ar boxy|ttiﬂu@{%bﬂ'1ylamine instead of 4-aminotetrahydropyran, to the title compound (120 mg, 98%)

which was obtained as a colorless oil. MS: m/e = 361.2 [M+H]'".

-yl met hoxy] - 2H pyrazol e
‘—ﬁf descri bed for exanple

Example 32

10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide

As described for example 26d, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-

carboxylic acid methyl ester (100 mg, 0.34 mmol) was converted, using isopropylamine instead

of 4-aminotetrahydropyran, to the title compound (97 mg, 89%) which was obtained as a
15 colorless oil. MS: m/e = 321.3 [M+H]".



tert-butylam de As described for exanple 17e,
5-13-(5-fluoro-pyridin-2-yl)-5-nethyl-isoxazol -4-yl net hoxy] - 2Hpyr azol e-
3- car boxywpeosxizav7set hyl ester (100 ng, 0.3 mmol) was ce@QTEPL@EO/053634 ng
tert-butylam ne instead of 2,2,2-triflygroethylamne, to the title conpound
(25 nmg, 22% which was obtained as a white solid. Ms: me = 374.1 [ MtH] +.
Exanpl e 20
5- [ 3- ( 5- FI ¥@aBu¢ 33 di n- 2- yl ) - 5- met hyl - i soxazol - 4- yl net hoxy] - 2H pyr azol e- 3-¢
arboxylic acid (2-hydroxy-ethyl)-am de As described for exanple 6,
5- [ 3- ( 5-{3-Batyd-spmeitdi-isoza 201 4= Anioeh d3y)-2IH5 pyaaazle= 3 c IR IO X YA cid HPy2- By dlogy-
3-carboxyl.ic acid nmethyl ester (70 ng, 0.21 mmol), instead of

ekt Y-

5- (5- fenyl i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3- carboxyli ¢ acid
nmet hyl ester, was converte o the title conpound (37 ng, 49% which was
obtai ned as a white solid.q“g%_%ée = 362.1 [ MtH] +. Exanpl e 21

5-[ 3- (5- Fl uor o- pyri di n- 2-yl ) - 5=t hy)Qi soxazol - 4- yl net hoxy] - 2H pyr azol e- 3-¢

arboxylic acid isopropylam de As N
5-[ 3-(5-fl uoro-pyridin-2-yl)-5-nethyl
3-carboxylic acid nethyl ester (10
i sopropyl am ne instead of 2,2,2-tri
(3 1 ng, 29% which was obtained as a ite solld“jNB: me = 360.2 [ MtH] +.
Exanpl e 22
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl -isgxazol - 4-yl met hoxy] - 2H pyrazol e- 3-¢c
arboxylic acid N, N -dinethyl -hydrazi de ‘As descri bed for exanple 17e,
5-[3-(5-fluoro-pyridin-2-yl)-5-methyl -i soxazol - 4-yl net hoxy] - 2Hpyr azol e-
3-cas boxy! dgciabddd foRt bympest 7, (SLB0buipl-5-thethyMiRixhzoMalSyIBRENORE J-EH - pydoRg3-
N,N—dinethélp drgzi elinstaﬁ% of 3§ﬁ§£5rifluorq$HP | am ne, fo.the ti&IF
COI'TpOUFF&rttO gl%ﬁ:l 616;‘5 yl ester mg, 0. ol) was converted, usig ethanolamine mstead o
L-alaninol, to the title compound (110 mg, 91%) which was obtained as a colorless oil.

MS: m/e = 323.2 [M+H]".

ri bed for exanple 17e,

L soxazol - 4-|yl met hoxy] - 2Hpyr azol e-
0.3 mmol )\ was converted, using

ne to the title conmpound

Example 34

10 (-)«(S or R)-3-((3-Butyl-5-methylisoxazol-4-yl)methoxy)-N-(tetrahydrofuran-3-yl)-1H-

pyrazole-5-carboxamide

/N\ H
N
THK O
N~
N O
H

The stercoisomers of rac-5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid (tetrahydro-furan-3-yl)-amide (example 28, 150 mg) in ethanol:heptane (1:1, 4 mL) were
15 separated using a 5 x 50 cm Chiralpak AD column at room temperature using an
isopropanol:heptane (2:8) mobile phase with UV detection at 220 nM. The least polar

component (-ve sign of rotation) was obtained as a colorless oil (60 mg).



whi ch was obtained as a white solid. M5 nme = 361.2 [ MtH] +. Exanpl e 23
5-[3-(5-Fluoro-pyridin-2-yl)-5-nethyl-isoxazol -4-yl net hoxy] - 2H pyrazol e- 3-¢c
ar boxyl i cwaeod/n7phol i n-4-yl am de As descri bed for exarpEPLIO/055694
5-[3-(5-fluoro-pyridin-2-yl)-5-methyl - ggoxazol-4-ylnethoxy]-ZprrazoIe-
3-carboxylic acid nmethyl ester (50 ng, 15 mmol ) was converted, using

4-am nonor pholine instead of 2,2,2-trifluoroethylamne, to the title
conpound (Fxample 339y which was obtained as a colorless oil. M5: me =

403. 3 [ MrH] +. Exanpl e 24

5- [ 3- (§+HH(Ror @rpys)- Ql((B-Equ-)S' BretiBliboazb B Py daRithskyy NRletrakydrotirty3-3p0 g 3- C

arboxyllc %ﬁ g ﬁro i 1-yl am de a)

5- [ 3- ( PVEFHBE "‘% PYRIIC 5 yl ) -5- et hyl - i soxazol - 4- yl met hoxy] - 2H pyr azol e- 3-¢
arboxylic acid As described for exanple 10a,
5-[3-(5-fluoro-pyridin-2-yl)-5-methyl -i soxazol - 4-yl met hoxy] - 2Hpyr azol e-
3-carboxylic acid nethyl estﬁr ng, 0.15 nmol), instead of

5-[3-(4-fl uoro-phenyl) -

5- met hyl -i soxazol -4-yl neth
was converted, to the title
white solid. Ms: me = 317. )

5-[ 3- (5- Fl uor o- pyr|d|n 2-yl)-5- nethy”¢+ﬁoxa - 4-yl nmet hoxy] - 2H pyrazol e- 3-¢
arboxylic acid pyrrolidin- 1-ylam de AsHdescri bed for exanple 10Db,

5-[3-(5-fl uoro- pyridin 2-yl)-5-nethyl -i soxazol - 4-yl met hoxy] - 2Hpyr azol e-
3-carboxylic acid (38 12 mmol ), instea

5-[ 32 (ﬁﬁ %rrealsmwf)ras- n&rww%&@&%ﬂw&%ﬂlﬁeﬁflﬁﬁﬁwy)z?-ﬁrim@&ﬂ -g=cabeaylifoxy |
[ E aci dagldl\@&r&@'ﬂw@ﬁjrzﬁd3 -yl)oarhide (Exdnhpe CONPSMRLE) (111%‘[11?@01 @?&e\milgh MBP were

obt ai ned _as

5- 3- (§eﬁrﬁt830“i}9$ i %nﬁ - 9‘? )Cfflsgiég%ﬁk X{ﬂ ﬁ&%ﬁ Eﬁ%y‘iﬁﬁ%‘ia&“r% BPHRY 1 i
aci d nuosqphopannkheptarea@d: e rabils- Phasor withy UiVlidetecerc aat b22 (de.ddhoxieast polar

component (+ve sign of rotation) was obtained as a colorless oil (53 mg).

H
razol e- 3Hc ylic acid nmethyl ester,
N ich was obtained as a

10 Example 36

[5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-yl]-morpholin-4-yl-methanone

N*H o)
O

As described for example 26d, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.34 mmol) was converted, using morpholine instead of 4-

15 aminotetrahydropyran, to the title compound (61 mg, 51%) which was obtained as a colorless
oil. MS: m/e = 349.2 [M+H]".



To a solution of 5-fluoro-2-fornylpyridine (5.0 g, 4 1 mmol) and

hydr oxyl am ne hydrochloride (3.06 g, 44 mmol) in ethanol (3.2 nL) and water
(9.6 nm) we=xonddeaysi ce (18.6 g). Then a solution of NaORCTAP019/053500 Mol )
in water (4.6 nL) was added dropwi se oyer 10 min keeping the tenperature
between -5 0C and 5 0OC. The reaction mxture was then stirred at room
tenperature for 30 mn. Then HO (4 N) was added to acidify the m xture and
the resul t iE¥gmHedT pitate was filtered off and washed with water to afford
the title conmpound (4.41 g, 79% as a light brown solid. M5 mle = 141.0

[ MtH] + Ri&5-33(BErtﬁleﬁfe@hgﬂmdxdlzm-cﬁyuhéthbﬁ}q Alc3chmorylic achédet hyl2-
ester ‘IS;Pas tutllltl) 4015505u ci ni m de 7.34 g, 130 mmol ) |nDIVF(128
m) wadiIEgRdterahyy; OQyﬂ?Pl N H8™% ar bal dehyde oxine (18.2 g, 130 mmol)
portionwi se over 2 h at roomtenperature and as the reaction warned up to
60 OC the m xture was cooeld bagk to rogmtenperature with an ice-water
bath and the resulting m xtur S théh-gtirred for 64 h at room
tenperature. To this solutio h afldedHet hyl 3- (N N

di net hyl am no) acryl ate (18,62 rethyl amne (36.2 ni, 260
mol) in chloroform (64 nLN a he resul tilng mi xture was then stirred for
1 h at roomtenperature an@pgured onto a @ xt ice water and HCO (4
N, 1 L) and extracted with ethyl acetate. The or {C extract was then
washed with water, saturated aqueous sodi um hydrogen carbonate sol ution,
brine, dried with sodiumsulfate, filtered and evaporated. Purification by
chr ofratAyg rda:pd:‘rjbeds ifoi caampleptade et hntpeBtatieylHsokamilél-ylmethoky)-aHfmraed:-3-he

titl 9 7 bt d - m
L Dy RSl e Py /e ombc.*ﬁa%“a% D1 FIBE0, B8 foof it B8 g3 7T
sol ut i cshmé et(aélyﬂtqu@ wyﬁeﬁ@hqﬁ alympteit@bx@.@mren,4t0cﬁ1€b@9@ Icomp@mdd(lé@hlylg,
ester (dkob \thcﬁ}w%§omleal ab Qca_l'dﬁes(s%?tl M9: s Addedyipayti onwi se |ithium

al um num hydrlde (89 ng, 2.33 mmol) at 0 OC and the reaction m xture was
stirred at@ggomtggperature for 1 h. The m xture was then cooled to 0 0OC
d

and wat er ded foll owed by sodi um hydroxi de (15% sol uti on,

10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-
hydrazide

\

N_
/
NH
O
HN
—N

As described for example 26d, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.34 mmol) was converted, using N,N-dimethylhydrazine

15 instead of 4-aminotetrahydropyran, to the title compound (65 mg, 59%) which was obtained as a
colorless oil. MS: m/e = 322.3 [M+H]".



88 mL) and then again water (264 nL) and the m xture then stirred
overni ght at roomtenperature. The precipitate was then filtered off and
washed wiwb 2048A279F8e conbi ned washi ngs and filtrate wer @CTEPR0160504 at ed.
Purification by chronatography (silicag,heptane: ethyl acetate = 100:0 to
1:1) afforded the title conpound (249 ng, 30% which was obtained as a
light yellow solid. Ms: nfe = 195.1 [ MtH] +. d)

5- [ 3- ( 5- FI ¥ague 39 di n- 2-yl ) -i soxazol - 4- yl net hoxy] - 2H pyr azol e- 3- car boxyl i ¢
acid nethyl ester As described for exanple Ia,

[ 3- (5- f4-(EoBatyLS indilyi-Lsoxh Aol i4SANRTIN xy$-2¥-py FRblaaB @Arboky ke Jacid. 2mEwpholin-4-

i nstead,of . { 5- net hyl - 3- phenyl -i soxazol - 4-yl ) -net hanol, was converted to the
title @@Wﬂ nd (444 nmg, 27% which was obtained as a white solid. Ms: me =
319.1 [ MtH] +. e)

5-[3-(5-Fl uoro-pyridin-2-yl)-isoxazol - 4-yl met ho
acid norpholin -4-ylam de scritped for
5-13-(5-fluoro-pyridin-2-yl)-i
3-carboxylic acid nmethyl es

] - 2H pyrazol e- 3-car boxylic

/;@Fprrazole-

-1 nstead of

razol e- 3-carboxylic acid

i ne instead of norpholine,
ined as a white solid. Ms:

met hyl ester, was converted, using 4-gtiMonor pho
to the title conpound (32 ngy, 38% which was obt
me = 389.1 [ MtH] +. Exanpl e 26

5- (3-Butyl - 5-net hyl -i soxazol - 4-yl met hoxy) - 2H pyr azol e- 3- car boxyl i ¢ acid
(tetrahydropyran- 4-yl)-am de a) 3-Butyl-5-nethyl-isoxazol e-4-carboxylic
aci ds et Ayl de8sdRd Tor %xﬁM?Ee N4 05 -GL by ICALLREIRS Kb 1 fencthbRy L 28 -pykazb 1d1BDI )
in chlor forpngSO mﬁ& a rﬁgglteng raturﬁ was added%g%{ldlne. 6?95 g. 12.0
mol ) tREWXEIG 3P PERYbFSteh0AnEE. Bt nameDowes gonvsitedmiiying teniperaeehgiing
(250 nlipstymisofadakathochtapydrepyran.ad tROtitE compduad (&Raigl DT omnvkichrveaswibsaindd asred

?E)?g_%%%%g%%gggwﬁgﬁﬂyg98¥g?wﬁ@ﬂ{oon1tenperature and a sol ution of ethyl

Example 40

10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid pyrrolidin-1-
ylamide

a) 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid

As described for example 10a, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
15 carboxylic acid methyl ester (163 mg, 0.56 mmol), instead of 5-[3-(4-fluoro-phenyl)-5-methyl-

isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid methyl ester, was converted, to the title

compound (140 mg, 90%) which was obtained as a white solid. MS: m/e = 278.0 [M-H]".

b)  5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid pyrrolidin-1-
ylamide

20 As described for example 10b, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid (140 mg, 0.5 mmol), instead of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-



2-butenoate (22.1 g, 121 nmml) in chloroform (120 nL) added dropw se. The
reaction mxture was warned to 50 OC and a solution of triethylamne (12.2
g, 121 nmwb)oionm2edvsor of orm (120 nl) added dropw se. Aft @CTEP201005%94 eact i on
m xture was cool ed and extracted with water then citric acid (10% w w
aqueous solution). The conbi ned aqueous phases were extracted with

di chl oronet hane, and then the conbi ned organi ¢ phases were dried, filtered

and cont@atheayletH-ppazp for Taarbow lisyacih W@@wsw the fifle gampoiet (§Aanm: RV,
acet at eylricH Q@5 ObthPe@ad ) wakth Qs ke d 16 ha/ct s4%3 pampgund (10.9 g, 43% as a pale
yellow liquid. M5 me = 232.2 [ MtH +. D)

(3-Butyl - Sﬁgg I- soxazol -4-yl)-nethanol To a stirred solution of

3-butyl - Hﬁ% oxazol e-4-carboxylic acid ethyl ester (9.8 g, 46.3 mmol)
in THF (100 mL) under argon and at 0 OC was added |ithium al um num hydri de
(2.03 &- ($Butyl-rﬁnmlel)hyil-lisokimﬂ-4pyjnte'thnw)-ZH-pyelralee#B-czhémlxplact i awid m piperidinads
quengh (gpmﬁse wWth Seignhette's salt solution. The reaction m xture was
fllter an the filtrate extracted with ethyl acetate. The conbi ned
organi c extracts were washed with Seignette's salt solution then dried,
filtered and concentrated. Pugification by chro tggraphy (silica,

hept ane: et hyl acetate = 10¢:0 fijo 4:8) afforded theQitle conmpound (7.5 g,
9599 as a yellow liquid. . m\e = J170. 3 [ W )

5- (3-Butyl - 5- nethyl-lsoxazol y
met hyl ester As described for exéﬁpIeNIa/ (
i soxazol -4-yl)-methanol (2.4 g, 14.2 pmﬁi) i nft ead of

(5- net hyl - 3- phenyl-lsoxazol 4-yl) - met hanol , s converted to the title
conpound (1.6 g, 43% which was obtained as a white solid. Ms: mle = 294.2
[ MtH| +. d)

5- ( 3- BuAy/| deScrihsthfor jcsamnleo26d.- \A-(ebutpxSnettil-isprazadideyiBctwnbRbHiyrazadd- 3
(tet ra%ﬂ{o&gb{é ABid ﬂleﬁg e@t’g} §18A‘§n Qﬁﬁ%xy)&%fv%s %9@&({3 dslﬁlg 1- armn piperidine

5-(3-b oxazol - 4- grazole- - carboxylic acid
met hyl 1@s§§aéirof(4:t@1@mﬁ§etra@yc§gp%| t}) thq Hd¢ edippeymd (228 mg, 85%) which was obtamed as

5- (Do ef dydric3s phevigt miseRazol[MA-H]yl met hoxy) - 2H pyrazol e- 3- carboxylic acid
nmet hyl ester, was converted, using

oIe 3-carboxylic acid
| - 5- met hyl -

Example 42

2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-

% WN\/\OH

15 a) (E)-2-Hydrazino-but-2-enedioic acid dimethyl ester

hydroxy-ethyl)-amide

To a solution of dimethylacetylene dicarboxylate (1.4 g, 9.9 mmol) in diethylether (40 mL)
under argon was added a solution of hydrazine in THF (1 M, 10 mL) and the resulting mixture
stirred at room temperature overnight. The precipitate was filtered off and dried to afford the title
compound (597 mg, 35%) as a white solid. MS: m/e = 175.2 [M+H]".

20 b) 5-Hydroxy-2H-pyrazole-3-carboxylic acid methyl ester

To a solution of (E)-2-hydrazino-but-2-enedioic acid dimethyl ester (500 mg, 2.87 mmol) in
xylene (10 mL) was added para-toluenesulfonic acid (45 mg, 0.24 mmol) and the resulting



4- am not et r ahydropyran i nstead of norpholine, to the title conpound (23 ny,
1999 which was obtained as a white solid. M5 me = 363.0 [ MtH] +. Exanpl e 27
5- ( 3- But yWoR2emet2hrk- i soxazol - 4- yl net hoxy) - 2H pyr azol e- 3Pcampexiplosssoaci d
((S)-2-hydroxyl - methyl-ethyl)-am de Ag,described for exanple 6,

5- (3- butyl - 5-net hyI -i soxazol - 4-yl nmet hoxy) - 2H pyrazol e-3- carboxylic acid
nmet hyl ester (100 0.34 mol ), instead of

5- ( 5- mERkHre é]%qﬁérﬁweﬂ%ﬁazﬂh Mewq@eh%imoozwtﬁw%t%r@@ BEAWEXYRS 8tied d
met hyl Rgtfght aﬁ@%&@ﬁlﬂﬁﬁg eslid Wsd figerbd afrand asbd tmﬁt&atﬂh@ﬁtlee@damhamge%t 0

Lhe L1 ORI i e RIS R OBEAS 185 0P) o 557

Rac 5 (3- Butyl 5 nmet hyl -i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3-carboxylic acid
(t et r ahy drid¥dipmyr2-1Betiry} 2 Hupychec 18s3 - debatnilibedidf roethekatmpl e 26d,
5- (3- butyl - 5- et hyl -i soxazol - 4-yl met hoxy) - 2H pyrazol e- 3- carboxylic acid

met hyl gt e aﬁi%?%f@hy%ﬁso%%g?g%ra%@g %@%2&5@%0@?&%&?1 L&Er gZ f‘? 16, mlmol) n

ami not et ra% uran rah y opyra

conpou Thg), at 780 taMPRRtUR &2 BEdad g cabestGf 5|%7sg, K mmorbsan gthyl

24(9328[16/&16&4%2 agl)'rﬂ 2% rnmol) and the resulting mixture stlrred for 2.5h. Thebrmxtlllre was then
Xa X arboxylic. aci

o et A b SR RS B e LB 23003 hBE o St

5- ( 3- butlyl -abetatet kigh ni/soXazal[MH] met hoxy) - 2H pyr azol e-3- car boxyl ic acid

nmet hyl ester (100 ng, 0.34 rrrml ) was converted, usi ng

2- am
109" - : _ ROHES (o
30 5- (SI_NEBYAQ% met hyI _i soxazol - 4- yl rret hoxy) 2H— pyr razol e- 3- car boxyl ic acid
((R) - 2- hydr oxyl -
To a stirred solution of 5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester (200 mg,
1.28 mmol) and (5-methyl-3-phenyl-4-isoxazolyl)methanol (260 mg, 1.37 mmol) in THF
(10 mL) at 5 °C under argon was added triphenylphosphine (437 mg, 1.67 mmol), then diethyl

15 azodicarboxylate (290 mg, 1.67 mmol) was added dropwise. The reaction mixture was warmed

to room temperature for 3 h. The reaction mixture was then evaporated and purification by
chromatography (silica, heptane:ethyl acetate = 1:1 to 6.5:3.5) afforded the title compound
(128 mg, 31%) as a colorless oil. MS: m/e = 328.3 [M+H] .

e) 2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxv)-2H-pyrazole-3-carboxvylic _acid (2-
20 hydroxy-ethyl)-amide

As described for example 6, 2-methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (30 mg, 0.09 mmol), instead of 5-(5-methyl-3-phenyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title
compound (15 mg, 46%) which was obtained as a colorless oil. MS: m/e = 357.2 [M+H] .

25 Example 43

Rac-2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic  acid
(tetrahydro-furan-3-yl)-amide



met hyl -et hyl )-am de As described for exanple 27,

5-(3-butyl -5-nmet hyl -i soxazol - 4-yl net hoxy) - 2H pyrazol e- 3- carboxylic acid
met hyl eswero(012®78y, 0.34 mml) was converted, using Dpafrareeolosicnst ead of
L-alaninol, to the title conpound (103¢gy, 90% which was obtained as a
colorless oil. Ms: me = 337.3 [ MtH] +. éxarrpl e 31

5-(3-Butyl -5-net hyl -i soxazol - 4-yl nmet hoxy) - 2H pyrazol e- 3-car boxylic acid

(2, 2, 2-A¥ i dasgrabadety| §xamgly déb.A-methy i edndtleyl-3eRbanyl-tsopsg]-4-ylmethoxy)-2H-

5- ( 3- bylyydzoR= PRbMYkylicc i@ 2Rty -¥cFei sy D-08HnRY A ZRtad 3f Zscgt@@myi-x@h@{gud

met hyl .ester (100 , 4 I s converted, usjing 2,2, .
Tri 1T udteraiyt- A B o ar e e A= oo o b A ot Srfreed uping rac-3-
g g npou [Hﬂniﬁd.tﬁﬁah?}@ro fAB%) invbad bf waspladiing) tvethcastlcacampaamtd 88 rog,| 80%WBwhivhewas

1. 1+ . _ +
5-( 3§Bu‘%%w?-ar%e%f%weﬁ%gﬁa%l r-n/zﬁ y?%?ﬁ%“?%]-'m pyrazol e- 3-carboxylic acid
i sopropyl am de As described for exanple 26d,
5- (3- but y| Examplei$4 - i soxazol - 4- yl met hoxy) - 2H pyr azol e- 3- carboxylic acid
nmet hyl ester (100 ng, 0.34 mml) was converted, using isopropylam ne
I nst ead-MetHylB 3 Rieflty1 B YdoR#z01140y irfeeh dxyh-R €1- el cdrPox 89%acithi ch
was obt ai neléy%gga colgrgglgi@gi . M5 oym e = xg,§21 3ﬁfil\;‘fil—|] +. Exanpl e 33
5- ( 3- BUf§fra-BYdRa-Ryan & ¥D-de 4 y| net hoxy) - 2H pyr azol e- 3- car boxyl i ¢ aci d
(2-hydroxyethyl)- am de As described for exanple 27,
5- (3-butyl -5-net hyl -i soxazo | met hoxy) - 2H pyr azol e- 3- carboxylic acid
nmet hyl ester ( 110 ngy, 0. 38 ) was converted, using ethanol am ne instead
of L-alaninol, to the titlegfpound ( 110 ny, 91% which was obtai ned as a
colorless oil. Ms: me = 323./2 [ MtH] +. Exanpl e 34

10 As described for example 43, 2-methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (30 mg, 0.09 mmol) was converted using
4-aminotetrahydropyran instead of rac-3-aminotetrahydrofuran, to the title compound (34 mg,
94%) which was obtained as a colorless oil. MS: m/e = 397.1 [M+H]'".

Example 45

15 2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid

O,
w,
O
RN
H,N ;\'/

As described for example 42e, 2-methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-

amide

pyrazole-3-carboxylic acid methyl ester (170 mg, 0.52 mmol) was converted, using ammonia in
20 methanol instead of ethanolamine, to the title compound (32 mg, 20%) which was obtained as a
white solid. MS: m/e = 313.1 [M+H] .



(-)-(Sor

R) - 3- ((3-Butyl -5-net hyl i soxazol - 4-yl ) met hoxy) - N- (t et rahydr of uran-3-yl ) -1 Hpy

razol e- Swoantvoezdnsde The stereoi soners of rac-5 (3 PCT/EP2010/055694

- but yl - 5- met hyl -i soxazol - 4-yl met hoxy) - gg# pyrazol e- 3-carboxylic acid

(tetrahydro-furan-3-yl)-am de (exanple 28, 150 ng) in ethanol: heptane (1:1,

4 m) were separated using a 5 x 50 cm Chiral pak AD colum at room

t enper at ur &x8MY4@n i sopropanol : heptane (2:8) nobile phase with UV

detection at 220 nM The | east pol ar conponent (-ve sign of rotation) was

obt al neﬂM?éihy?l 5:(5 fiet1Bg-3-Phényl- mxm)msﬂﬁm(ﬁ; ?5}1( razile®-carboxylic aCId iso-
((3- Bu@%ﬂ nmet hyl i soxazol - 4-yl ) met hoxy tetrahydrofuran -yl) -1 Hpy

razolelngpx 0%ani de The stereoi somers of rac-5 -

- but yl - 5-met hyl -i soxazol - 4-yl met hoxy) - 2H pyr azol e- 3 carboxylic acid

(tetrahydro-furan-3-yl)-am xanpl e 28, 150 ng) in ethanol: heptane (1:1,

4 nm) were separated using 50 cm Chiral pak AD colum at room

tenperature using an isopro - heptane (2:8) nobile phase with W

detection at 220 nM The | eas{ polar c Aent (+ve sign of rotation) was

obt ained as a colorless oil |l e

[ 5- (3-Butyl -5- nethyl-lsoxazﬂl-f yIn@ zol - 3-yl ] -norpholin-4-yl -

met hanone As described for & | e 26d,

5- (3- butyl -5-net hyl -i soxazol - 4- Inethoxy)-ZFKbyrazole-B- carboxylic acid

nethyl ester (100 ng, 0.34 mmol) was converted, using norpholine instead of

o OB AL S0 gl 1S b5 S ISR TR LR
Rac- 5- (mfraauleyiﬁ-%rbneyltwlacndsomatm -astey| (Bthongs) 0246 pymaklolveas3-coavdstedy | istngaci d
(2, 2- qkdﬁ@)@ﬂémﬁ@tﬁl@@y&”& &M&ﬁ)‘l‘anﬁné’ o & %e% G (3¢ %0@5%% cft x%@sd

5-(3- but -|soxazol- -y h 2H pyrazol e-3- carboxylic ac
met hyl ®&iegd %ﬁ”sgl e 5 ﬁéé EH' erted using rac-2, 2-
Example 47
10 2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid

N',N'-dimethyl-hydrazide

O,
()
O
RNy
NH ;\l/

—N

As described for example 43, 2-methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (120 mg, 0.37 mmol) was converted using

15  N,N-dimethylhydrazine instead of rac-3-aminotetrahydrofuran, to the title compound (130 mg,
100%) which was obtained as a colorless oil. MS: m/e = 356.2 [M+H]'".



di et hyl t et rahydr opyran i nstead of 4-am notetrahydropyran, to the title
conpound (130 ny, 98% which was obtained as a colorless oil. M5 me =
391. 3 [ MaMDR010E2297p] € 38 PCT/EP2010/055694
S5-(3-Butyl -5-methyl -i soxazol - 4-yl met hogy) - 2H pyrazol e- 3-carboxylic acid

N , N -di met hyl hydrazi de As descri bed for exanple 26d,

5-(3-butyl -5-net hyl -i soxazol - 4-yl net hoxy) - 2H pyrazol e- 3- carboxylic acid
met hyl est &xampded4$y, 0.34 nmmol ) was converted, using N, N-di met hyl hydrazi ne
i nstead of 4-am notetrahydropyran, to the title conpound (65 ng, 59% which

was 0bt53[ﬁ@ﬁFﬁ%r@-pﬁ@ﬁﬂ)—Bﬂﬁ&h?i—isoxM1-4151161et"-h(ﬁ?]lilﬁnétw??mﬂ—@famlb-g-&Qboxylic
5-(3-Bu%%{§5-, §H¥I-i§§éazo - 4-yl met hoxy) - 2H pyr azol e- 3-carboxylic acid

nor phol 39 JN;%‘ thyl-hydegade i hog for exanple 26d,

5- (3- butyl - 5-net hyl -i soxazol - 4-yl met hoxy) - 2H pyr azol e- 3- carboxylic acid
met hyl ester (100 ng, 0.34 mml) was convery ;Nusing 4- am nonor phol i ne

i nstead of 4-am notetrahydropyran, to the ti\tl ¢ conpound (33 ngy, 27% which
was obtai ned as a col orl ess . MS: mley= 364\ [ MtH] +. Exanpl e 40
5-(3-Buty|-5-nethy|-isoxasz-4N¥fne azQl e- 3- carboxylic acid
pyrrolidin-1- ylani de a) 7\ @
5-(3-Butyl -5-net hyl -i soxazol -4-yfl ne NeNy)-ZFpr gl e- 3-carboxylic acid As
descri bed for exanple 10a, O |

5- (3- butyl - 5- met hyl - i soxazol - 4- yl met'hoxy) - 2H pyr azoFe-3- carboxylic acid
met hyl ester (163 ng, 0.56 mml ), instead of

5-[ 35 (4nT | Lor0uDRNGEN Jeny ITBLAYLY ERYBZBL2-yImethoxy]-2H-pyrazole-3-carboxylic __acid
4-yl met hoxyJ - 2ZH pyrazol e-3-carboxyl 1 c acird nethyl ester, was converted, to
the tithehpgsesund (140 my, 90% which was obtained as a white solid. MS:
me = 278.0 [MH . b)

5- ( 3- Bulydesbribet fay bxdrslx a20) [344yHuded-proy) = 2 hethyi-asoahRy] 3= gmebinb Exagipt:
pyrrol IS%I, 8- llg-, l\élnafnnlloe,e instead of (5-methyl-3-phenyl-4-isoxazolyl)methanol, was converted to the

title compound (2.3 g, 53%) which was obtained as a white solid. MS: m/e = 332.2 [M+H]".

10  b) 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic

acid methyl ester

To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-
carboxylic acid methyl ester (1.37 g, 4.1 mmol) in DMF (10 mL) at room temperature was added
cesium carbonate (1.35 g, 4.1 mmol) and methyliodide (587 mg, 0.26 mL, 4.1 mmol) and the

15  resulting mixture stirred for 30 min. The resulting mixture was then evaporated and extracted
with ethyl acetate and water. The organic extract was then washed with water, brine, dried over
sodium sulfate and evaporated. Purification by chromatography (silica, heptane:ethyl acetate =
4:1 to 2:3) afforded the title compound (730 mg, 51%) which was obtained as a colorless oil.
MS: m/e = 346.1 [M+H]".

20 ¢) 5-[3-(4-Fluoro-phenyD)-5-methyl-isoxazol-4-ylmethoxv]-2-methyl-2H-pyrazole-3-carboxylic
acid N'.N'-dimethyl-hydrazide

As described for example 1b, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid methyl ester (110 mg, 0.32 mmol), instead of 5-(5-methyl-3-
phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using

25 N,N-dimethylhydrazine instead of morpholine, to the title compound (114 mg, 96%) which was
obtained as a white foam. MS: m/e = 374.2 [M+H]".



As descri bed for exanple 10Db,

5-(3-butyl -5-nmet hyl -i soxazol - 4-yl net hoxy) - 2H pyrazol e- 3- carboxylic acid
(140 ny, WORorwvmry75 i nst ead of PCT/EP2010/055694
5-[3-(4-fluoro-phenyl)-5-nethyl -i soxazgk-4-yl met hoxy] - 2H pyr azol e- 3- car boxy
lic acid, was converted, to the title conpound (83 ngy, 48%, which was
obtained as a white solid. Ms: nfe = 348.3 [ MtH] +. Exanpl e 41

5- ( 3- But y| Exampled? - i soxazol - 4- yl met hoxy) - 2H pyr azol e- 3- carboxyl i ¢ acid

pi peridin-1- ylam de As described for exanple 26d,

5- ( 3- b J3-¢EFR@Edphen@PRanethy isykamI-A e thbiy Py aely P2 H-pyaazdle3ydarboadicd

met hyl ester (218 0. 74 mmol ) was converted, using 1-am nopiperidine

i nst ead* Yt PP¢ l]ié)gg%l}'%ydropyran, to the title compound (228 ny, 85%

whi ch was obtained as a colorless oil. M5 nme = 362.2 [ MtH] +. Exanpl e 42
2- Met hyl - 5- (5- net hyl - 3- phenyl -i soxazol - 4-yI'me XY) - 2H- pyr azol e- 3- car boxyl i
c acid (2- hydroxy-ethyl)-am de a) (E)-2-Hydr@zi/o-but-2-enedioic acid
dimethyl ester To a sol ution of dinethyl agetyleme dicarboxylate (1.4 g, 9.9
mol ) in diethylether (40 nlL) ug)der was adogeea sol ution of hydrazi ne
in THF ( 1 M 10 nL) and the re Wxture d at room tenperature
overnight. The precipitat s fifte ﬁd'\bff and drie to afford the title
conmpound (597 ngy, 35% as/a |-+t sol rd. Ms: me = IN5.2 [ MtH] +. b)

5- Hydr oxy- 2H pyr azol e- 3- car bokyl Fc acl d methyl ester FTo a sol ution of
(E) - 2- hydr azi no- but - 2-enedi ol c acid dinethyl ester (500 ng, 2.87 muol) in
xylene (10 nL) was added para-tol uenesul fonic acid (45 ng, 0.24 mmol) and

t he 5 esAd tdmgribedt Ube beaipda &8c, r 6f[ByH#-fuoro-ghdny)Af-trethyt-asok azed-4t dmictony]-2-

t enper € m X S . Stir overni n resultin Lid.was
i1 er anetbr e tecti Ot BSR el FRu) Fi 000 A5 h A0 FusblP il iRy i

whi t e slointhopfpegding iistaad af NoN-dinethythydhizoreoteethp title comSound (62 mgl 4276 WhithH) +.
) S My tandBliyloididy bazakemz caihexylirf aci d methyl ester

Example 50

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid morpholin-4-ylamide

O,
Wi
0
RNy
o//\N’N 7\]/
./ H F

As described for example 48c, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using

15 4-aminomorpholine instead of N,N-dimethylhydrazine, to the title compound (104 mg, 87%)
which was obtained as a colorless oil. MS: m/e = 416.2 [M+H]'".



To a solution of S-hydroxy-IH pyrazol e-S-carboxylic acid nethyl ester (2.3
g, 16 mol) in DMF (10 nL) at room tenperature was added cesi um carbonate
(5.27 g, W6 ami2y97and nmet hyl iodide (2.3 g, 1.0 nL, 16 meDIEP2@0M5iche
resulting mxture stirred for 2.5 h. Thg m xture was then filtered off to
afford the title conpound (434 ng, 17% as a white solid after trlturatlon
with ethyl acetate. Ms: mle = 157.2 [ MtH +. d) 2-Methyl -5 -(5-net hyl -

- phenyl - i ¥oRaMde Sk- y| et hoxy) - 2H pyr azol e- 3- car boxyl i c aC|d met hyl ester
To a stirred solution of 5-hydroxy-2H pyrazol e-3-carboxylic acid nethyl

est er (204 Bluote-phenyIRs)mehe-IsoxamI-Bm3thixpEDMthethyl-SHXAFaLb-Br@Rirbaxdic
(260 ,?ﬂ$3 -% ﬂﬂpEHF (go m.) at%g 0C ugger argon was added ol
triphggvytﬂggBﬁHDe (k?? fry, 1.67 mml), then diethyl azodicarboxylate (290
ng, 1.67 mmol) was added dropwi se. The reaction m xture was warmnmed to room
tenperature for 3 h. The reaction m xture Was n evaporated and
purification by chromatography (silica, hepta thyl acetate = 1:1 to
6.5:3.5) afforded the title conpound (12@ 1% as a colorless oil. Ms:

me = 328.3 [MtH] +. e)

2- Met hyl - 5- (5- net hyl - 3- phenyI-| Xa -yl met h¢ H pyr azol e- 3- car boxyl i
c acid (2- hydroxy-ethyl)- Ni bed fo inpl e 6,

2- net hyl - 5- ( 5- net hyl - 3- ph ny Nk@bxaz -4-yl met hoxy) \2Hpyr azol e-

3-carboxylic acid nethyl r 0 , 0.09 mmol), ifist ead of 5- (5-nethyl -3
- phenyl i soxazol - 4-yl met hoxy) - 2H- pyr azol e- 3-car boxylic acid nethyl ester,

was converted to the title conpound (15 ng, 46% which was obtained as_ a
col o} | eéds 3d(d-Ilxproghgnyl)-3gucthylrigpyapal- 4whne¢ho>bv1z2amethvl 2H-pyrazole-3-carboxylic

Rac- 2- Meidy! - 5- (5- net hyl - 3- phenyl -i soxazol - 4- yl met hoxy) - 2H pyr azol e- 3-car bo
xylic acid (tetrahydro-furan- 3 yI) anldeAs descri bed for exanple | b,

3. car bosy R RQTERT b AT BEY R B RE s i T RS LS F S T-2H-pyrazote.

5- ( 5- mex-tarbex3Hip heendy lme$llea:mk -(250 rng, O 72 mmol) in dloxane (3 rnL) was added aqueous
sodium hydroxide (2 M, 2.0 mL, 2.0 mmol). After heating at 90 °C for 1 h the solution was

10 cooled to room temperature and neutralized with aqueous hydrogen chloride (2 N). The resulting

mixture was then extracted with ethyl acetate and water. The organic extract was then washed
with water, brine, dried over sodium sulfate and evaporated to afford the title compound (222
mg, 92%) which was obtained as a white solid. MS: m/e = 330.1 [M-H]".

b) 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic

15 acid pyrrolidin-1-ylamide

To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-
3-carboxylic acid (200 mg, 0.6 mmol) in DMF (5 mL) were added 2-(1H-benzotriazole-1-yl)-
1,1,3,3-tetramethyluronium tetrafluoroborate (291 mg, 0.91 mmol), N,N-diisopropyl ethyl amine
(510 pL, 3.0 mmol) and N-aminopyrrolidine HC1 (111 mg, 0.91 mmol). The resulting reaction
20 mixture was stirred overnight at room temperature. The reaction mixture was then poured into
aqueous sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The
combined organic layers were then washed with water, citric acid solution and saturated sodium
hydrogen carbonate solution and then dried over sodium sulfate, filtered and evaporated.
Concentration and purification by chromatography (silica, dichloromethane) afforded the title
25  compound (139 mg, 58%) as a colorless oil. MS: m/e = 400.2 [M+H]".



4-y| met hoxy) - 2H- pyr azol e- 3-carboxylic acid nethyl ester, was converted,

usi ng rac-3- am notetrahydrofuran instead of norpholine, to the title
conmpound WOory2788% whi ch was obt ai ned as a col orl essPOTIEP2MB05F6D€ =
383.2 [ M+tH] +. Exanpl e 44 ~90-

2- Met hyl - 5- (5- net hyl - 3- phenyl -i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3- car boxyl i
c acid (tetra-hydro-pyran-4-yl)-am de As described for exanple 43,

2- et hyl - 5Example Ay - 3- phenyl - i soxazol - 4- yl et hoxy) - 2Hpyr azol e-
3-carboxylic acid nmethyl ester (30 ng, 0.09 mmol) was converted using
4-am ncs-ﬁi-(@huﬁmg}imﬂ) -511HéthaHisokazoRd=ydmM0X9|- Qilﬁéthfﬁljlﬂfpyraible-BCbatrbﬁfxyflict le
conpound whi ch was obt ai ned as colorless oil. M5 nmle =
397.1 [ﬁ% & 45

2- Met hyl - (5 nethyl 3-pheny|-isoxazo|-4-y|nqShoxy)-ZFprrazole-3-carboxy|i
c acid am de As described for exanple 42€; .

2- et hyl - 5- (5- et hyl - 3- phenyl -i soxazol - 4- yI 0XY) - 2Hpyr azol e-
3-carboxylic acid methyl ester (170 ng, 0. ol ) was converted, using
amoni a i n nmet hanol instead of.etha mne, to e title conpound (32 nm,
209 which was obtained as a Wd VB: % 313. 1 [ M+tH] +. Exanpl e 46
2- Met hyl - 5- (5- et hyl - 3- phenyl - i goxagptN 4- y| met - 2H pyr azol e- 3-car boxyl i
c acid isopropyl am de As de Nbed exanpl e 42e)

2- et hyl - 5- (5- met hyl - 3- phen I-f%oxa!ol 4-yl met hoxy)F 2Hpyr azol e-
3-carboxylic acid methyl ester (150 ng, 0.46 nmol) was converted, using

i sopropyl am ne instead of ethanolamne, to the title conpound (57 ng, 35%

whi ch whs ddserabadedonsexmpit of$ces §-[Bi(H-lunm-phang)=5-8BHyS ifomdl-4-yImethepy B247

(2: g/gf Q%etﬁyl(ﬁ—'l TetD¥le-BeRBERMc-dcRPHRERN ey TBIRX029 Althdly had ebfveiredahdaxy! i
isopropylamine instead of N,N-dimethylhydrazine, to the title compound (95 mg, 88%) which
was obtained as a colorless oil. MS: m/e = 373.1 [M+H]'".

Example 53

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-yl)-amide

As described for example 48c, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using

15 4-aminotetrahydropyran instead of N,N-dimethylhydrazine, to the title compound (40 mg, 41%)
which was obtained as a colorless oil. MS: m/e = 415.3 [M+H]'".



, N -di net hyl - hydrazi de As described for exanple 43,
2- met hyl - 5- (5- et hyl - 3- phenyl -i soxazol - 4- yl net hoxy) - 2Hpyr azol e-
3- car boxywpeosxizaw7set hyl ester (120 ng, 0.37 nmol) was SOMEPLAIEM5I6S4 Ng
N, N-di met hyl hydrazi ne instead of rac-3gam notetrahydrofuran, to the title
conpound (130 ng, 10099 which was obtained as a colorless oil. M5: me =

356. 2 NHH! Ie 48

5-13-(4-Fl ﬁyl)-S-nethyI-isoxazol-4-y|nethoxy]-2-nethy|-ZFprrazoIe-
3-carboxylic aC|d N -di net hyl - hydr azi de a)

5-[3- (4B (mmom@nyﬁ))l)é nﬁahlyyisoxmmqaﬁﬂm?miﬁanytzﬁ%wmmL@rﬁogarcbOXy
lic aC|dugeth ester As described for exanple 42d,

[3-(4-f4 ?P%hmwwﬁ) 5- et hyl -i soxazol - 4-yl ] - et hanol (Exanple 8a, 3.1 g,
15 mmol ), instead of (5-nethy|-3-pheny|-4-i58xazolyl)nethanol was
converted to the title conpound (2.3 g, A MNICh was obtalned as a white
solid. Ms: me = 332.2 [ MtH +. b) /

5-[ 3- (4- Fl uor o- phenyl )-5 nethyl-lsoxaz ! pt hoxy] - 2- met hyl - 2H pyr azol e-
3-carboxylic acid nethyl es To Iutlon o}
5-[3-(4-fl uoro-phenyl)-5- ne -| xé ol -4-yl gk Xy] - 2H pyr azol e- 3-
carboxylic acid nethyl ester . N4.1 mol DVF (10 nL) at room

t enperature was added ce5|un16hrbo te (1.35 g, 4\ mol) and net hyl i odi de
(587 ng, 0.26 nL, 4.1 mol ) and th resulting mixtbre stirred for 30 mn.
The resulting mxture was then evaporated and extracted with ethyl acetate

d yat
over sol &3 NEpPBSIy ‘f‘é"”élbé@ fhentBS>- S 1-@2%%%?3%*’1%@%%%%%’%9 gas. : ca,
hept ane3-earhgayligesidat1O0-mg. QL amolz)m BMB (&8 k- heas a@deél b brgehany

51% wWhikgls MRso gbtrﬁinBBdTﬁé r@suﬁﬁigofeh&%ﬁl AiidturcMoas %@eff&‘% hlat[dw' *’@ ind Qhen

3 car bORAHCY B icR PR P PO SR P Ap1Gaa! 0 o i Ol BB &

temperature. The reaction mixture was then poured into aqueous sodium chloride (saturated) and

10 the mixture was extracted with ethyl acetate. The combined organic layers were then washed
with water and saturated sodium hydrogen carbonate solution and then dried over sodium sulfate,
filtered and evaporated. Concentration and purification by chromatography (silica,
dichloromethane:methanol = 99:1 to 95:5) afforded the title compound (79 mg, 79%) as a white
solid. MS: m/e =331.2 [M+H]".

15 Example 55

5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl)-amide

0,
\ N
(@)
O ./ I,
N/
N
H F

HO

To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-
20 3-carboxylic acid (100 mg, 0.3 mmol) in THF (2.7 mL) was added 1-hydroxybenzotriazole
hydrate (472 mg, 0.3 mmol), N-ethyldiisopropylamine (131.9 uL, 0.76 mmol),
N-(3-dimethylaminopropyl)-N’-ethylcarbodiimidazole hydrochloride (59.1 mg, 0.3 mmol) and
2-amino-2-methyl-1-propanol (27.8 mg, 0.3 mmol) and the resulting mixture stirred overnight at

room temperature. The reaction mixture was then poured into aqueous sodium chloride



As described for exanple Ib,

5-[3-(4-fluoro-phenyl)-5-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl -

2H pyr azove-28rearyssxylic acid methyl ester ( 110 ng, 0. B2Tmpoéip/osicast ead of
5- (5- nmet hyl - 3- phenyl -i soxazol - 4-yl net @%xy) 2H pyrazol e- 3-carboxylic acid
met hyl ester, was converted, usi ng N, N-di met hyl hydr azi ne i nstead of

nor phol i ne, to the title conpoun ﬁé 114 96%9 whi ch was obtai ned as a
white f(éegﬁaiatnganqlnﬂ@ mIXREg Was [Pt E’)ktar%hgg aggate The combined organic layers were

5-[3- (4né&d wamqun%ber andm&thbaked Sk A %krdr’égyﬁ aabla@w]solanmaﬁw{hea Idn]@M agpl e-

3-carboxylic eridin- d descrlb r ex I

5 5 ( FoNiTo 0 e AP S P Gy bR i G feagion BF o fhatography

et hyl -(RiHepyidi@bencBranantethanbi € 9aditd 95eR) yforded ke tifld Cmpaind @1 POmgn®d %) was

converte g n e instead of N, N-dinethyl hydrazine, to the

tlt|§ co‘?cvirtf)ltt:)unr!ilrd 1(\)@'%% Q@I‘%&m E was obtained as a colorless oil. M5: me
= 414. 3 [ MtH| +. Exarrple 50

5- [ 3- (4- FI Joaopde8ayl ) - 5- net hyl - i soxazol - 4-yl net hoxy] - 2- met hyl - 2H- pyr azol e-

3-car boxyl ic acid norpholin-4-ylam de As described for exanple 48c,

5-[3- (45' (@Fﬁ’mp@-@ﬂyﬁ l) 8- ﬂ&h?#isok%ﬁ%ﬂhreﬂm&&@hﬂ&h%i&ﬁ pyrazole- 3-carb0xyllc

nmet hyl - Péggé@# (r)ﬁg}xe ic acid thyl ester ng, 0.29 nmol) was

convert”é’ i ‘Fﬁrﬁ' T éhyd -Amidead of N, N-dl met hyl hydrazi ne, to the

t|tIe corrpound (104 nmg, 87% which was obt ai n%gl as a colorless oil. Ms: me
416.2 [ MtH] +. Exanpl e 51 .

5 [ 3- (4- Fl uor o- phenyl) - 5- et hyl -i soxazol - 4- y\

3-carboxylic acid pyrrolidin-1-ylam de

5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl < i sox =47yl met ] - 2- met hyl - 2H pyr azol e-
3-carboxylic acid To a soluti OQW
5-[3-(4-fluoro-phenyl) -5- nethyl ﬂlz/é‘l-4-yl e ] - 2- et hyl - 2H pyr azol e-
3-carboxylic acid nethyl estiHZSO g, 0.72 mmol) -Fn di oxane (3 nL) was

F

oxy] - 2- met hyl - 2H pyr azol e-

added aqueous F

F

10 As described for example 48c, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using
L-2,2,2-trifluoro-1-methylethylamine instead of N,N-dimethylhydrazine, to the title compound
(22 mg, 18%) which was obtained as a white solid. MS: m/e = 427.1 [M+H] .

Example 57

15  5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2,2,2-trifluoro-ethyl)-amide

O,
WA
O
SN/
N/
F{” I F
F

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic  acid (100 mg, 0.3 mmol) was converted, using

20 2,2,2-trifluoroethylamine instead of 2-amino-2-methyl-1-propanol, to the title compound
(112 mg, 90%) which was obtained as a white solid. MS: m/e = 413.2 [M+H]".



sodi um hydroxide (2 M 2.0 nL, 2.0 mmol). After heating at 90 OC for 1 h
the solution was cooled to roomtenperature and neutralized w th aqueous
hydr ogen wbl2oroide762 N). The resulting m xture was thenPeXEPACOS6H t h
ethyl acetate and water. The organic eyiract was then washed with water,
brine, dried over sodiumsulfate and evaporated to afford the title
conpound (222 , 929 which was obtained as a white solid. M5 me = 330.1
[MH . b) Example 58

5-[3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyr azol e-
3- car bax}3- (&Fm@mpwﬁymsuﬂem Lisykaio1-dey et x§ PR uhét@Rl-PH-pyrazole-3-carboxylic

5-[ 3- (M&orogf)g_en%%iﬁ I-| soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyrazol e-
3-carb I ®mmol) in DVF (5 nL) were added

2- (1 H benzotriazole-1-yl)- 1 1,3,3-tetranet hyl uroniumtetrafl uoroborate
(291 ng, 0.91 nmol), N, N—dllsopropyl ethyl anjrfd (510 nmL, 3.0 nmmol) and
N-am nopyrrolidine HO ( 111 ng, 0.91 mol). h(;NesuItlng reaction m xture

was stirred overnight at room tgnperatur@ Reaction m xture was then
poured into aqueous sodiumc IoWurat ed) and the m xture was
extracted with ethyl acetate.| The c nleed or gay ayers were then washed
wth water, citric acid sofu |§1§ and saturated % Am hydr ogen carbonate
sol ution and then dried ovyg ium sulfate filte{ed and evapor at ed.
Concentration and purification by chromatography (stlica, dichloronethane)
afforded the title conpound (139 ng, 58% as a colorless oil. M5 me =
400. 2 [ M+H] +. Exanpl e 52

5- [ 35 ( AAlesonbedpfoe aydhpls S h3H(4-flsorcaptainy B-Syingthty hor yd zo2-4 rtnbthbx PIFH2-pyetiaz ol e-

3-car b?ﬁ?’llpg‘%r@lggdca!r gp}{élangﬂﬁ) A% d%sfrﬁﬁ%ﬁ fv%o ?\Fygﬂeﬁ 4Bfre 3-methyl-3-

5-13-( heny i so%<azo| %/
net hyl ozqeraggzmalfomét@@d @ﬁﬁmbym?cma@b/blmwyp datthe tltlicmmmumb(lz@ mgp %P vas

conver tyklch Uak BBtainS @RS PNt ROINE NISShead4@f 2 NviNggi met hyl hydrazine, to the
title conpound (95 ny, 88% which was obtained as a colorless oil. M5 nme

= 373.1 [MﬂiﬂaﬁipleEg&ml e 53

10 Rac-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (3,3,3-trifluoro-2-hydroxy-propyl)-amide

F

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using rac-3-amino-1,1,1-

15 trifluoropropan-2-ol instead of 2-amino-2-methyl-1-propanol, to the title compound (63 mg,
47%) which was obtained as a colorless gum. MS: m/e = 443.2 [M+H]'.



5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4- yl net hoxy] - 2- net hyl - 2H pyr azol e-
3-carboxylic acid (tetrahydro-pyran-4-yl)-am de As described for exanple
48c, 5-[3wQ4efdnm7s- phenyl ) -5- et hyl -i soxazol - 4- yl met hoP¢TAP2010/055694

et hyl - 2H pyrazol e- 3-carboxylic acid ngghyl ester (100 ng, 0.29 mmol) was
converted, using 4-am notetrahydropyran instead of N, N-di met hyl hydrazi ne,
to the title conmpound (40 ngy, 41% which was obtained as a colorless oil.
MB: me = Exgmple ffH + Exanpl e 54

5-[3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyr azol e-
3- car bax}3-(4FRrekél phbhdp 5hfethyBRbido0a-@iethoxy]-2-methyl-2H-pyrazole-3-carboxylic
5-13-( % &gr o-mphen%%- 5- n&t Kyl -i soxazol - 4- yP]met hoxy] - 2- met hyl - 2H pyr azol e-
3-carb smethoxyTeB)-419% 36 mol) in DVE (8.3 nl) was added

|, 1" -carbonyl diimdazole (60.6 ng, 0.36 mml). The resulting reaction

m xture was stirred for 1 h at 60 0C and t hen gated with an amoni um
hydr oxi de solution (465 nL, 3.0 mmol) and sti \re overni ght at room
tenperature. The reaction mxture was theg
chloride (saturated) and the m extracteg—with ethyl acetate. The
conbi ned organic |ayers re the et with wa sd saturated sodi um
hydr ogen car bonat e sol utr% dt f diyim sul fate, filtered
and evaporated. Concentration ) purié i cation by chkomat ography (silica,

di chl oronet hane: nethanol = 99:1 to 95:5) afforded tife title conmpound (79
ng, 79% as a white solid. Ms: mle = 331.2 [M+H +. Exanple 55

5-[ 35 (4aFhaterinsdriae @Xalrﬁpl@‘5'3?5JPXJFJﬂ%QE&a};I@nyI‘}:SYb%PD%S(alz'o?=4 Bhbx AP -PaiigAol e-
3-carboxylic &m d ( -h){,droxy- , | - di et h){l -ethyl)-am de To a so u%| on [of

5- [ 3- (#HPysr 91§h‘éﬁﬁ§q’$’- 52t ()P Mg e el wps fRERS Ustenetisihoxyeihplaming| e-
3- car bansteddc o8 Q-8mindO0midthyl-0-propaiol,) tol theT tiffe (cdmpohd (8aSmad@eeh) which was

1- hydr oxyb i azo le h 4 0.3 mol ),
N ot hy R eaepaspRE R Bt R R o iy,

Example 61

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (1-hydroxy-cyclopropylmethyl)-amide

F

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using 1-(aminomethyl)-

15 cyclopropan-2-ol instead of 2-amino-2-methyl-1-propanol, to the title compound (48 mg, 39%)
which was obtained as a colorless gum. MS: m/e = 401.2 [M+H]".



N- ( 3-di net hyl am nopropyl )-N -et hyl carbodi i m dazol e hydrochl oride (59.1 ny,
0.3 mmol ) and 2-am no-2-net hyl -1 -propanol (27.8 ng, 0.3 mmol) and the

resul ti ngwoietom2e97st i rred overni ght at room t enper at ur e PCTIEP2010M63600ON

m xture was then poured into aqueous sggium chloride(saturated) and the

m xture was extracted with ethyl acetate. The conbi ned organic | ayers were
then washed with water and saturated sodi um hydrogen carbonate sol uti on and
then dri ed E3aBWIe62ii um sul fate, filtered and evapor at ed. Cbncentratlon and
purification by chromatography (silica, dichloronethane: nethanol 99:1 to
9548% - [@(ﬂEﬁoW@hbnyﬂ)-s Iﬁétll’ippisﬂﬁ’az(ol-l-'bﬂm'éﬂl0x9]1%métﬁyli2][kp)1rﬁz@@13L&rbb@hcm e
5- 3- (iwhrﬁg$8mﬁﬁ%ﬁggy)%mwgihyl-|soxazol 4-y| met hoxy] - 2- met hyl - 2H pyr azol e-
3-carboxylic acid ((S)-2,2,2-trifluoro- I-nethyl ethyl)-am de As descri bed
for exanple 48c, 5-[3-(4- quoro phenyl ) - 5- met soxazol - 4-yl met hoxy] - 2-
nmet hyl - ZFprrazoIe 3-carboxylic acid nethyl (100 ng, 0.29 mmol) was
converted, using L-2,2,2-trifluoro-I-net yham ne i nstead of

N, N- di met hyl hydrazine, to the tjtle und ( e, 1899 whi ch was
obtained as a white solid. M e Z/42Y. 1 [ MrH| Rxanmpl e 57

5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i/sox eN—4 yl net - 2- et hyl - 2H pyr azol e-
3-carboxylic acid (2,2,2-trifl o etpyl) am de As described for exanple

55, 5-[3-(4-fl uoro-phenyl)-5-fretiyl -i soxazol - 4- yl net foxy] - 2- met hy! -
2H pyrazol e- 3-carboxyl i c 3eid (100 ng, 0.3 mvl) was converted, using
2,2,2-trifluoroethylam ne instead of 2-am no-2- nethyl-l-propanol, to the

413. 2
[ 3-( 'PM‘@?@'@ﬁh@ﬁk}QWhS-aﬁ’élt HPP g dhh unal was canyrsted] ugngrathayelampejpstaado| e-
E:ar byfyl-ahindCl- fhe(h%d 'Iﬁirbp/a{nomf@tﬂ@&n@e Yérh @Jﬂdoteo/hsg dﬁ%r\lvllﬂ@ﬁ' waQlobeXaPdsé 59,

3 (41nw50181ﬁ@en e_3§5q?kpﬁﬁflsoxazol ylnethoxy] 2- et hyl -

Example 63

title :fi%lb_‘ﬁ!ﬂecﬁ for %%[rﬁiﬁ 90993 \ G Br o FRen9 L RIBEY1- A8 x oML i cHBkY T2 -niMiiy 11T €

5-
3-
5

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (1-methyl-1H-pyrazol-3-yl)-amide

As described for example 48c, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using

15  1-methyl-1H-pyrazol-3-ylamine instead of N,N-dimethylhydrazine, to the title compound (58
mg, 48%) which was obtained as a yellow gum. MS: m/e = 411.2 [M+H]".



2H pyrazol e- 3-carboxylic acid (100 ng, 0.3 mml) was converted, using
3-net hyl - 3- oxetanam ne i nstead of 2-am no-2-nethyl-I|-propanol, to the
title compount/i21999 ng, 90%, which was obtai ned as a wrCr&rPeabiosseoMs: ni e
= 401.2 [M+H +. Exanpl e 59 ~96-

Rac- 5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4- yl net hoxy] - 2- net hyl - 2H pyr az
ol e-3- carboxylic acid (3,3,3-trifluoro-2-hydroxy-propyl)-am de As

descri bed ffoamplafdl e 55,
5-[3-(4-fluoro-phenyl)-5-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl -

2H pyr 651[3-@t—ﬁhﬁ%?ﬁ&ﬁl)-s-lﬂ&ihsil-{s@ﬁkﬁzomvylﬂleﬁld@PlZ)mM?l—EH%&ﬁi(ﬂéts-dﬁb@gflic

rac-3-ampo- 1 .- trifluoyopropan-2-ol instead o
2-anin6w§fﬁ%?ﬂ?%wPuﬁﬁﬁéﬁhﬁp?uﬁo the title conpound (63 ngy, 47% which was
obtained as a colorl ess gﬁg\ M5: nmle = 443.2 [ M+tH] +. Exanpl e 60

5-[ 3- (4- Fl uor o- phenyl ) - 5- et hyl -i soxazol - 4- yl net hoxy] - 2- net hyl - 2H pyr azol e-
3-carboxylic acid (2-nethoxy-ethyl)-am de As described for exanple 55,
5-[3-(4-fl uoro-phenyl) - yl -i soxazol - 4-yl met hoxy] - 2- met hyl -

2H pyr azol e- 3- car boxyl i d (100 ng, 0.3 mol) was converted, using

2- met hoxyet hyl am ne instedd of 2-am no-2-nethyl-|-pggopanol, to the title
conpound (80 ng, 68% whi was obt Hi-iéd agya col orlless gum Ms: nme = 389.1
[ MtH] +. Exanpl e 61 N / N N
5-[3-(4-FIuoro-phenyl)-S% E hyIfPso ol =yft- yl met hbiky] - 2- net hyl - 2H pyr azol e-
3-carboxylic acid (I-hydroxyscycl opropyl ngt hyl)-am de As described for
exanpl e 55, 5-[3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl net hoxy] - 2- net hyl -
2H pyrazol e- 3-carboxylic acid (100 ng, 0.3 mml) was converted, using

1- (aii renedshybdd foc grdrople dpad- 2-(bifluprspleagl]) &t m2thakvisnsazi-Aetlimgthokyje?-opandd |

2.t he bl SRR (it0 My 3900 R Chodas IR 1R AtofcREACT LR G

5- [ 3- ( £<cHylsdiroesivappp Jingeade hytaniseapshylal-prapereiofa) fheptit comppound Pr @gol e-
3- car boygyd) Wwhich was obtained as a white solid. MS: m/e = 414.1 [M-H]J".

Example 65

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (3-hydroxy-2,2-dimethyl-propyl)-amide

F
OH
N-N
Ny
7
N7 O/WN
0

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using 3-amino-2,2-dimethyl-

15  1-propanol instead of 2-amino-2-methyl-1-propanol, to the title compound (88 mg, 70%) which
was obtained as a white solid. MS: m/e = 417.2 [M+H]".



acid (2-hydroxy-ethyl)-am de As described for exanple 55,
5-[3-(4-fluoro-phenyl)-5-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl -

2H pyr azove-28ticarexyl i c acid (100 ng, 0.3 mml) was cORCEMPR)/06BPN]

et hanol am ne instead of 2-am no-2-nethyk-I-propanol, to the title conpound
(70 nmg, 61% which was obtained as a ite solid. M5: me = 375.1 [ MtH| +.
Exanpl e 63

5- [ 3- (4- F| ¥oasebhy| ) - 5- net hyl - i soxazol - 4- yl met hoxy] - 2- met hyl - 2H pyr azol e-
3-carboxylic acid (I-nethyl-IH pyrazol-3-yl)-am de As described for exanple
48c, S5-4-B- (44Ffu|0id@-lpﬁeﬂjf]?—ﬂ%héth?l—ﬁﬁkiﬁbl—ﬂ}ﬂﬂﬂéﬂﬁﬁbf}-&-lﬁétl’fyl—hﬂxpﬂmi’(ﬂe 3-carboxylic
nethyl giB%@ oIe2 Fox he aQ%b met hyl ester (100 ng, 0.29 mml) was
conver t¥ Y X 'H@?ﬂ?’ PY58MUA%G 1-3-yil ami ne i nstead of

N, N- di met hyl hydrazine, to the title conpound 8 ng, 48% which was
obtained as a yellow gum M me = 4 11. |\+. Exanpl e 64

5-[3-(4-Fl uor o- phenyl ) -5-net hyl -i soxazol - hoxy] - 2- et hyl - 2H pyr azol e-
3-carboxylic acid (2-acetylam no-ethyl)-g s described for exanple 55,
5-[3-(4-fl uoro-phenyl)-5- nethyl-lso -4 yl methexy] - 2- net hyl -

2H pyrazol e- 3-carboxylic acid \0 3 Mol 3 converted, using

Nacet yl et hyl endi am ne i nstead of 2- Ab- 2- met h propanol, to the title
conmpound (70 ng, 56% mhlgﬂ72:fNobtalned as a mhlter§olld MB: nfe = 414.1

[MH . Exanple 65

5-[ 3- (4- Fl uor o- phenyl ) - 5- net -i soxazol - 4-yl met hoxy] - 2- net hyl - 2H pyr azol e-
3-carboxylic acid (3-hydrd¥y-2, 2-di et hyl - propyl)-anm de As described for
exanple 55, 5-[3-(4-fluoro- phenyl) 5- nethyl-isoxazol 4 ylnethoxy] 2- et hyl -

r Cc
3- an?ng¥§a§;§5 {EQ?¥E¥85?05£384 gkﬁyﬁf g Qﬂ ﬁi%ﬁﬁx%kopan
the ti tﬂ%pmﬁ@gdn@rbmhp@pm o0 mg; @rﬁ mmol) was converted usmg 1 -amino-2- rnethy-
propan-2-ol instead of 2-amino-2-methyl-1-propanol, to the title compound (79 mg, 65%) which

was obtained as a colorless gum. MS: m/e = 403.2 [M+H]".
Example 67

10 (+)-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]|-2-methyl-2H-pyrazole-3-
carboxylic acid ((S or R)-3,3,3-trifluoro-2-hydroxy-propyl)-amide

F

or enantiomer

The stereoisomers of rac-5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-

15 pyrazole-3-carboxylic acid (3,3,3-trifluoro-2-hydroxy-propyl)-amide (example 59, 70 mg) in
ethanol:heptane (1:1, 2 mL) were separated using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (15:85) mobile phase with UV detection at 220 nM.
The least polar component (+ve sign of rotation) was obtained as a colorless gum (18 mg).
MS: m/e = 441.1 [M-H].



was obtained as a white solid. Ms: mle = 417.2 [ M+tH] +. Exanpl e 66

5-[ 3-(4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyr azol e-

3- car boxywpeosi2@76 2- hydr oxy- 2- met hyl - propyl ) - anm de As ®e3m@EP20I0M855604

exanpl e 55, 5-[3-(4-fluoro-phenyl)-5-ng %hyl-isoxazol-4-y|nethoxy]-z-nethyl-

2H pyrazol e- 3-carboxylic acid (100 ng, mml ) was converted, using

| -am no- 2- nethylpropan- 2-ol instead of 2-am no-2-nethyl-I-propanol, to the

t|tIe compdX@mple98 ny, 659 which was obtained as a col orl ess gum VB e
= 403.2 [ M+tH] +. Exanple 67 (+)-5-

[3 (4- RL)-lsu[@(mﬁmyb)piﬁnymstmbmyﬁmami1-4?miemmydymyﬂlethyl-zﬂ pyrazole-3-

Rf g?g? L@%ﬁ?@é%ﬁéaéiﬁgﬂr géqﬁﬁﬁlIcfﬁﬁﬂfﬁ%;BpnﬁﬁhﬂTFBner The stereoi somers

of
rac-5-[3-(4-fluoro-phenyl)-5%-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2Hpyr azo
| e- 3-carboxylic acid (3,3.4lrifluoro-2-hydroxy-propyl)-amde (exanple 59,
70 ny) in ethanol: heptane , 2 nmL) were separated using a 5 x 50 cm
Chiral pak AD col um at roG@ gnper at ur e usi ng ark; i sopropanol : hept ane
(15:85) nobile phase with UY detection aty 220 -Fhe | east pol ar conponent
(+ve sign of rotation) was gbtained d6—HN colgrliegs gum (18 ng). Ms. me =
441.1 [MH .Exanple 68 N/’ / N OH

(-)-5-[3- (4- Fl uor o- phenyl )k 5/et A~ i sékazyl - 4-yI met hoxy] - 2- net hyl - 2H pyr az
ol e-3- carboxylic acid (( -3, 3, 3-trifd uoro-2- hydroxy- propyl )-am de or
enanti omer The stereoi soners o
rac-5-[ 3- (4-fl uoro-phenyl)-5-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2Hpyr azo
| e- B-carboxylic acid (3,3, 3-trifl woemn@omgdr oxy- propyl)-am de (exanple 59,
70 nmg) in ethanol: hept ane (1 1, 2 nL) were separated using a 5 x 50 cm

Chi ral fﬁ%ﬁ%&f%ﬁ% cﬁtraE% eﬂm% %ﬁe@%ﬁ%pﬁaﬁf ORI xyNORhARGL- 2 H-

(15:85 hase with etec
pyrazole-3- carboxyhc acid (3,3, 3-tr1ﬂuoro 2 hydroxy propyl)-amide (example 59, 70 mg) in

ethanol:heptane (1:1, 2 mL) were separated using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (15:85) mobile phase with UV detection at 220 nM.

10 The most polar component (-ve sign of rotation) was obtained as a colorless gum (13 mg).
MS: m/e = 441.1 [M-H].

Example 69

(-)-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]|-2-methyl-2H-pyrazole-3-
carboxylic acid ((R or S)-1-hydroxymethyl-propyl)-amide

\ N
0

N

O /1
HO N~
/

N
H
15

a) rac-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-car-

boxvlic acid (1-hydroxymethyl-propyl)-amide

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (200 mg, 0.6 mmol) was converted, using rac-2-amino-1-butanol

20 instead of 2-amino-2-methyl-1-propanol, to the title compound (155 mg, 63%) which was
obtained as a colorless gum. MS: m/e = 403.2 [M+H] .



The nost pol ar conponent (-ve sign of rotation) was obtained as a col orl ess
gum (13 ng). M5 me = 441.1 [MH . Exanple 69

(-)-5-[3-Wo-2koumarosphenyl ) - 5- net hyl -i soxazol - 4- yl met hox pLTaPaeloyicoLH pyr az
ol e-3- carboxylic acid ((R or S)-I-hydggxynethyl-propyl)-am de a)

rac- 5-[ 3- (4- Fl uoro- phenyl ) - 5- net hyl - i soxazol - 4-yl met hoxy] - 2- met hyl - 2H pyr az
ol e- 3- carboxyl icacid ( 1- hydroxyrreth I-roByDam de As descrl bed for
exaerl @155 o4 FUPLA =AY -8 =1TAH B RIS XAZ0 MY HT) h_ 2 7l ‘ Al

2H pyr %M@R%T(Sa-ﬁtlﬁiﬂydﬂvﬁleﬁﬁﬂ%r&@@parﬁﬂe 0.6 mmol) was converted usi ng
rac-2-am no-1-butanol instead of 2-am no-2- rrethyl-l-propanol to the title

28 gp (ZJUF]%}?( 12 rB ngdmgr%% f \M%-[% AForS- %Elenyn)egi rne?hyé} 1§:0(%agorl ﬁ?l?ne%oxy]-%sﬂletﬁgrlQH-

5- [ 3- (pyFzobr bcplibemylic) -dsidret] Aytdrosocalzdiprdpy)-aetde o Xganiplore6 9wy | 125+ pg) arol e-
3' Ca§ PN b EnGTAR (R O Phicke sEPAERAXWLRE BYY % BOORY eH IR A Lofifi £OIRRTET S

5 [ 3- (4cmperatuse phivgyh yisoprofenplheptangXa>8h) modilerphargxyih RMndetagtionai20ad| e-
3- car bopyel 1e§staﬁ¢19r Qoﬁip&i/e% QUETBLRYA - Rt )wRATHEGint& XRAR | eniR98o1idl PR ML), i N
et hanol : ge&éﬁgnﬁé ﬁ% .m) were separated using a 5 x 50 cm Chiral pak”AD
col urml\éI P M’ ure using an isopropanol: heptane (15:85) nobile
phase with UV detection at 220 nM The | east pol ar conponent (-ve sign of
rotation) Waxampk #ned as a white solid (76 ng). M5: me = 403.2 [ M+H] +.
Exarrpl e 70 (+)-5- [3 (4 Fl uoro phenyl) 5- et hyl -i soxazol - 4-yl met hoxy]

3¥- Si?’r@ lﬂ%l% yf?ﬂé a%:l'[ﬁg gn(éiégg%)@-2-me{hyl—2H-pyrazole-3-
5 [3 (zrarw@frhsap |or%3 ydtspmymsﬂw&pmp)d)-ynm hoxy] - 2- net hyl - 2Hpyr azol e-
3-carboxylic acid ( 1-hydroxymethyl-propyl)-am de (exanple 69a, 155 ng) in
et hanol : heptane (1:1, 8 nL) were separated i a 5 x 50 cm Chiral pak AD
colum at room \ /

O
NIy
W

The stercoisomers of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (1-hydroxymethyl-propyl)-amide (example 69a, 155 mg) in

15 ethanol:heptane (1:1, 8 mL) were separated using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (15:85) mobile phase with UV detection at 220 nM.
The most polar component (+ve sign of rotation) was obtained as a white solid (43 mg).
MS: m/e = 403.2 [M+H]".

Example 71

20  {5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl}-(3-
hydroxy-azetidin-1-yl)-methanone
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tenperature using an isopropanol: heptane (15:85) nobile phase with W
detection at 220 nM The nost pol ar conponent (+ve sign of rotation) was
obt ai ned we® 2010127476 solid (43 ng). MsS: me = 403. 2 [ MFHPET/HE2@OPFBIFV 1 {5-

[ 3- (4- Fl uor o- phenyl ) - 5-met hyl -i soxazol rf: yl met hoxy]

- 2-nmet hyl - 2H pyrazol - 3-yl }- (3- hydroxy-azetidin-1-yl)-nmethanoneAs descri bed
for exanple 55

5- [ 3- (4AF d%érrlbﬁdpﬁ% AYARIS Sted hii(4-fheseaphsmyd=Symedy hiseygzob4rdmpthipxy]-2-methyl-

2H pyr a0l eradol6 3 HEKY 16 R 0100188, U8, mhod) Wi@'cbnm&dcﬁﬂﬁ%@%mxﬁkaﬂime

3- hydr ne h hIor| e I hstead of a to
the ti tDLx ﬁf%@ﬁ 6565 o2y %ﬁﬁhafff@é%paaaf 4 b 5E vt 128G hes:

m e = 387cd whMsblhihed Es(ammlbﬁes"ézgum. MS: m/e = 387.1 [M+H]".

Rac- 5 [ 3- (4- Fl uor o- phenyl ) - 5- et hyl -i soxazol - 4-yl met hoxy] - 2- et hyl - 2H pyr az
ol e-3- carQQéghgg §0|d (tetrahydro-furan-3-yl)-am de As described for
exanpl e 55 Z fl uoro- phenyl) - 5- nethyl-isoxazol 4-yl met hoxy] - 2- net hyl -
2H—pyrazo|e 3-carboxylic acid (100 ny | ) was converted, using

rac- 3- Raf-frdd-&4-Fiuprarirenyhi$- mﬁs*tyérwxazolzt zlmqﬁbomw%mﬁwymfbpwaﬂl@ﬁ- to the

t|tIe CAPPOHINE aCRr(té@ah %fuv,{Hg DimmigRbt ai ned as a light brown solid. M
me = 401. 2 Nﬂl—ﬂﬁli( Exaﬁrrg Y

(-)- 5 [ 3-(4- FI uor o- phenyl ) - 5 rret hyI-|soxazI-4(-)¥I met hoxy] - 2- net hyl - 2H pyraz

ol e-3- carboxylic acid ((IR 2R)-2-hydroxy-cygl opgntyl)-am de and/ or

5- [ 3- (4- Fl uor o- phenyl ) - 5- /)

nmet hyl -1 soxazol - 4-yl met hoxy] - 2- net hyl - -3-carboxylic acid

((IS, 2S)-2- hydroxycycl opentyl)-pam d

5-[ 3- (4- Fl uor o- phenyl ) - 5- net hyl - - 2- net hyl - 2H pyrazol e-
3-carboxylic acid ((IR 2 hyd{ oxy-Nycl opent yl i de and/ or
5-[3-(4-fluoro-phenyl) - 5%@7 soxgzol -

4-yl met hoxyl - 2- net hyl - 2H p zol e-3-carboxylic acid ((I

S, 2S) - 2- hvdr oxy- cvcl opentyl ) - am deAs descri bed for exanpl e 55,

5-[ 3- (45§ haefiBsdPRE YA iR 585 1Y 2 10505251y - BB NRY ¥ 702 4 BN b xy]-2-methyl-

10 2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using rac-3-
aminotetrahydrofuran instead of 2-amino-2-methyl-1-propanol, to the title compound (84 mg,
69%) which was obtained as a light brown solid. MS: m/e = 401.2 [M+H]".

Example 73

(-)-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]|-2-methyl-2H-pyrazole-3-

15 carboxylic acid ((1R,2R)-2-hydroxy-cyclopentyl)-amide and/or 5-[3-(4-Fluoro-phenyl)-5-
methyl-isoxazol-4-ylmethoxy|-2-methyl-2H-pyrazole-3-carboxylic acid ((1S,2S)-2-hydroxy-
cyclopentyl)-amide

OH

a)  5-[3-(4-Fluoro-phenyD)-5-methyl-isoxazol-4-ylmethoxvy]-2-methyl-2H-pyrazole-3-carboxylic
20 acid ((1R.,2R)-2-hydroxy-cyclopentyD)-amide and/or 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-

4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1S.2S)-2-hydroxy-cyclopentyl)-amide




2H pyrazol e- 3-carboxylic acid (80 ng, 0.24 mmol) was converted, using
trans- (I R 2R)-2- am nocycl opentanol hydrochl ori de instead of

2- am no- 2woebtwi27475pr opanol , to the (1R 2R) form of thePCirtdreolonswound (93
ng, 93% which was obtained as a whitegolid. M. me = 415.3 [M-H +. D)
5-[3-(4-Fl uoro- phenyl) 5-met hyl -i soxazol - 4-yl met hoxy] - 2- met hyl - 2H pyr azol e-
3-carboxylic acid ((I R 2R)-2-hydroxy-cycl opent%{” am de and/ or

5- [ 3- ( 4AF deseribrdoies ﬁwylplsﬁﬁeﬁﬁ%(éhﬂsl@s@aﬁ@ml) isoxazol-4-ylmethoxy]-2-methyl-

4-yl nEtj}DiSyﬂaz@lefBE@aIﬂb(dxyﬁHd@Yd @8(9' %Q@VMKWW% @@ﬂ\@ﬁ@&ll using trans-(1R, 2R)-2-

SZS 2- hydro ster 0|s
s 3 (41 SRl A e T G LS i v RE PR B P TOr0Rle lHPF (RER) E2B) o
-car bo)fythe ¢1t1aouod1p©(1hd?(QR)ng2-9B9/drwbnyh oyl cﬂpﬁndscy by aanhicbesdidd/NS: m/e = 415.3

5 [ 3= (ih\j Fg@rophenyl ) -
Xazol - 4-yl nmet hoxy] - 2- et hyl - 2H- pyr azol e- 3-carboxylic acid ((lI
S 28) - hydroxy-cycl opentyl)-am de (exanple 73a, 93 ngﬁ i n et hanol : hept ane
(1:1, 20) Oy Buidriducyerihenyly-g-meshylgisexago kd-stmethexoHi - methalk 2 A ysesiolardrcatbox Wim
t enper gl e(msmgz ﬁ{?drb%’-@{z&@@éﬁ%l) Qﬁmeaaed/&rl 54@ (I R0k & pRAADES Wiektiy1-éxazol-
detection a -vg sl gn of r ot at1 on), was
obt ai ned : FOWG
(+)-5-[3-(4- FI uor o- phenyl ) - 5- net hyI - soxazol 4-y| met hoxy] - 2-net hyl - 2H pyraz
oI e 3- Ter ergbisemasi &f ( (GHS-(@S)uo2epYeityd y-neyict agpexatyi4-yiandtiche yg2 ehethyl-2H-
( r i

met P01 PEORE SERABII R0 OB Sy sysiopsapdb amide, gl & Lefgfuoro-

(| R, ZR)he%‘l) ﬁs‘dﬁ?tbxlyls@wbb‘ﬂ)ef sthyxydri-hethyhéHspyeraodd- é@ﬁ@psyl@f aCId ((18,28)-2-

[ 3- (4 [ ") S z | 52 r e-

&@%CIR%%%) anﬁd@ﬁ(ize% plb SPXRZ6] rﬂ%hﬁ%m}‘ﬂ%ﬁaﬂ@gm 22 Hayr azel

(
5-
3- carbox I hydr oxy-cycl opentyl)-am de an
5-
5-

[ 3- (Lﬁ_epqr@“r@gioﬁﬁgg]yqt) X O cm” Chiralpak “AD ‘column “at room temperature using an
met hMboprésmaz@épta&reytm; hﬂ@bﬂ]e ha¥et wh O pittcrden et 2TRMMX Tihe Cleagti folar
(! i% ol c)ng)Bpgﬁg %)ej(_glfnyojj W%Ef‘ S orgtalne exan@hﬁee sg‘l?d (?03 rnrg) 1\)I§' m/e = 415.3

eth
[M+H]".
Example 74

(1)-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid ((1S,2S)-2-hydroxy-cyclopentyl)-amide and/or S5-[3-(4-fluoro-phenyl)-5-

20 methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1R,2R)-2-
hydroxy-cyclopentyl)-amide

0,
WA
O
N _/ I,
oa i
H F
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The stercoisomers of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid ((1R,2R)-2-hydroxy-cyclopentyl)-amide and/or 5-[3-(4-fluoro-
25 phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1S,25)-2-
hydroxy-cyclopentyl)-amide (example 73a, 93 mg) in ethanol:heptane (1:1, 2 mL) were
separated using a 5 x 50 cm Chiralpak AD column at room temperature using an

isopropanol:heptane (1:4) mobile phase with UV detection at 220 nM. The most polar



separated using a 5 x 50 cm Chiral pak AD columm at room tenperature using
an i sopropanol : heptane (1:4) nobile phase with UV detection at 220 nM The
nost pol awoenponeIs (+ve sign of rotation) was obtai nedPa3/ER2evios®9sol i d
(43 mg). Ms: mle = 415.3 [MH +. Exanp|{{_75

(+)-5-[3-(4-Fl uoro-phenyl)-5-net hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyr az
ol e-3- carboxylic acid ((R)-2-hydroxy-I|-nethyl-et h?(l )-am de or

5-[ 3_(@0mpgg¢13_(55@r$}g150 rqﬁﬁt@qﬂ)w@soqtggl@pd as a white solid (43 mg). MS: m/e = 415.3
4-yl met[voxy] - 2- met hyl - 2H- pyr azol e- 3- carboxylic acid
((S)-2-hydroxy-I-nmethylethyl)- am de or enantiomer a)

Rac- 5-[ 3- (4: Fl ugr g= phenyl ) - 5- et hyl -i soxazol - 4- yl net hoxy] - 2- net hyl - 2H pyr az
ol e- 3-car b%mlﬁe 2%| d (2-hydroxy-1-nethyl-ethyl)-anide As described for
exanpl e 55, 5-[3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl nmet hoxy] - 2- net hyl -
2H pyr d2pBd334ddnmoxphdnyl)aT-nktliAd80 xagol-4 ybnethroky |- 2vawtid AHepysakolaidi ng
DL- 2 arg,nRs QRAR i f 1012 2 = olmfm.gl t Ll e
conp%u?é‘ 01’{\3}@"c : Z@a?%&@ﬂ‘y\%‘é‘%@?‘;ﬁm% ag;g&é;}%\k?i I'?.g(r“so [ .pl1\e/g.91) réf~| gle{:ll)@SQ. 1
[ MtH] +.1sq¥pzol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-

5- [ 3- (4thyyiangdehenyl ) - 5- net hyl - i soxazol - 4- yl met hoxy] - 2- met hyl - 2H pyr azol e-
3-carboxylic acid ((R)-2-hydroxy-I-nethyl-ethyl)-am de or

5-[3-(4-fl uoro-phenyl)-5-nethyl -i soxazol -4- 0O

yl met hoxy] - 2- net hyl - 2H pyr azol e- 3- car boxyl T§ aqid ((S)-2-hydr oxy-
1- nmet hyl - et hyD- am de The st ereoi sonmers of /

5-[3-(4-fluoro-phenyl)-5-net hyl -i soxazogD~-4/y| mat hoxy] - 2- net hyl - 2Hpyr azol e-
3-carboxylic acid (2-hydroxy-IQnet et hyl )-a e\(exanpl e 75a, 155 ng) in
et hanol : heptane (1:1, 8 nL) wer ted usifig a5 x 50 cm Chiral pak AD

col um at room tenperature ysi anN“sopr opanol \Fept ane (12: 88) nobile
phase with UV detection at M The |east pol ar \€onponent (+ve sign of
rotation) was obtained as a{colorless gum (20 ng). Ms: nlfe = 389.1

[ MtH] +. Exanpl e 76 0O

or enantiomer

10 a) Rac-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-car-

boxvlic acid (2-hydroxy-1-methyl-ethyl)-amide

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-

2H-pyrazole-3-carboxylic acid (200 mg, 0.6 mmol) was converted, using DL-2-amino-1-

propanol instead of 2-amino-2-methyl-1-propanol, to the title compound (155 mg, 66%) which
15 was obtained as a white solid. MS: m/e = 389.1 [M+H]".

b) 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid  ((R)-2-hydroxy-1-methyl-ethyl)-amide or 5-[3-(4-fluoro-phenyl)-5-methyvl-isoxazol-4-
vlmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyD)-amide

The stercoisomers of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-

20 pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide (example 75a,155 mg) in
ethanol:heptane (1:1, 8 mL) were separated using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (12:88) mobile phase with UV detection at 220 nM.
The least polar component (+ve sign of rotation) was obtained as a colorless gum (20 mg).
MS: m/e = 389.1 [M+H] .



)-5-[3-(4-Fluoro-phenyl)-5-nethyl -i soxazol - 4-yl met hoxy] - 2- net hyl - 2H pyr az
e-3- carboxylic acid ((S)-2-hydroxy-I-nethyl-ethyl)-am de or

[ 3- (4- fwoaenw/pmayl ) - 5- met hyl i soxazol - PCT/EP2010/055694

yl met hoxy] - 2- net hyl - 2H- pyr azol e- 3- cajgoxyl i ¢ aci d

(R) - 2-hydroxy-I-nethyl ethyl)- am de or "enanti oner The stereoi soners of
5-[3-(4-fl uoro-phenyl)-5-nethyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2Hpyr azol e-
3- car boxy! iFxagulle|7¢ 2- hydr oxy-1 - met hyl - et hyl ) - ami de (exanple 75a, 155 ng) in
et hanol : hept ane (1:1, 8 nL) were separated using a 5 x 50 cm Chiral pak AD

col um mth - msmwlswamapylmquJzembﬂiyﬁzﬂlﬁylaablembl l e

phase vmt det. st . pol a nent f
rotati dAY Q?/é% ‘g(ﬁﬁéaﬂh§&ré’xé§%1"6‘%§1§ﬁbﬁﬁ? §% ‘fﬂrg m%@ﬁ é"‘?ﬁﬁﬁ +.
Exanpl es@xﬁzé@-y[rﬁetbdxﬂmeeﬂa;ﬂ#?dhpﬂazﬁle@ichyb&xyhoxamdI ((ZR)yQ hedivayyll methyl-

- 2- npt 'lc'ﬁ'f y§azol -3-yl}-(2-oxa- 6-aza-spiro[3.3]hept-6-yl)-nethanone As
descri be or exanpl e 55,

5-[3-(4-fluoro-phenyl)-5-nethyl -i soxazol - 4-yldet hoxy] - 2- net hyl -

2H pyrazol e- 3-carboxylic acid (100 ng, O. oty was converted, using

2- oxa- 6-azoni aspi ro[ 3. 3] heptane oxal ate salt #nstead of

2-am no-2-net hyl -1 -propanol, to the titbe_gonmpaund (61 ng, 49% which was

(
ol
5_
4
(

obtained as a white solid. I\/B rﬂe 3.2 [ M+tH anple 78
2- Met hyl - 5- (5- et hyl - 3- pyri d| n- xazol 4 hoxy) - 2H pyr azol e- 3-car
boxylic acid isopropylamd

2- Met hyl - 5- (5- et hyl - 3- pyri di -yl -| soxazol 4-yl m
boxylic acid nmethyl ester TQ a tlrred sol ution of
5- hydr oxy- 2- net hyl - 2H pyr azo Cﬁ-}B carboxylic acid nethyl ester (355 ny, 2.28
mol ) and (5-nethyl -3-pyridin-2-yl-isoxazol -4-yl)-methanol (432 ny, 2.28
nmol ) in

2t hoxy) - 2H pyr azol e- 3- car

or enantiomer

The stercoisomers of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide (example 75a, 155 mg) in

10  ethanol:heptane (1:1, 8 mL) were separated using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (12:88) mobile phase with UV detection at 220 nM.
The most polar component (-ve sign of rotation) was obtained as a colorless gum (30 mg).
MS: m/e = 389.1 [M+H] .

Example 77

15 {5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yl}-(2-oxa-
6-aza-spiro[3.3]hept-6-yl)-methanone

F | 0

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using 2-oxa-6-azonia-

20 spiro[3.3]heptane oxalate salt instead of 2-amino-2-methyl-1-propanol, to the title compound
(61 mg, 49%) which was obtained as a white solid. MS: m/e = 413.2 [M+H] .



THF (10 nL) at 5 OC under argon was added triphenyl phosphine (775 ng, 2.95
mml ), then diethyl azodicarboxylate (515 ng, 2.95 nmol) was added
dr opwi se.wOhelweawsi on m xture was warned to room t enpePar®P010WeFond ght .
Then the reaction mxture was evaporatgg and purified by chromatography
(silica, heptane:ethyl acetate = 1:1 to 7.5:2.5) to afford the title
conpound (220 , 3099 as a white solid. Ms: nmfe = 329.3 [ MH] +. D)
2-thhy|-SIPBHggQﬁ§I-3-pyridin-2-y|-isoxazo|-4-y|nethoxy)-ZFprrazoIe-3-car
boxylic acid isopropylam de As described for exanple Ib,
2- met hy)-Meethya=-37es-hiethnyd-3pyyridin -2 ¥bxd B P4 3 1Mk thdxy)- THL ;3@ Yole-3HpY b &% dice acid
3-carbaxylic cL& met hyl ester (70 nmg, 0.21 mmol), instead of
5-(5-néﬁﬁvpp§6ﬂﬁ fiyl i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3- carboxylic acid
nmet hyl ester, was converted, using isopropylam ne instead of norpholine, to
the title conmpound (41 ny, whi ch was obtained as a colorless oil. M
me = 356.2 [ MtH] +. Exanpl e
2- Met hyl - 5- (5- net hyl - 3- pyri E-yl-isoxazol-4-y|nethoxy)-ZFprrazoIe-3-car
boxylic acid (tetrahydro-pyran-4-yl)-anjd /As described for exanpl e 78b,
2-nethy|-5-(5-nethy|-3-pyriﬁ' 2-W -i1s ol - 4yl npt hoxy) - 2Hpyr azol e-
3-carboxylic acid nethyl es\er/ 70 () was converted using
4- am not et r ahydr opyran i nst éxe<of i sopropyl aftine,\ to the title compound (43
ng, 51% which was obtained as white solidOMS: me = 398.2 [ MtH] +.
Exanpl e 80
2-Nh$h%
boxyT i act o S)=2- Nydr oxy-i - yT = ANEE: : s
6, 2- mahéthylastef5- met hyl - 3- pyri di n- 2-yl -i soxazol - 4- yl met hoxy) - 2Hpyr azol e-
3-carboxylic acid nmethyl ester (90 ng, 0.27 mmol), instead of
5-( ﬁ lnﬁlfd"){ | stide@RERYibh %Hxﬁﬁ%ﬂroxﬁz)&héf%lhﬂlx)@ra%ﬁepﬂéﬁg&lﬁfc3Jcﬁfi bR ester 3844
et hy nei‘g,thS mvnv?'osl) Gnd YSquﬁly’lﬁyps;rljghgn-}yl-isoxazol—4-yl)-rnethanol (432 mg, 2.28 mmol) in
THF (10 mL) at 5 °C under argon was added triphenylphosphine (775 mg, 2.95 mmol), then

10  diethyl azodicarboxylate (515 mg, 2.95 mmol) was added dropwise. The reaction mixture was

HpRF0! Sicfr car
EX DI €

warmed to room temperature overnight. Then the reaction mixture was evaporated and purified
by chromatography (silica, heptane:ethyl acetate = 1:1 to 7.5:2.5) to afford the title compound
(220 mg, 30%) as a white solid. MS: m/e = 329.3 [M+H]".

b) 2-Methyl-5-(5-methyl-3-pyridin-2-vyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid

15 isopropylamide

As described for example 1b, 2-methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-

pyrazole-3-carboxylic acid methyl ester (70 mg, 0.21 mmol), instead of 5-(5-methyl-3-phenyl-

isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using

isopropylamine instead of morpholine, to the title compound (41 mg, 54%) which was obtained
20 as a colorless oil. MS: m/e = 356.2 [M+H]".



L-al ani nol instead of ethanolamne, to the title conpound (91 ngy, 89%

whi ch was obtained as a colorless oil. M5 me = 372.2 [ MtH] +. Exanpl e 81
Rac- 5- [ 3-wB-20loumarespyri di n- 2-yl ) - 5- net hyl - i soxazol - 4- y| meTwzyipo2sepet hyl - 2H
- pyrazol e-3- carboxylic acid (tetrahydip-furan-3-yl)-am de a)
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl -1 soxazol - 4-yl met hoxy] - 2H pyr azol e- 3-¢c
arboxylic acid nethyl ester As described for exanple 17d,

[ 3-(5-fl uodxapye @ n- 2- yl ) - 5- et hyl - i soxazol - 4-yl | - met hanol (1.03 g, 4.95
mol ), using 5-hydroxy-2-net hyl - 2H pyrazol e- 3-carboxylic acid nethyl ester

| nst eady-MetRyltB:(5-Aeyinyd3- Pyridiacl- k-8 o b P4 Yink thodg)-2HBrhydle-8sda@box MRS acid
convert to the title co und (770 ng, 47% ich was obtained as a white
Sol i d. (Rradso-pysar 4L aimige, o)

5-[3-(5-Fl uoro-pyridin-2-yl)-5-nmethyl -i soxazol - 4-yl nmet hoxy] - 2- net hyl - 2H pyr
azol e-3-carboxylic acid netphylester To a sol ution of
5-13-(5-fluoro-pyridin-2-yl t hyl -i soxazol - 4-yl net hoxy] - 2H pyr azol e- 3-
carboxylic acid nmethyl ester Ong, 2.1 nmol) in DM (10 nL) at room
tenperature was added cesiumjcarbonate (686 ng, 2.1 nmol) and net hyli odi de
(299 ng, 0.13 L, 2.1 moly), ¥ing mxture stirred for 30 min.
The resulting m xture was the angqyextracted with ethyl acetate
and water. The organi c ext S j water, brine, dried
over sodium sul fate and evaporated. Purifi i by |chr omat ography (silica,
hept ane: et hyl acetate = 4:1 to 2:3) afforded the_ti©l e conpound (354 ng,
49% which was obtained as a white solid. M5 me = 347.1 [ MtH +. ¢)

Rac- 5-[ 3- (5-fl uoro-pyridin-2-yl)-5-nethyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H
- pyrazoheddcrib@l fop@xythple 786] 2nidteflrsaiyahetryf-8rp3tidor 3 ly)-isaRade 4 Asmahs ey )- Tied

£ ot PRl epprdin i) PelhobHg QoM o024 yPmsPhoxyy converted using

4-aminotetrahydropyran instead of isopropylamine, to the title compound (43 mg, 51%) which
was obtained as a white solid. MS: m/e = 398.2 [M+H]".

Example 80

10 2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide

As described for example 6, 2-methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (90 mg, 0.27 mmol), instead of 5-(5-methyl-3-phenyl-

15 isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using
L-alaninol instead of ethanolamine, to the title compound (91 mg, 89%) which was obtained as a
colorless oil. MS: m/e = 372.2 [M+H]".



met hyl - 2H pyr azol e- 3-carboxylic acid nethyl ester (140 ng, 0.40 nmol),

i nstead of 5-(5-

net hyl - 3-wbenywrresxazol - 4-yl met hoxy) - 2H pyr azol e- 3- car poxsHPRE10A636d4 NEL hy|
ester, was converted, using rac-3-am ngyeetrahydrofuran instead of

nor pholine, to the t|tIe conmpound (96 ng, 59% which was obtained as a
white solid. Ms: nmfe = 402.3 [ MrH +. Exanpl e 82

5- [ 3- (5- FI ¥oamly Bl di n- 2-y1 ) - 5 met hyl - i soxazol - 4- yl net hoxy] - 2- net hyl - 2H pyr
azol e-3- carboxylic acid N -di net hyl - hydr azi de As described for exanple

81c, 5- Ik:&— Sfpsf($-ﬂabﬁr-pyﬁuﬂi 2Lyi§ Sihietl%flffﬁiﬁﬁ)iblﬂ S @R oky]L2- MR Y raZole-3-
rrethyl I—b(p%,razol(ﬁt %H*ﬁ‘ﬁllc ai)z g{sthyl ester (73 ng, 0.21 mml) was
conver t@EPORYICAG! R e y 7MY nstead of morpholine, to the title
conmpound (74 ng, 94% which was obtained as a 60| orless oil. M5 nie =
375.2 [ M+H] +. Exanpl e 83 5-
[ 3- (5- Fl uoro-pyridin-2-yl)-5-nmethyl -i soxazol
- 2-nmet hyl - 2H pyrazol e- 3- carboxylic aci dA_2-My

descri bed for exanple 6,
5-[3-(5-f1 uoro- pyri di n-2-yl ) - S-W-\i\goxazol ; t hoxy] - 2-
nmet hyl - 2H pyrazol e- 3- carboxy i ¢ #ci NmeNhyI est e 3 ng, 0.21 nmmol),
instead of 5-(5-nethyl- O N |

3- phenyl - i soxazol - 4- y| net - 34 pyr'azol e- 3- carboxyFic acid nmethyl ester,
was converted to the title conpound (68 ng, 86% which was obtained as a
white SO|Id I\/IS n1e = 376. 2 [I\/H—|]+ Exarrple 84

5- [ 32 ( 39R-LbtsElvorg-p 20y1)-55 I 4xbpgth FEpHaZUe : a
azol e- ?metﬁ@régga(yl ic acid (tetrahydro pyran 4- yI) am de As descrl bed for
exanpl e 81c, 5-[3-(5- quoro pyridin-2-yl)-5-nethyl -i soxazol - 4-yl nmet hoxy] - 2-

met hyl - 2H- | e- 3- car nmet h

Conver et UGG Prastabne: | dhy B O0rSR IHSRESa TG e R - TomeeET ) o
conpourd. 063@, gy BEA), \MsmghSMGranZama@dl A -yravoic 2-cabbkylic M3d mithykcgtd6. 2
[ MeH] +.instead of 5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title

10  compound (770 mg, 47%) which was obtained as a white solid. MS: m/e = 333.2 [M+H]".

b)  5-[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-car-

boxvlic acid methyl ester

To a solution of 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-
carboxylic acid methyl ester (700 mg, 2.1 mmol) in DMF (10 mL) at room temperature was
15 added cesium carbonate (686 mg, 2.1 mmol) and methyliodide (299 mg, 0.13 mL, 2.1 mmol)
and the resulting mixture stirred for 30 min. The resulting mixture was then evaporated and
extracted with ethyl acetate and water. The organic extract was then washed with water, brine,
dried over sodium sulfate and evaporated. Purification by chromatography (silica, heptane:ethyl
acetate = 4:1 to 2:3) afforded the title compound (354 mg, 49%) which was obtained as a white
20  solid.
MS: m/e = 347.1 [M+H]".

¢)  Rac-5-[3-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

car-boxvlic acid (tetrahydro-furan-3-yl)-amide

As described for example 1b, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-

25 methyl-2H-pyrazole-3-carboxylic acid methyl ester (140 mg, 0.40 mmol), instead of 5-(5-
methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was
converted, using rac-3-aminotetrahydrofuran instead of morpholine, to the title compound (96
mg, 59%) which was obtained as a white solid. MS: m/e = 402.3 [M+H] .



Exanpl e 85

5-(3-Butyl -5-net hyl -i soxazol - 4-yl net hoxy) - 2- net hyl - 2H pyr azol e- 3- car boxyl i c
acid (2- wWoanoxpseshyl ) -am de a) PCT/EP2010/055694
5-(3-Butyl -5-met hyl -i soxazol - 4-yl met hoyy) - 2- met hyl - 2H pyr azol e- 3- car boxyl i c
acid nmethyl ester As described for exanple 42d,

(3-butyl -5-net hyl -i soxazol -4-yl)-nmethanol (320 ng, 1.9 nmol), instead of
(5- net hyl - ¥x98M¢B2 4- | soxazol yl ) met hanol , was converted to the title
conmpound (346 ny, 55% which was obtained as a colorless oil. M5 me =

308. 2 [3Vj3-{5tFlub)o-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

5- (3-Buty) - 5-met hy( - | | - 4-v1 et hoxy) - 2- net hyl - 2H- le- 3- car boxyl i
et d ek NN SRR R eyt o 6, L oee e earboniie

5- (3- butyl - 5- et hyl -i soxazol - 4-yl met hoxy) - 2- hyl - 2H pyr azol e-

3-carboxylic acid nmethyl ester (60 ng, O. %$ i nst ead of

5- (5- net hyl - 3- phenyl - i soxazol/- 4- yl nmet hoxy) - 2 azol e- 3-carboxylic acid

met hyl ester, was converted-No the titleyco d (50 ng, 76% which was

obtained as a colorless oil. 0y M e—= 7.3 [ Exanpl e 86

5- (3-Butyl -5-net hyl -i soxazol - 4- W nmegZhoXy) - 2- mef\[lyl -8H- pyr azol e- 3- car boxylic

aci d i sopropyl am de As described/fo we npl e 1 b\—
o]

5- (3- butyl -5-net hyl -i soxazol - 4-§l| et hoxy) - 2- met hyl -RHpyr azol e- 3-carboxylic
acid nethyl ester (60 ng, 0.2 mml), instead of F
5- (5- net hyl - 3- phenyl i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3-carboxylic acid

et hyl . C 1 | y \ i ine, to

The 11 (o conbat o LG 85 AT Lo O P BT RE oSt SRR AR IRN 1%,

me = 338hypl-3 Haz_ole@ga;gq)@rhgﬁmd methyl ester (73 mg, 0.21 mmol) was converted, using

Rac- 5- (ﬁ,ﬁB&%&hﬁlg@&ﬂ?ﬂé ins&aX dF %or%dmmmé Yitie Zofpbhivd ¢2HmBRY 949% P ki @gsr box
r

é[Lg_ggﬁ%%ﬁ%i%£¥%&$ﬁ¥éé§g§gPg%i%% %ﬁgﬁgﬁde As descri bed for exanple 85b,

-2- met hyl - 2Hpyr azol e-
Example 83

10 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy|-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-ethyl)-amide

SN N
IH / .
HO

As described for example 6, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (73 mg, 0.21 mmol), instead of 5-(5-methyl-

15  3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted to
the title compound (68 mg, 86%) which was obtained as a white solid. MS: m/e = 376.2
[M+H]".



3-carboxylic acid nmethyl ester (60 ng, 0.2 mmol), was converted, using

DL- 2-am no- 1-propanol instead of ethanolamne, to the title conpound (48
ng, 70% wibi2eto/m@eysobtai ned as a colorless oil. NS nlePETEPL18/055694

[ MtH] +. Exanpl e 88 -108-

5- (3-Butyl -5-net hyl -i soxazol - 4-yl met hoxyg) - 2- met hyl - 2H pyrazol e- 3-car boxylic
acid (tetrahydro- pyran-4-yl)-am de As described for exanple 86,

5- ( 3- but y| EXample§4 - i soxazol - 4- yl met hoxy) - 2- met hyl - 2Hpyr azol e- 3-carboxylic
acid nethyl ester (60 ng, 0.2 mmol) was converted, using 4-

am not 65-[ﬁ{BjEYu@W—@Qﬁdilﬂﬁiyﬂ?)ﬂsinﬁth&lﬁ@ﬁa@@b‘h-@lﬁéﬂox&]%-ﬁﬂh@hilliﬁ?%@mgﬂd (70
ng, 959 Wni(i.h oS obtlzlai(Ped as g cl?lor. ess oil. Ms: me = 377.2 [ MtH| +.
Exanpl agléoxy ic acid (tetrahydro-pyran-4-yl)-amide

Rac- 5- ( 3- But yl - 5- met hyl - i soxazol - 4- yl net hoxy) - 25 net hyl - 2H pyr azol e- 3- car box
ylic acid (tetrahydro-furan-3-yl)-am de As N)ed for exanple 86,
5-(3-butyl -5-net hyl -i soxazol - 4-yl net hoxy) - 2- - 2Hpyrazol e- 3-carboxylic

acid nmethyl ester (60 ng, 0.2 mml) was ¢gnv ed, using
rac- 3- am not et r ahydr of ur an inst%ad of 4 sopropyl apynge, to the title conpound
(54 nmg, 76% which was obtained Jcollor | ess K- me = 363.1

[MH +.- | | | - Exanple 9 N —
2- Met hyl - 5- [ 5- net hyl - 3- (t ét r alyrelNo- pygan- 4-yl ) -i soxagol - 4-yl net hoxy] - 2H pyr
azol e-3- carboxylic acidY\etfahiidro-pyran-4-yl)-anide a)

Tet r ahydr o- pyr an- 4- car bal dehyde oxi me To a suspensi on of

t et rahydr o- pyr an- 4- car bal dehyde (36.9 g, 259 mmol) and hydroxyl am ne (27.2
g, 388 Awrdtseribed @rhadaalpld 846 F¥3-(Bfigbrogiyeidink 24/6- Jvinkethyvhssoa aabd-d - | odithomy |-2-
acetate 2. 517 nd t esul tj m X e heate 9 C ..

over ni gttty drd b TTRb ARGl FiiST A B Pl OCnoR 8% Rrietining nen
evapor a-edinatatrabydroppee dosidad o fanephylinst etheditld avatponnd (32 mg, 37%) which was

obtained as a white solid. MS: m/e = 416.2 [M+H]".

-~

Example 85

10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-
hydroxy-ethyl)-amide
HO
o
N
H —_

e e

a) 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid methyl

cster

15 As described for example 42d, (3-butyl-5-methyl-isoxazol-4-yl)-methanol (320 mg, 1.9 mmol),
instead of (5-methyl-3-phenyl-4-isoxazolyl)methanol, was converted to the title compound
(346 mg, 55%) which was obtained as a colorless oil. MS: m/e = 308.2 [M+H]".

b) 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid methyl

cster

20 As described for example 6, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-
3-carboxylic acid methyl ester (60 mg, 0.2 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-



The organic extract was then washed with water, brine, dried over sodium
sul fate and evaporated. Purification by chromatography (silica,

hept ane: ewbybicaced7ate = 1: 1) afforded the title conmpoun®CTER280055680%)
which was obtained as a yellow liquid. g5 nme = 129.1 [MtH +. b)

5- Met hyl - 3- (t et rahydr o- pyran-4-yl )-i soxazol e- 4-carboxylic acid ethyl ester
To a solution of tetrahydro-pyran-4-carbal dehyde oxineﬁ%g¢5 g,. 50 mml) in
DVF ( 47methowas2 Bpyedo - Trarbeodiscasihintlyd csir.onay comyrt yheatitle geppound

t enper g0 g, ae%[) thechadAsedbtaAndt 4shecodokdst bR, MBS 2t 33T RN h _
tert-butyl nethylether (100 nL). The organic extract was then added dropw se
over 2 h t%ﬁg %glg%ion of ethyl 2-butynoate (61.2 ni, 52.5 mml) and
triethyl amit@™MB®A°n, 60 moi) in tert-butyl nethyl ether (47 nL) heated
under reflux and the resulting m xture heated overnight. The reaction

m xt ur S-@EFaButykSamethyl-isvxamldodmetizonye2amethyl-aHdpwravelad-edbokylie  acid  iso-
tertsb lﬁbgﬁ%ﬂ&éether and washed wi th aqueous hydrochloric acid solution (
1 N). e ctonbl ned organi c phases were dried over sodiumsulfate, filtered
and concentrated. Purification by chromatography (silica, heptane:ethyl

acetate = 100:0 to 1:1) affordeg the,title conpound (4.2 g, 35% as a light
yellow solid. M. me = 240.2 | c) [5-Methyl-3
-(tetrahydro-pyran-4-yl)-isoxaz

-yl]-methano 1 To a sol ution of
5- et hyl - 3- (t et rahydr o- pyran-4-yl)-i azol e-4- ¢arboxylic acid ethyl ester
(4.0 g, 16.7 mol) in THF (55 nL) _

0C was ed lithium alum num
hydride (349 ng, 9.0 nml). And the REsSUl®’ ng m'foure stirred for 18 h at
roomtenperature. Water (0.5 nL) was added carefpnl |y foll owed by aqueous
sodi um hydroxide (15 % 1.0 nL) and water 72 mL). Theresulting suspension
was stirred for 15 mn at anbient tenperature and filtered over Hyflo(r).
The filtrate was then evaporated and purification by chromatography
(silicahs hegpiabeal efdiylexapteat &b,= SLEbRyL O-ndtiyl-iafxboslde dinidig xy)-LHaetholrround

(1.1 g, 349 S cgl orl.ess m o =398, 1. [ Mt . 2- Met hyl = 5
om0 SEe Do it S PR g e Ao ML oA TR G P - 5
- car boxsdxago lede iy inatiixyy2Hepyrezole-3-carboxylic acid methyl ester, was converted, using

10  isopropylamine instead of morpholine, to the title compound (63 mg, 97%) which was obtained

as a colorless oil. MS: m/e = 335.2 [M+H]".
Example 87

Rac-5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-
hydroxy-1-methyl-ethyl)-amide

HO N
H
—N
—N

15

As described for example 85b, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-
pyrazole-3-carboxylic acid methyl ester (60 mg, 0.2 mmol), was converted, using DL-2-amino-
I-propanol instead of ethanolamine, to the title compound (48 mg, 70%) which was obtained as
a colorless oil. MS: m/e = 351.3 [M+H]".



To a stirred solution of 5-hydro xy-2-nethyl-2H pyrazo | e-3 -carboxylic
acid nethyl ester (4.68 g, 30 mml) and

[ 5- met hylwe-20toereiydr o- pyr an- 4-yl ) -i soxazol - 4-yl | - met haoolEPeHL0A25694 30
mmol) in THF (400 nL) at 5 OC under arg@n was added tri phenyl phosphine
(10.6 g, 39 mml ), then diisopropyl azodi carboxylate (8.23 nL, 39 nmpl) was
added dropwi se. The reaction m xture was warned to room tenperature

over ni ght . EmaemMes8tion nmixture was then extracted with ethyl acetate and

t he organic extract washed with water, dried over sodium sul phate, filtered
and evap@-Bugd-5-ineitiyl-isoaihzol -y ethv 3R ASMIPIN-frialzo 1 B-cdibpk AR a&itiNtétra-
acet at}glégg af f rygleddthe t%qtle cxg%gouﬁg@(l Z%ﬁ{g, 85% as y;l whi tgasol id.
MB: i ETY .%-ﬁnﬁh]'m! %) 2-Methyl -5 -[5-nethyl -3
-(tetrahydro-pyran-4-yl)-isoxazo 1-4-yl nmet hoxy]-2H pyrazo | e-3 -car boxylic
acid (tetrahydro-pyran-4-yl)/am\de As described for exanple Ib,

2-met hyl - 5-[ 5- et hyl - 3- (t et "\@ahydy o- pyran-4-yl)-i soxazol - 4-

yl met hoxy] - 2H pyrazo le-3 -c xyli© acid methyl ester (200 ng, 0.6 mmmol),
i nstead of 5-(5-nethyl-3 -phenyl \s#xazol - 4-yl met hoxy) - 2H-pyrazo | e-3
-carboxylic acid nethyl ester, whs nverted, usjng 4-am notetrahydropyran
i nstead of norpholine, to the title £ ound (188 ng, 76% which was

obtai ned as a colorless gum M #th s . o Exanpl e 91

5- [ 3- (4- Fl uor o- phenyl ) - 5- hydr oxymet hyW- i stkazol - 441 met hoxy] - 2- net hyl - 2H py
razol e-3- carboxylic acid (tetrahydro-pyran-4- Nani dea)

3-(4-Fl uoro-phenyl)-5-((E)-styryl)-iso | e-4-carboxylic acid To a

sol ution of 3-(4-fluoro-phenyl)-5-nethyl-isoxazol e-4-carboxylic acid ethyl

(133 1) Hedrinthe o oarbRlto: Noxi ooV todzsos it gy dng e

r eact i qryravoktiHcerbomgichaeatde dnethderesteef (60X nigor 02 mmély divas héaorvegedcusing 4- N,

The-solViRe yARRT AR ?ﬁié%gkf}’ﬁ?%mé?ﬁé@% S0 BRI bonth (Vs

77% agbainddyista epdgricsno8.VISam/avB3 72 éM=TH08. 0 [ M H|

Example 89

10 Rac-5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic  acid
(tetrahydro-furan-3-yl)-amide

As described for example 86, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-
pyrazole-3-carboxylic acid methyl ester (60 mg, 0.2 mmol) was converted, using

15 rac-3-aminotetrahydrofuran instead of isopropylamine, to the title compound (54 mg, 76%)
which was obtained as a colorless oil. MS: m/e = 363.1 [M+H]'".



b) [3-(4-Fluoro-phenyl)-5-((E)-styryl)-isoxazol -4-yl]-nmethanol To a
solution of 3-(4-fluoro-phenyl)-5-((E)-styryl)-isoxazol e-4-carboxylic acid
(19.0 g, wo.200md75 and triethylamne (8.6 ni, 61.4 moPLTIEP20BB5I6445 nl)
was added at roomtenperature a solut[ﬂ>_of et hyl chloroformate (5.97 ni,
61.4 mol) in THF (55 nmL). After 1 h the triethylam ne hydrochloride salt
was filtered off and washed with a small anount of THF. The m xture was
added to aFs@mnle 8% of sodi um borohydride (6.05 g, 154 mmol) and water (55
m.). After stirring overnight at room tenperature aqueous sodi um hydroxi de
sol ut i gMetfylN-[SLRRHHI3-e@aRaHiohyr N4 Ay-isoRizoMAL Yinieelid xyp 2t p piizbieL Bt her

r enoval ﬁé the sp &ent b Stlu| glon and chromat ography (silica,

di chl orBRRNAS Qcb@etnphydro-pyrandaylisamide ¢ ¢ o jed the titl e conpound ( 11.4
g, 63% as light yellow solid M5: me = 296.2 [ MtH +. ¢)

5-[ 3- (4- Fl uor o- phenyl ) -5-((
Z)-styryl)-isoxazol - 4-yl nethoxy]- 2- net hyl - 2H pyrazol e- 3-carboxylic acid
met hyl ester To a stirred s
5- hydr oxy- 2- net hyl - 2H pyr azolje- 3-carboxylic acid nethyl ester (3.59 g, 23.0
mmol ) and [3-(4-fl uoro- phqq -5- ((E) \atyrYyl)-isoxazol -4-yl]-nethanol (6.8
g, 23.0 mmol) in THF (279 nl) 0Gyungder @ gon was added

tri phenyl phosphine (8.1 g, et azodi car boxyl ate (13.7
m., 29.9 mmol) was added dr opwi se. ion[ mxjure was warned to room
tenperature and stirred overnight. The reagyi onim xpure was then
evaporated. Purification by chromatography (silica, heptane:ethyl acetate =
1:0 to2.7:7.5) afforded the title conpound (3.42 g, 34% as a |light yellow

sol i gl. JYSetrihRire:pddd-BedrbAittlityde xime
5-[ 3- (4- Fl uoro- phenyl ) -5-fornyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H pyr azol e-

3- b [ i id hyl A (4= |

o or Y b R Sion T R PR bS8 30T 55w aRd ok Bl
aci d_meERglg, 385 ermgl200cthgnol (BHGIBLremd )Vmeosmamymas )addnd. Beiuf2a@Buterg2,9 8, 012
1) 0B TEhARGE | QAR (39T heuted: B4 00T dovehEIHEY WiTck Slda¥h E ORI

temperature the resulting mixture was then evaporated and extracted with diethylether and water.

10 The organic extract was then washed with water, brine, dried over sodium sulfate and evaporated.
Purification by chromatography (silica, heptane:ethyl acetate = 1:1) afforded the title compound
(16.8 g, 50%) which was obtained as a yellow liquid. MS: m/e = 129.1 [M+H]".

b) 5-Methyl-3-(tetrahydro-pyran-4-yl)-isoxazole-4-carboxylic acid ethyl ester

To a solution of tetrahydro-pyran-4-carbaldehyde oxime (6.5 g, 50 mmol) in DMF (47 mL) was

15 added N-chlorosuccinimide (6.95 g, 50 mmol) at room temperature and the after 3 h the mixture
was extracted with tert-butylmethylether (100 mL). The organic extract was then added
dropwise over 2 h to a solution of ethyl 2-butynoate (61.2 mL, 52.5 mmol) and triethylamine
(8.4 mL, 60 mmol) in tert-butylmethylether (47 mL) heated under reflux and the resulting
mixture heated overnight. The reaction mixture was then cooled to room temperature and

20 extracted with tert-butylmethylether and washed with aqueous hydrochloric acid solution (1 N).
The combined organic phases were dried over sodium sulfate, filtered and concentrated.
Purification by chromatography (silica, heptane:ethyl acetate = 100:0 to 1:1) afforded the title
compound (4.2 g, 35%) as a light yellow solid. MS: m/e = 240.2 [M+H]".

¢) [5-Methyl-3-(tetrahydro-pyran-4-yD)-isoxazol-4-yl]-methanol

25 To a solution of 5-methyl-3-(tetrahydro-pyran-4-yl)-isoxazole-4-carboxylic acid ethyl ester (4.0
g, 16.7 mmol) in THF (55 mL) at 0 °C was added lithium aluminum hydride (349 mg, 9.0
mmol). And the resulting mixture stirred for 18 h at room temperature. Water (0.5 mL) was
added carefully followed by aqueous sodium hydroxide (15 %, 1.0 mL) and water (2.2 mL). The



chloride (42.9 ng , 0.18 nmmol) in dioxane (3 nL) and water ( 1 nlL) was
heated for 25 mn at 120 OC in a m crowave. Water was then added to the
reacti on woxduve7e8d the resulting m xture extracted w PoTAPhyl/083HeL at e.
The organic extract was then evaporateg,and the residue purified

bychr omat ography (silica, ethyl acetate:heptane = 1:4 to 9:1) to afford the
title conpound (120 ng, 72% as a yellowoil. M5 nmle = 418.1 [ MFQAc] .
Altern ge$1Ut@}%,sus§en51on was stirred for 15 min at ambient temperature and filtered over Hytlo®.
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As described for example 1b, 2-methyl-5-[5-methyl-3-(tetrahydro-pyran-4-yl)-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid methyl ester (200 mg, 0.6 mmol), instead of
5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was

20 converted, using 4-aminotetrahydropyran instead of morpholine, to the title compound (183 mg,
76%) which was obtained as a colorless gum. MS: m/e = 403.1 [M-H].

Example 91

5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide

25



1:0 to 4:1) afforded the title conpound (3.63 g, 88% as a white solid. M
me = 418.1 [ MFOAc] . Q)
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chromatography (silica, dichloromethane:methanol = 1:0 to 95:5) afforded the title compound

(11.4 g, 63%) as light yellow solid. MS: m/e = 296.2 [M+H]".

¢) 5-[3-(4-Fluoro-phenyl)-5-((E and/or Z)-styryl)-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-

3-carboxylic acid methyl ester

20 To a stirred solution of 5-hydroxy-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (3.59 g,
23.0 mmol) and [3-(4-fluoro-phenyl)-5-((E)-styryl)-isoxazol-4-yl]-methanol (6.8 g, 23.0 mmol)
in THF (279 mL) at 5 °C under argon was added triphenylphosphine (8.1 g, 29.9 mmol), then
diethyl azodicarboxylate (13.7 mL, 29.9 mmol) was added dropwise. The reaction mixture was
warmed to room temperature and stirred overnight. The reaction mixture was then evaporated.

25 Purification by chromatography (silica, heptane:ethyl acetate = 1:0 t02.7:7.5) afforded the title
compound (3.42 g, 34%) as a light yellow solid. MS: m/e = 434.3 [M+H]".

d)  5-[3-(4-Fluoro-phenyl)-5-formyl-isoxazol-4-ylmethoxvy]-2-methyl-2H-pyrazole-3-carboxylic

acid methyl ester

A mixture of 5-[3-(4-fluoro-phenyl)-5-((E and/or Z)-styryl)-isoxazol-4-ylmethoxy]-2-methyl-
30 2H-pyrazole-3-carboxylic acid methyl ester (200 mg , 0.46 mmol), osmium(VIII) oxide (2.93
mg , 0.012 mmol), sodium metaperiodate (394 mg , 1.84 mmol), benzyltricthylammonium
chloride (42.9 mg , 0.18 mmol) in dioxane (3 mL) and water (1 mL) was heated for 25 min at
120 °C in a microwave. Water was then added to the reaction mixture and the resulting mixture

extracted with ethyl acetate. The organic extract was then evaporated and the residue purified by



Exanpl e 93

5-[ 3-(4-Fl uor o- phenyl ) - 5- hydr oxynet hyl -i soxazol - 4-yl met hoxy] - 2- net hyl - 2H py
razol e- 3-woantvoreyd7sc aci d am dea) PCT/EP2010/055694

5-[3- (4- Fl uor o- phenyl) - 5- hydr oxymet hyl rjissoxazol - 4-yl net hoxy] - 2- net hyl - 2H py
razol e-3- car-boxylic acid To

5-[3-(4-fluoro-phenyl)-5-hydroxynet hyl -i soxazol - 4-yl met hoxy] - 2- net hyl - 2H py
razol e-CBromaapEaRky (Sthcac‘i:taylr?étﬂﬁgﬂ hepgane = {25091y to effdd thanilo cqrx&popmt (120 mg,
), nethengla B ol MBngcwatidrl (M+dAcl) was added lithium hydroxide
(33.8 ng, 1.4 rrrml) The reaction mxture was stirred for 2 h at room

t enper }ﬁl ... Addi ti on of aqueous hydrochloride solution ( 1 N, 25 nL) and
extractT R W ER et hyl acetate yielded the title compound (220 ng, 92% as a
i ght brown solid VE: rrle 3460[I\/H-I] . b)

5-[3-(4& & 3 [ ey
razok e- 3y cany %%%1@03 @a‘%b&&%‘a@ﬁl 08 Sghuti on of

5-[ 3- (4 fTuoro- phenyt ) - nyuroxymet nyl -| soxazol 4- yI rret hoxy] 2 met hyl - 2Hpyr
azole- 3 -carboxylic acid (20 was added

- cakbdMIEen ¢ Akt ﬂu‘eml@@n 5- @E@gd/ﬁﬁéil ftyr#hzssowgérﬁmlwsth%‘é]c% sehyl-
m xt ur eHpsrass le3-@abd g tic held rﬁéthﬁpes% (200nighen3tm@al el dwxkfe ANMANRRG iadaed

hyd | ut d st ht at

torper VLT IR SR Q7 b b3 dhend pihFE Oty i kB Mapioe

chl ori d.5(%at/ursatueidh matrtuthhe /P32 tuk.e0. M snex} ata t@ dlhei rbdcteh hyiktuac ehastaredThe
t

com o QLRSS SR ThE RSB Rl A 3] g

and evapdiuat thiosulfatse She cambined argpnisuestractsay ersrwashed idnhwinsg feiprh yfilessd anch,

d' chl Or&ﬂﬁ‘érgﬁﬂ\;\eﬂl’fét'?(g@@tﬂ@ bxtrac® ¥ad tﬁeﬁ egaﬂ&rat@ﬁ faﬁ’d ﬂl%‘iiestldﬂi% ﬁdrffie@ bg%ﬂﬂﬁﬁtﬂ@’grﬁﬁﬂ}p

5 [ 3- (f I#P%.cﬁt laﬁ%tﬁg@rfyep@nﬁyg/lrs 6@%&9 ﬁﬁprqeéa%%ﬁr C%nmw@%@q F /e Ry Vhis py

razol e-s3tid. MS: m/e = 466.1 [M+H]".

15 )  5-[3-(4-Fluoro-phenyl)-5-formyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic

acid methyl ester

Sodium (meta)periodate (3.67 g, 17.2 mmol) was added at 0 °C to a mixture of 5-[5-((1S,2R)-
1,2-dihydroxy-2-phenyl-ethyl)-3-(4-fluoro-phenyl)-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid methyl ester (5.35 g, 11.4 mmol) in THF (29.6 ml) and water (6.1

20 ml) and the resulting mixture stirred at 0 °C over night. The reaction mixture was extracted with
water and ethyl acetate, and the organic phases were washed with brine, dried over sodium
sulfate, filtered and evaporated. Purification by chromatography (silica, heptane:ethyl acetate =
1:0 to 4:1) afforded the title compound (3.63 g, 88%) as a white solid. MS: m/e = 418.1
[M+OACc].

25 g) 5-[3-(4-Fluoro-phenyD)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

car-boxvlic acid methyl ester

A solution of 5-[3-(4-fluoro-phenyl)-5-formyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid methyl ester (720 mg, 2.0 mmol) and sodium borohydride (158 mg, 4.0 mmol)
in methanol (36 mL) were stirred for 1 h at room temperature. Addition of 10% aqueous citric

30 acid (100 mL) was followed by extraction with ethyl acetate. The combined organic extracts
were washed with brine, dried over sodium sulfate, filtered and evaporated. Purification by
chromatography (silica, heptane:ethyl acetate = 4:1 to 1:1) afforded the title compound (510 mg,
70%) as a white solid. MS: m/e = 420.3 [M+OAc]".
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As described for example 91h, 5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-

2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (150 mg, 0.42 mmol) was converted, using

isopropylamine instead of 4-aminotetrahydropyran, to the title compound (90 mg, 56%) which
15 was obtained as a white solid. MS: m/e = 387.0 [M-H]".

Example 93

5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid amide
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0.29 mml ) and rac-3-am notetrahydrofuran (25.1 ng, 0.29 mmol) and the
resulting mxture stirred overnight at roomtenperature. The reaction

m xture e 20tven797sur ed into aqueous sodium chloride (saCcumee@dpssnd t he

m xture was extracted with ethyl acetatg. The conbined organic | ayers were
then washed with water and saturated sodi um hydrogen carbonate sol ution and
then dried over sodlunlsulfate fllnered and evaporated Cbncentratlon and
purificd : X 3l-15¢) p : 0
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h at 60 °C and then treated with an ammonium hydrox1de solution (887 pL, 5.8 mmol) and
15 stirred overnight at room temperature. The reaction mixture was then poured into aqueous

sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The combined

organic layers were then washed with water and saturated sodium hydrogen carbonate solution

and then dried over sodium sulfate, filtered and evaporated. Concentration and purification by

chromatography (silica, dichloromethane:methanol = 98:2 to 9:1) afforded the title compound
20 (170 mg, 85%) as a white solid. MS: m/e = 345.0 [M-H]".

Example 94

5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide

25  As described for example 91h, 5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.28 mmol) was converted, using
2,2,2-trifluorocthylamine instead of 4-aminotetrahydropyran, to the title compound (115 mg,
97%) which was obtained as a brown solid. MS: m/e = 427.0 [M-H]".



To a stirred solution of

3-(4-chl oro- phenyl ) -5-net hyl -i soxazol e-4-carboxylic acid ethyl ester (9.6
g, 36.1 nwolpreamn@d7benzal dehyde (3.69 nL, 36.1 muol) in eChared10(056941) was
added sodi um ethoxide (2.71 M 14.6 nlL;;,39.7 mml) and the reaction was
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solid. Ms: nle = 324.1 [MH .b)
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a solution of sodium borohydride (1.82 g, 46. 1) in water (18 mi).
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N) was added. Extraction with tert-but

um hydroxi de solution ( 1
and purification by
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3-carb i,C, aci d, net hyl ester. escri bed for, example 91d, ..
o Lo (A B R iRaf S b i By G, G tite compound
(115 mg, 87%) which was obtained as a brown oil. MS: m/e = 477.0 [M-H]".

Example 96
10 5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (1-methyl-1H-pyrazol-3-yl)-amide
OH

As described for example 91h, 5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.28 mmol) was converted, using

15  1-methyl-1H-pyrazol-3-ylamine instead of 4-aminotetrahydropyran, to the title compound
(80 mg, 68%) which was obtained as a white solid. MS: m/e = 425.1 [M-H].



yl met hoxy] - 2- net hyl - 2H pyr azol e- 3-carboxylic acid nethyl ester (3.0 g, 6.7
nmol ), instead of 5-[3-(4-fluoro-phenyl)-5-((E and/or

Z) - st yrylwoi2emxazob- 4- yl met hoxy] - 2- met hyl - 2H pyr azol e- 3PCtaprhapbices aci d
met hyl ester, was converted to the tit_i71 _conpound (2.4 g, 100% which was
obtained as a white solid. M5 me = 376.1 [ MtH +. e)

5-[3-(4- Chl oro- phenyl ) - 5- hydr oxynet hyl -i soxazol - 4-yl met hoxy] - 2- net hyl - 2H py
razol e- 3- dxamyd&P7ic acid nethyl ester As described for exanple 9lg,
5-[3-(4-chl oro-phenyl ) -5-fornyl -i soxazol - 4-yl net hoxy] - 2-

met hy| -Ré¢-5Y3-24-PMudred phaiREHydeo 8@ éth ik bydzo Bsyhhethd x| -Z-m&@h G- 7MQy)azole-

i nstead, of  5-]3- 4-fP orophepyl ) - .

5-f or nﬁ'?‘}rgB}éQ}‘:oéc.‘ﬁ.(V?rﬁ%YﬁH&W’?éﬁﬁ%‘?ﬂgﬂ‘@%|-|. pyrazol e- 3- car boxyl i ¢ acid

met hyl ester, was converted to the title ¢gmpound (2.4 g, 100% which was
obtained as a white solid. Ms: me = 378. X [ MtH] +. f

5-[ 3- (4- Chl or o- phenyl ) - 5- hydr oxymet hyl - i soxazePx 4- yl net hoxy] - 2- et hyl - 2H py
razol e- 3- car-boxylic acid isopropylam de As \peyuri bed for exanple 9l h,

5-[3- (4-chl or o- phenyl ) - 5- hydr oxynet hyl - i soxazoet<4-yl net hoxy] -

2- met hyl - 2H- pyr azol e- 3-carboxylic acid hyl estyer (100 nmg, 0.27 mol),

i nstead of 5-[3-(4- fluoro-pherfy o ¢ I soxazo 1-4-yl met hoxy]
-2-nmet hyl - 2H pyrazo | e-3 -carbox I{i,‘ er, was converted,

usi ng i sopropyl am ne instead Nl-am'l ot et rahydr opykan, to the title
conpound (60 ng, 56% which s tbbtai'ned as a white Bolid. M5: me = 405.3
[ MFH] +. Exanpl e 101 5-

[ 3- (4- Chl or o- phenyl ) - 5- hydr oxymnet hyl - i soxazol - 4-yl met hoxy]

- 2- net hid a Xelypipn arfod-£3-84-floamobahey ) l)-S-lacrak yniethylatoxd za-4p yinathoky Y2 ymethy ldBH-As
descri [ e 1 , 3-(4- or 0- phenyl ) hydpo | - azo
1oa yIRErRI FARIRIE, | (P Pl RS SRRSO, | TRV AYITMAL wlsey

. pyrazo lI'e-3 -carboxylic ac ester (100
my, 0. 27hydrexybenenrizanty dvdete (4S0nged-0af momeb s &ﬁ?@s’@ﬂ?‘?&ﬂmlmm@aﬁl%f uL,

i sopropyt@nhmel), Ne3-endthilh iRV £RPicarbodiimidazole hydrochloride (56.3 mg,

0.29 mmol) and rac-3-aminotetrahydrofuran (25.1 mg, 0.29 mmol) and the resulting mixture

10 stirred overnight at room temperature. The reaction mixture was then poured into aqueous
sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The combined
organic layers were then washed with water and saturated sodium hydrogen carbonate solution
and then dried over sodium sulfate, filtered and evaporated. Concentration and purification by
chromatography (silica, dichloromethane:methanol = 99:1 to 95:5) afforded the title compound

15 (60 mg, 50%) as a white solid. MS: m/e = 415.1 [M-H]".

Example 98

Rac-5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-
3-carboxylic acid (3-methyl-oxetan-3-yl)-amide

OH
O\
[N
o) @)
>_(/\|(
‘ ~N
N N
@) H /
F

20 As described for example 97, 5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid (100 mg, 0.29 mmol) was converted, using 3-methyl-3-



ng, 42% which was obtained as a white solid. M5 nmle = 447.3 [ MtH] +.
Exanpl e 102

5-[ 3- (4- GNDanw/phenayl ) - 5- hydr oxynet hyl - i soxazol - 4- yl met roXEP2@0mEI6bY | - 2H py
razol e-3- carboxylic acid am dea) _119-

5-[ 3- (4- Chl or o- phenyl ) - 5- hydr oxynet hyl -1 soxazol - 4-yl net hoxy] - 2- net hyl - 2H py
razol e-3- car-boxylic acid As described for exanple 93a, )

5- [ 3- ( axetingnBegpEmid L meRyamipiptablioirae ka ths) titke- samopRé x§q me, 50%) which

2- met hyhasZittRyddaaQl whigs eamd 8K Ine =agisdl ety ! ester (500 ng, 1.32 nmol),

i nstead of 5-[3-(4- fluoro-phenyl)-5 -hydro xymet hyl -i soxazo 1-4-yl net hoxy]
- 2- et hyl - raég | e-3 -carboxylic acid nethyl ester, was converted to
the title %gﬁﬁﬁﬂﬁ (440 ngy, 919% which was obtained as a white solid. Ms:
me = 361.9 [MH . b) 5-[3-(4-Chloro-phenyl)-5-hydro xynethyl -i soxazo

| - 4- yl niSt[Be(dyiflu@rorphdnyl)-hy gyoxypwitkeyldso xaael- b yhyé¢thoxd e2-thethyld -pyrarobdr i bed
for ex i aracni PN

571 3 ( AVEHT Sr oS A PP IRCR SYImEANONe o o1 -4yt met hoxy] -
2-met hyl - 2H pyrazo | e-3 -carboxylic aciﬂcjloo ng, 0.28 nmmol), instead of
5-[3-(4-fluorophenyl)- 5 -hydro xynethyl -\ so 1- 4-yl met hoxy]
-2-nmet hyl - 2H pyrazo | e-3 -carboxylic aci d, ™~ onverted to the title
conmpound (25 ng, 25% whi s obtained as \g ite solid. Ms: me = 363.1
[ MtH] +. Exanpl e 103 0
5-[ 3- (4- Chl or o- phenyl ) - 5- hydfoxynet hyl -+ Soxazol met hoxy] - 2- net hyl - 2H py
razol e- 3- carboxylic acid (2 2N2-tri i de As described for
exanpl e 100f, 5-[3-(4-chloro-phe i
yl met hoxy] -2-nethyl - 2H pyrazo |- )$arboxylic aci ¢ net hyl ester (100 ny,
0.27 mmol ) was converted, using ,2,2Ltrifluoroethylanine i nstead of

i sopropylamne, to the title conpound (38 ng, 329 which was obtained as a

white spl yde bl fo%ﬁnﬁ)lé 6%‘SQ[j—M—ﬁﬁoro@ﬁ@ﬁ%ﬂ-g-%gfbxymethyl-isoxazo1—4-ylrnethoxy]-2-

methyl-2H-pyrazole-3-carboxylic acid (100 mg, 0.29 mmol) was converted, using 2-oxa-6-

azonia-spiro[3.3]heptane oxalate salt instead of rac-3-aminotetrahydrofuran, to the title
10 compound (35 mg, 28%) which was obtained as a white solid. MS: m/e = 487.3 [M+OAc] .

Example 100

5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide

OH

ba I :

15 a) 3-(4-Chloro-phenyl)-5-([E]-styryl)-isoxazole-4-carboxylic acid

To a stirred solution of 3-(4-chloro-phenyl)-5-methyl-isoxazole-4-carboxylic acid ethyl ester
(9.6 g, 36.1 mmol) and benzaldehyde (3.69 mL, 36.1 mmol) in ethanol (54 mL) was added
sodium ethoxide (2.71 M, 14.6 mL, 39.7 mmol) and the reaction was heated under reflux for 10
min. Hydrochloric acid (1 N, 43.4 mL) was added and the resulting mixture was then triturated

20  with dichloromethane and filtered to afford the title compound (6.21 g, 53%) as a light yellow
solid. MS: m/e = 324.1 [M-H].



5-[ 3- (4- Chl or o- phenyl ) - 5- hydr oxynet hyl -i soxazol - 4-yl net hoxy] - 2- net hyl - 2H py
razol e-3- carboxylic acid (2,2, 3, 3, 3-pentafl uoro-propyl)-am de As descri bed
for exanpWe 20027975- [ 3- (4- chl or o- phenyl ) - 5- hydr oxymet hy IPCraPz@n 055644

yl met hoxy] - 2- net hyl - 2H pyr azol e- 3- car lic acid nethyl ester (100 ny,
0.27 mol ) was converted, using 2,2, 3,3, 3-pentafl uoropropyl anine instead of
i soprop Ian‘él‘ne to the tltletcorrpound (35 mgt 26% whi ch was obtained as a

[3-(4- ChI or o- phenyl ) 5 hydr oxynet hyl -1i soxazol 4y| met hoxy]
- 2- et hpd - 2Hsglytigz obe- 33(4 @lﬂbhﬂggdn %Eqist@fyﬂ} -BpRORY-aThBex Ak deser (dedgf or
et

I | | -
o1 et hoty Ttk SRRy i 3,8 AT i oS e ierioy mgm
0. 27 m‘taﬂnpemtme g soluton efigthylsihhgobymhedil GoylLahd.Aenrmely i EHFdf 7 Asoby. dyier drhi ne,
t 0 t§1e i&%ﬁlgﬁ W&E&l&&% &?ﬁ %Oﬁﬁer%bﬁhaMaﬁga%i{heg szl gm\a’ﬁhtt@f "Pﬁ#' 'Fhe VB!

)6
5 [3 (450@110@r\ﬁaSpﬂ@hyﬁld}igglwwdmb%}ﬂiﬂe@f"mdm@ds@é@@rdﬂdﬁ>(I1r$§t #o%y] meBtinywatoH py
(rjgéglr Ieb?rg ey %I dtlrife bdetﬁfg%) a? rdord tépdrhted SodindEtyaydxidd WldioR (1 36 Ks
5-[ 3- (@dgﬁ{ 6tr%@ﬁym%5t%3yt5m1p@apr ja0dy gytdficagion by chromatography (silica,
yl met hQMM%loanféﬁtaJﬁyj 2Afbridyd azied eﬁtﬁe gad;rbgmyid! fc(|4<';15(21 dg lrrméqm hssls; er ﬁﬂ‘ill@()_ﬂdfﬂd
S ing L-2,2,2-trifluoro-I-(net et am ne

|nsz g](]\qg _Bgé)g;%ﬁfﬁjgd@o tghe title conpound (21 ny, )1/7% V\A)‘/li ch was
obt ai ned as a coI orI ess gum MS: me = 459.3 [ MtH +. Exanpl e 107 5-
[ 3-(4- (4 3 RS \)-Istvurv:l)ymzaﬁol-A yinethokpk3methyl-2H-pyrazole-

- 2- et @J:ar%y@%ra@ﬂ%@ch@l esFe@r boxyl ic acid
(2- hydroxy-T,T-di nethyl-ethyl)-amde To a sol ution of

5-13-(4-chlorq ph nyl ) - 5- hydr ox h spxazol - 4 yl met hoxy] | - 2Hpyr
azol e- 3 éifﬁ%a@w R sl doc i b g%“hﬁ%?np’ r (et Y(@S‘?Soﬁ‘ﬁzjo Emiathi)
(100 mg, 0.29 mmol), instead of 3-(4-fluoro-phenyl)-5-((E)-styryl)-isoxazol-4-yl]-methanol, was
15 converted to the title compound (150 mg, 43%) which was obtained as a white solid. MS: m/e =
450.2 [M+H]".

d) 5-[3-(4-Chloro-phenyl)-5-formyl-isoxazol-4-ylmethoxvy]-2-methyl-2H-pyrazole-3-carboxylic

acid methyl ester

As described for example 91d, 5-[3-(4-chloro-phenyl)-5-((E and/or Z)-styryl)-isoxazol-4-

20  ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (3.0 g, 6.7 mmol), instead of
5-[3-(4-fluoro-phenyl)-5-((E and/or Z)-styryl)-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid methyl ester, was converted to the title compound (2.4 g, 100%) which was
obtained as a white solid. MS: m/e = 376.1 [M+H] .

e) 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

25  car-boxvlic acid methyl ester

As described for example 91g, 5-[3-(4-chloro-phenyl)-5-formyl-isoxazol-4-ylmethoxy]-2-

methyl-2H-pyrazole-3-carboxylic acid methyl ester (2.4 g, 6.6 mmol), instead of 5-[3-(4-fluoro-

phenyl)-5-formyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester,

was converted to the title compound (2.4 g, 100%) which was obtained as a white solid.
30 MS: m/e=378.2 [M+H]".



1- hydro xybenzotriazo le hydrate (43.0 ng, 0.28 mmol),
N- et hyl di i sopropyl am ne (120 nL, 0.69 mol),

N- ( 3- di mewbybewmi2ngpr opyl ) - N - et hyl car bodi i m dazol e hydr echEreéid®si648. 0 ny,
0.28 mmol ) and 2-ami no-2-nethyl -1 -propgnol (25.3 ng, 0.28 mml) and the
resulting mxture stirred overnight at roomtenperature. The reaction

m xture_was then oured |nto aqueous SOdI um chI or| de saturat ed) and the

t hen m&gh@dectahlw\@@@bpﬁml@at ur at ed SOdI um hydr ogencar bonate soI ut| on and
then dried over sodiumsulfate, filtered and evaporated. Concentration and

SETS' 87 PRt e AT TRl 85 pis Do e R TRy Tedioge -

435. 3 [Mieﬂh—yl 2 Bxaympdode-3@8rboxylic acid methyl ester (100 mg, 0.27 mmol), instead of 5-[3-(4-

5-[3:( he ' Z 2H py
¢ azo o Ty Bhy Pt L AR b A i O REb L Rl o

exanpl eckbmethyl Fsel( AvasHIoBy &tqsh appE )lsmw&r@my nre&tt of %@mamtrahwrlomahotw]

2- met hythe thtepwngmhe B0-18&" BORY hiticirGlad dbtiRedmds aowﬁﬁe BRA.) MR Sme0RVRYstRd,
usi ng 3[ rre[%ﬂ oxet anam ne i nstead of 2-am no-2-nethyl-I-propanol, to
the titlMs mpound (39 ng, 32% which was obtained as a white solid. Ms:
me = 433.3 [ MtH +. Exanpl e 109

{5-[ 3- (4- CHxanpleh&hyl ) - 5- hydr oxynet hyl -i soxazol - 4-yl met hoxy] - 2- net hyl - 2Hp
yrazol 3- yl}-(2-oxa-6-aza-spiro[ 3. 3] hept-6-yl)-nmethanone As described for

exa I : QX oxy] -
2 ¥ hgt o CBlor g S sh B Ro B PVBRIY Lo e PR A0
usi ng M&@X}’G‘c agitofietakydrodpzasiddpamiée oxal ate salt instead of

2-am no-2-net hyl -1 -propanol, to the t|tIe conpound (38 ng, 48% which was
obtained as a colorless gum MS: me = 44%B [ M+H] +. Exanpl e 110

Rac-5-[ 3- (4- Chl or o- phenyl ) - 5- hydroxynet hyl xi sggazol - 4-yl met hoxy] - 2- net hyl -
Hpyrazol e- 3-carboxylic acid (tetrahydro-fur \1 3Nyl ) - ani de

O

Cl

As described for example 100f, 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.27 mmol) was

15 converted, using 4-aminotetrahydropyran instead of isopropylamine, to the title compound (50
mg, 42%) which was obtained as a white solid. MS: m/e = 447.3 [M+H] .

Example 102

5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

carboxylic acid amide

Cl
/
IGNYS
I\{ y/ OWO
O
NH



As described for exanple 107,

5-[3-(4-chl oro- phenyl ) -5- hydr oxynet hyl -i soxazol - 4-yl net hoxy] -

2- met hyl -®bR2pywwazobe- 3- car boxylic acid (100 ng, 0.28 mMmPCI/BRaGIONSTsVEr t ed,
usi ng rac-3- am notetrahydrofuran i nst_@%_ of 2-am no-2-nethyl -1-propanol,
to the title conpound (73 ng, 61% which was obtained as a col orl ess gum
M5: me = 433.3 ple 11 ,
{5- [ 3- (A= Cn-Bre-Ghleryphens Dy Avdieyyraethylrisp e dlmethg e meshy]-2H=nie4ae)q
yrazol -@r-b¥klic(idd- di f | uor o- pi peridin-1-yl)-nmethanone As described for
exanpl e 107, 5-[3-(4-chloro-phenyl)-5-hydroxynet hyl -i soxazol - 4-yl net hoxy] -

2- t hy| - 2H | e- 3- b i id . (10 0. 28 | t ed,

oy s B R ARD R 3RO YA R oCp el TR daiy e o SRR

2- am n®-tethgt-Bikpyirazole paadoxyioadit endthtl| estec 65Gomad 1. 38 tnmgl), BF%Ad whb¢B-(das
bt ai : = .

o0 % Eﬁﬁlﬁ?@gﬁ%ﬂgﬁf%—%&%@?w@%k%%%ﬂ-i‘f%?ﬁ%é%ﬁa%@?%eﬁ?ﬁﬁ%%%Cé%bggzil%- 3 car

boxy! | Gccmathybeseroan EoMeDed otiiyitk camngendy4d0 mg, 91%) which was obtamed as 4

3- But ylwiitd ol Sy hid > 36304 A%pHe- 4- carboxylic acid To a sol ution of
3-butyl -5-net hyl -i soxazol e-4-carboxylic acid ethyl ester (15.0 g, 71.0
ind be i

nmol ) al dehyde, (7,2 71.0 mmol ) in ethapol (100 was added
G yaraxymethyl-i1soxazgl-4-yimet e NYT3 g

react i aar-boxitlicraeidrasidsti rred at refl ux fbr 2 h, cbol ed to roomtenperature
and stirred for 17 h. Hydrochloric acid ( 1 N, 85 nL) was added and the

phatts e e B P TR e L a0 Py PRI DA T

filtratZzemgdyl-ebrpesmolad sdrbosylie meidgitl00 ang.o-28asigolyolistradnal rSelBrifstlunrpi zed
from h%heﬂﬁ?%%@%é&éyﬁiékhﬁ@%&@icﬁft ﬁ@tﬁoqry}izirﬂ&hﬁizt,r![-@yfa%mumw;@-ng &id, 449 as

a yellow solid. S me = 270. ~.b) . . : :
[ 3- But ylomEeriqdgfe ZF%@H@) CPEBEHDI(22-§B] -2é§«t>hafﬁtﬂh TGS 20¥INEd i 45n 2 ovhite solid.
3- but yIMS: o[}k 363 .y [WI+HH]i soxazol e- 4- carboxylic acid (7.0 g, 25.8 mml) and

15 Example 103

5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide

Cl
/
F
N—N F
7 /4
N O/K)\“/N%F
o)
o)
o)

As described for example 100f, 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-

20  ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.27 mmol) was
converted, using 2,2,2-trifluoroethylamine instead of isopropylamine, to the title compound (38
mg, 32%) which was obtained as a white solid. MS: m/e = 443.0 [M-H]".



triethylamne (3.8 niL, 27.0 nmol) in THF (30 nL) was added at 0 OC et hyl
chloroformate (2.6 nL, 27.0 mmol). After 1 h the triethylam ne

hydr ochl owoaelgrara7swas filtered of f and washed with a smwalEPanwoOsicoof THF.
The filtrate was concentrated, the re§'2§ge taken up in ethanol (70 m.) and
added to a solution of sodium borohydride (2.4 g, 63.4 mol) in water (35
m) at 0 OC. After stirring at roomtenperature for 2.5 days, the reaction
was quenchd&ammle 19 ueous sodi um hydroxide ( 1 M 40 nL) and extracted
twice with tert-butyl nethyl ether. The conbi ned phases were washed with

brine, si[3-eHCRIRE-pheAy-F-IByirbayfie@ylisokaZoruedmeliitayf-2lhéthyP2Wagyrazole-3-
concent r%ed lo adnée%1 3;{/ o] l?)&nd puri fbed BX fl ash chromat ography (silica,
di chl orBHROAS&cid (2 rPEPSHIEPrOPIPYIAMIEC ot f ord the title conpound (6.9
g, 98% as an orange oil. Ms: me = 258.1 H +. c¢)

5-[3-Butyl -5-(I, 2-di hydr oxy- 2- phenyl - et hyl Y- soxazol - 4-yl nmet hoxy] - 2- net hyl -
2H pyrazol e-3- carboxylic acid nethyl este Q. stirred solution of

5- hydr oxy- 2H pyrazol e- 3-carboxylic acid mnet hy\ ester (937 ng, 6.0 mml) and
[ 3-butyl -5-([E]-styryl)-isoxazol -4-yl]-methanot—{(1.54 g, 6.0 nmmol) in THF
(120 nL)at 5 OC under argon was added_trjphe phine (2.1 g, 7.8 mol),
t hen di ethyl azodicarboxylate (£06 ¢ ®.0 nmol) added dropw se. The
reaction mxture was warned to ro emper ature Ai ght. The reaction

m xture was then poured inté agugous di um chl or (saturated) and the

m xture was extracted wiF t Hyl Hacet ate. The conbi n€l organic | ayers were
then washed with water ancf:fs gated sodi um hydrogen carbonate sol ution and
then dried over sodiumsul'fgte, filtered and evaporated. Concentration and
purification by chromatography (silica, heptane:ethyl acetate = 4:1 to 7:3)
afforded the intermedi ate product (1.07 g, 45% as a yellowoil. M5 me =
396.2 [AHdescribsd g 105 useBiplof 10RE ién[éw(%éakoai-ahiswad%ﬁydreBymgthﬁl;lsgwohﬁn|)
in ttertylﬂﬁﬂl@{aﬂL}ﬁﬁﬂlymH-WﬁécﬂQQQﬁrMyM YRl ﬁ%ﬂ&l GEhtewi (100 \ﬁ@g,e@.é’ﬁ 5@{[nﬁb)\ivasghe
reacti on m xture.wa rre roomtenperature overni and extrac

i th etRroder S 2rhe s ComBr A G e n AS S oy SRRt Fb BPf e
dri ed aeemposnd{Frmg, 164X ehiamevas obtained as a white solid. MS: m/e = 495.1 [M+H]".

Example 105

10 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid cyclopropylamide

OH

W

>N Cl

As described for example 100f, 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.27 mmol) was

15 converted, using cyclopropylamine instead of isopropylamine, to the title compound (32 mg,
30%) which was obtained as a white solid. MS: m/e = 403.2 [M+H]".



concentrated to a yellow oil. The crude material was purified by flash
chromat ography (silica gel, heptane:ethyl acetate 7:3 to 1:1) to afford the
title compount)/i229%6 ng, 51% as a colorless oil. M. m eCEFEL22Q0A5i6M-H] +. d)
5-(3-Butyl - 5- hydr oxynet hyl -i soxazol - 4- et hoxy) - 2- met hyl - 2H- pyr azol e- 3- car
boxylic acid nmethyl ester To a solution of

5-[3-butyl -5-(1, 2-di hydroxy- 2- phenyl - et hyl ) -i soxazol - 4-yl net hoxy] - 2- net hyl -
2H pyrazol &x3myde ¥yl ic acid methyl ester (440 ngy, 1.03 mml) in benzene
(2 nL) was added lead tetraacetate (545 ng, 1.23 nmmol) with benzene (2 nl)

?n? th€5-Pet@ﬁ(jhlfgoﬁlﬁﬂl%nﬁlyisgjﬂﬁﬁoliimémgmbsbEm%tlgfegﬁ#g-ﬂlggthgnﬂ%ﬂgﬁﬁz(gg@d_
etraace e .. . an nzene added. er m n,
t he suscﬁéﬁ%’fy %@'?Q@Fgﬂ% 'rl"(‘,‘gmyi'gflpﬁq)'ﬁ Wehe filtrate was

concentrated to give crude 5-£3 -butyl -5-fornyl -i soxazo

| - 4-yl met hoxy) - 2- met hyl - 2H- pyrazo | e-3-carboxylic acid nethyl ester as a
yellow oil (330 ng). The oi s taken up in nethanol (12 nlL) and sodi um
boro hydride (97 ng, 2.57 was added in portions over 3 mn. Upon
addition, the reaction bec clear light yellow solution containing a
bl ack precipitate. After stifring at roonvtenpeﬁgture for 15 mn, the

m xture was filtered over celite(r) amtNhe fHL%F&ggake was washed with

met hanol . The filtrate wasN&o d d tH esi due was portioned

bet ween 0. 5M aqueous hydro ric &ci nd gt hyl adetate. The aqueous phase
was extracted two tinmes with eh\hyl acetate d the conbi ned organi c phases
were washed wth brine, dried gver sodiumsulfate and concentrated to
afford a yellow oil. The crudtOnaterial was purified by chronatography
(silica, heptane:ethyl acetate 1:0 to 1:1) to afford the title conpound

256 770 a golo 0iqlnn ¢ M5 = ' 1€
52 (2 oyl ey BRa P CRuBRk o Pt R ot e Lo U RRDBRLKERLE B
aci d metimgthosglt zmerhykiZktpyrezal¢-35aftilie yeidsmegtil gt d100 mg, 0.27 mmol) was
Z) - st yrphdert 0%340 1~ 4.2 (TBfBRX Y  mérhyBE MY landht R¥I@E WYfescropylamine, to the title

compound (21 mg, 17%) which was obtained as a colorless gum. MS: m/e = 459.3 [M+H]".

Example 107

10 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1,1-dimethyl-ethyl)-amide

Cl
/

_ NN g oM
T AN
O

O
HO

To a solution of 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (100 mg, 028 mmol) in THF (2.7 mL) was added
15 1-hydroxybenzotriazole hydrate (43.0 mg, 0.28 mmol), N-ethyldiisopropylamine (120 uL,
0.69 mmol), N-(3-dimethylaminopropyl)-N’-ethylcarbodiimidazole hydrochloride (43.0 mg,
0.28 mmol) and 2-amino-2-methyl-1-propanol (25.3 mg, 0.28 mmol) and the resulting mixture
stirred overnight at room temperature. The reaction mixture was then poured into aqueous
sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The combined
20 organic layers were then washed with water and saturated sodium hydrogen carbonate solution

and then dried over sodium sulfate, filtered and evaporated. Concentration and purification by



carboxylic acid nmethyl ester (1.0 g, 2.5 mol), osmum(VIIIl) oxide (25 ng

, 0.1 mmmol ), sodium netaperiodate (2.16 g, 10 mmol ), benzyltriethyl anmoni um
chl ori de wO2010m37978. 96 nmmol ) in di oxane (24 nlL) and wat eCT(EP20m)5568¢ heat ed
for 5.5 h at 120 0C. Water was then adgded to the reaction m xture and the
resulting mxture extracted wth ethyl acetate. The organic extract was
then evaporated and the residue purified by chromatography (silica, ethyl
acet at eehrapatagraphy gsilica; dichlorgmethangr methanal 1e99:il tte 8560 reflotded tgeuﬂﬁﬁ?mm% as

a yel | qup aid, 260pas Bdite seldl MS [dvid 4353 P\)’HHr]:.

5- (3-Butyl -5- hydr oxynet hyl -i soxazol - 4-yl met hoxy) - 2- met hyl - 2H- pyr azol e- 3

-car boxyli ¢, aci hyl ester To a solution of
5- (3- butyl %ﬁff&ﬁﬁﬁéi soxazol - 4-yl net hoxy) - 2- net hyl - 2H pyr azol e- 3- car boxyl i c

acid nmethyl ester (80 ng, 0.25 mmol) in methanol (4 nlL) was added sodi um
bor ohy dv-[3d&l-ChBr6-plgnylp-Schydroky methypsokamhd-dmeth&Xy2rmetbyb2Hepjdiarelesd: t he
reacti | N elh Qw.s0l uti on containing a black

prec{’ pﬁagt%gﬁgﬁc@rﬁs@?{hﬁhgag{l%(&)%ﬂ‘tlgﬁperature for 1.5 h, the m xture was
filtered over celite(r) and the filter cakgpwas washed w th nmethanol. The
filtrate was concentrated and the residue Was porti oned between 0.5M
aqueous hydrochloric acid and ethyl acetate: B aqueous phase was
extracted two tines with ethyl acetate and thg ceybi ned organi c phases were
washed with brine, dried over sodium sul {fite ang concentrated to a yellow

oil. The crude material was purwfie chromat ogr aphy (silica,

hept ane: acetone 7.5:2.5) to affg hel\fitle coppound (37 ng, 46% as a
243N [ MFHNF
S

dark brown oil. M5 me = Q)
5- ( 3- But yl - 5- hydr oxynet hyl oddzo I/-4-yl met hox
| e- 3-carboxylic acid To a 3ol ution of
5- (3-butyl - 5- hydr oxynet hyl -i soxazol - 4-yl net hoxy) - 2-Glet hyl - 2H pyr azol e- 3-
carboxylic acid nethyl ester (260 ng, 0.81 nmol) in dioxane (15 nL) was
added 3IEAUSL&OBE RAMYIEN0R] 513 (R cMbrolpng D). 5-KyRoXyRdthyl- 8886 - NORhdtRckydt 90
0C for %.5 h {de sol I?ilon wasf?cgochgﬂ) t% rglé t}:a er at uyr’e,ﬁiji | ut §d vxllh‘t)d;ﬁ-t
vat er, SXEYELHPNRRAO-deATOx ¥liGicd 6109t WRHCUNGATH USPR skt
washed osetahatpinenimstead iofd2-améto-B-adkithyin 1spropaiod, tof tHet gtle doapdumbid® niig, a328d) t o
10  which was obtained as a white solid. MS: m/e = 433.3 [M+H]'".

- met hyl - 2H pyrazo

Example 109

{5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-
vl}-(2-o0xa-6-aza-spiro[3.3|hept-6-yl)-methanone

HO
O\N
0 \ /
O
h'r@&
N
O | Cl

15  As described for example 107, 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid (65 mg, 0.18 mmol) was converted, using 2-oxa-6-
azonia-spiro[3.3]heptane oxalate salt instead of 2-amino-2-methyl-1-propanol, to the title
compound (38 mg, 48%) which was obtained as a colorless gum. MS: m/e = 445.3 [M+H]".



afford the title conpound (250 ng, 100% as a white solid. M5 me = 308.5
[MH . h)

5- ( 3- But ywo2etwidrogy et hyl - i soxazol - 4-yl nmet hoxy) - 2- net hpCT2i2q@piassel e- 3- car
boxylic acid (2,2,2-trifluoro-ethyl)- 12 cde To a solution of

5- (3-butyl -5- hydroxynethyl-lsoxazol met hoxy) - 2- net hyl - 2H pyr azol e- 3-
carboxylic acid (50 ng, 0.16 mmol) |n DNF (2 m.) were added

2- (1 H benzdamplel B | -y )- 1, 1,3, 3-tetranethyl uronium tetrafl uoroborate (57
ng, 0.18 nmmol), N, N-diisopropyl ethyl amne(138 nL, 0.8 mml) and

2,2, 2- tRad- MNMHMoqmdi@l)mhy&Myﬁmhﬂq&&am yimethéxy| S mlettiylgH-eact i on

m xt ure was s vern m t er at Concentration and

puri fi dAPEHET SFaEﬁ?’ﬁ' ta(?ﬁir‘gf)tﬁ?fﬁ}(dsﬁ f?‘E ggmc b‘fomat hane: met hanol = 100:0 to
95:5) afforded the title conpound (47 ”U1Cﬁf9@ as a colorless oil. M5 me
= 391.2 [M+H +. Exanple 113
5- (3-But yl - 5- hydr oxynet hyl -i soxazol - 4-yl 0xXy)
boxylic acid cycl obutyl am de As descri bed fo\ e,
5- (3- but yl - 5- hydr oxynet hyl -i soxazol - 4- ylget Xy
2H pyrazol e- 3-carboxylic acid (50 ng Dl )\was converted, using
cycl obutyl ami ne instead of 2,22tri/fl gloroet hyl

conmpound (45 ng, 78% which was $Pdd as a c

2- met hyl - 2H pyr azol e- 3- car
anpl e 112h,
- 2- et hyl -

7 Q HO, to the title

O ess oil. M5 me =
363.3 [ MtH] +. Exanple 1140 |
| - Met hyl - 5- (5- et hyl - 3- pyni di/n- 4yl -i*'soxazol - 4- yl net@oxy) - | H pyr azol e- 3- car
boxylic acid ((S)-2-hydroxy-1-nmethyl-ethyl)-am de a)
(E) - 2- (N- Met hyl - hydr azi no) - but - 2- enedi oi ¢ acid di nethyl ester To a sol ution
of di meAhydsacieddyfoe reardple d 0B.oXxY3-64-ehlomOplirngl)-BHyHr8x ymahyl-isoxado let-girhathdren- ( 1

d
448 %sn%ﬁ%f’sz% el htto R8T S S0 e O AL nfN Y RELOE, bl ne T
h. The qmle@tpmhﬁr Weasmﬁtpatd ef écarmfup 2- mi:tbsbl«péwan@l é@ teenbtle compound) (73t rnso oc
and t hef of)ehiep Wl boRine@al Q‘élolbﬂess?ngQ@Imﬁfe&UW3 feny”.

=

Example 111

10 {5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-
vl}-(4,4-difluoro-piperidin-1-yl)-methanone

Cl

As described for example 107, 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-

2-methyl-2H-pyrazole-3-carboxylic acid (100 mg, 0.28 mmol) was converted, using
15  4,4-difluoropiperidine hydrochloride instead of 2-amino-2-methyl-1-propanol, to the title

compound (87 mg, 67%) which was obtained as a colorless gum. MS: m/e = 467.2 [M+H]".



solid was filtered off and dried to afford the title conpound (46.8 g, 72%
as a light yellowsolid. M52 mle = 189.3 [ MtH] +. b) 5- Hydroxy- 1-nethyl -

| H pyr azowe-28tociardyoxyl i ¢ acid nethyl ester To a sol uti oRC®EP2010/055694

(E) - 2- (N-net hyl - hydrazi no) - but - 2- enedi pj¢ acid dinmethyl ester (12.2 g, 65
mmol) in xylene (65 nL) was added para-toluenesulfonic acid (0.9 g, 4.7
nmmol ) and the resulting m xture heated at reflux for 6 h. After cooling to
room t enpedg@mde i ke mi xture was stirred overnight and the resul ting solid
was filtered off and dissolved in ethyl acetate and the organic extract

washed 3a J—Bumh&ﬂrhyﬁh@ﬂl?ﬂls@ﬁimgﬁlﬁxeﬂm xly$2-mElthiyPYH! z6103L ¢urboxfcat e,
the title conpound (7.49, 74@@ as a

filtered d g neentr &lﬁ ffor

1ight GYSE-2TIHugEG-EhYDRAmideS i on with dllsopropylether MB: me = 157.2
[ MtH] +. ©)

| - Met hyl - 5- (5- et hyl - 3- pyri di n- 2-yl -1 soxazol - 4- PFEthoxy)-lH—pyrazole 3-car
boxylic acid nmethyl ester To a stigred solution\ of 5-hydroxy- 1-nethyl-

| H pyrazol e- 3-carboxylic acid net | ester (400 2.6 mmol ) and

(5-net hyl - 3-pyri di n-2-yl R~ 500 ng, 2.6 mol) in THF
(10 nmL) at 5 OC under ard%n phine (862 ng, 3.3
nmml ), then diethyl azodicar oxyI /ﬂN .3 mol ) was added dropw se.
The reaction m xture was warned to” room tenperatNure, and stirred overnight.
The reaction m xture was then evaporated Purificatisn by chronat ography

(silica, dichloronethane: nethanol 9:1) then purification using a 5 x 50
cm |r,|c: tur.e usi ng an i sopropanol : hept ane
(2: ot ohase 93 eete : 20 nM afforded the title conmpound
(400 ng, as a mhlte SO|Id VB: nie = 328.3 [M+H +. d)

| - Met hylo E-S() tig tolfi B by Ipy-miethyirixyrole-dexehoalylia agid e ostey (1 HO gy r7d Abmencd) car
boxyl i Canﬁ%éi'mél(i&lyd% @yﬂrn%yﬂ 8- rﬁﬁ{oby %ﬂl'ab{él) 1@6‘ ﬂ%%mas Sﬁo%huéddﬁﬁn Qthoxide

| - met hyl - 5- (5- nmet’hyl - di n-2-yl-1 soxazol - 4- | H pyrazagl e- 3-
solutlon (21% il ethanol 9 1 mL, 78.0 mmol) and the reac ion rnlxture was stirred at reflux for

2 h, cooled to room temperature and stirred for 17 h. Hydrochloric acid (1 N, 85 mL) was added

10 and the resulting mixture was extracted twice with dichloromethane. The combined phases were
washed with brine, dried over sodium sulfate and filtered. The filtrate was concentrated to a
bright yellow pasty solid and recrystallized from hot heptane/ethyl acetate to afford the title
compound (8.0 g, 42%) as a yellow solid. MS: m/e = 270.4 [M-H].

b) [3-Butyl-5-([E]-styryl)-isoxazol-4-yl]-methanol

15 To a solution of 3-butyl-5-([E]-styryl)-isoxazole-4-carboxylic acid (7.0 g, 25.8 mmol) and
tricthylamine (3.8 mL, 27.0 mmol) in THF (30 mL) was added at 0 °C ethyl chloroformate
(2.6 mL, 27.0 mmol). After 1 h the tricthylamine hydrochloride salt was filtered off and washed
with a small amount of THF. The filtrate was concentrated, the residue taken up in ethanol
(70 mL) and added to a solution of sodium borohydride (2.4 g, 63.4 mmol) in water (35 mL) at

20 0 °C. After stirring at room temperature for 2.5 days, the reaction was quenched with aqueous
sodium hydroxide (1 M, 40 mL) and extracted twice with tert-butylmethylether. The combined
phases were washed with brine, dried over sodium sulfate and filtered. The filtrate was
concentrated to a yellow oil and purified by flash chromatography (silica,
dichloromethane:methanol 100:0 to 97:3) to afford the title compound (6.9 g, 98%) as an orange

25  oil. MS: m/e = 258.1 [M+H] .

¢) 5-[3-Butyl-5-(1,2-dihydroxy-2-phenyl-ethyD)-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

carboxvlic acid methyl ester

To a stirred solution of 5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester (937 mg, 6.0
mmol) and [3-butyl-5-([E]-styryl)-isoxazol-4-yl]-methanol (1.54 g, 6.0 mmol) in THF (120 mL)



carboxylic acid nethyl ester (80 ng, 0.24 mmol) and L-al aninol (24 ng, 0.32
nmmol) in toluene ( 1 nL) was added |,5, 7-tri azabicycl o[ 4. 4. 0] dec-5-ene (14
ng, 0.1 rwol2preemd7she reaction was stirred at room t enp@CatEPR@0O6THLs ar gon
overnight. The m xture was evaporated._ gﬂp purification by chronmatography
(silica, dichloronethane: nethanol = O0to 9:1) afforded the title
conpound (87 ng, 96% which was obtalned as a colorless oil. M5 me =

372. 2 [AmB] 4C Bhadep| ergenswas added triphenylphosphine (2.1 g, 7.8 mmol), then diethyl
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5-[ 3- (anhypqg%gﬂggbpwzﬂj yl)-5-methyl -i soxazol - 4-yl met hoxy] - 1-net hyl -
1H—pyrazo|e carboxylic acid nethyl ester As described for exanple 1l4c,

4? f(l)USO F 3OBB1X1 Sthgroxv}élelhv? 15%?(5903{ 4- xlll?n%t 86%(3{ 2- rngfcull ﬂf %Craézole 3-carboxylic acid
methyl ester

ar

To a solution of 5-[3-butyl-5-(1,2-dihydroxy-2-phenyl-cthyl)-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid methyl ester (440 mg, 1.03 mmol) in benzene (2 mL) was added
lead tetraacetate (545 mg, 1.23 mmol) with benzene (2 mL) and the reaction was stirred at room

20 temperature for 1 h and then lead tetraacetate (136 mg, 0.3 mmol) and benzene (1.5 mL) added.
After 30 min, the suspension was filtered over celite” and the filtrate was concentrated to give
crude  5-(3-butyl-5-formyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic  acid
methyl ester as a yellow oil (330 mg). The oil was taken up in methanol (12 mL) and sodium
borohydride (97 mg, 2.57 mmol) was added in portions over 3 min. Upon addition, the reaction

25 became a clear light yellow solution containing a black precipitate. After stirring at room
temperature for 15 min, the mixture was filtered over celite® and the filter cake was washed with
methanol. The filtrate was concentrated and the residue was portioned between 0.5M aqueous
hydrochloric acid and ethyl acetate. The aqueous phase was extracted two times with ethyl
acetate and the combined organic phases were washed with brine, dried over sodium sulfate and

30 concentrated to afford a yellow oil. The crude material was purified by chromatography (silica,
heptane:ethyl acetate 1:0 to 1:1) to afford the title compound (256 mg, 77%) as a colorless oil.
MS: m/e = 322.2 [M+H]".
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qnagkyﬁ&gn of 5-nethyl - 3-phenyl -i soxazol e- 4-car bal dehyde (5.20 g,
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under
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Do RRRAS 8F s dbud s ForRRa it d-s et S cheem Al gy R i R i o)

aamdi ifeehyl esuel t(Khgngyr @25 phrhall) enfintthened d4 mﬁ$h@§ alddbhl sodium borohydride
(18.8 mg, 0.5 mmol) in portions over 3 min. Upon addition, the reaction became a clear light
yellow solution containing a black precipitate. After stirring at room temperature for 1.5 h, the
mixture was filtered over celite® and the filter cake was washed with methanol. The filtrate was
concentrated and the residue was portioned between 0.5M aqueous hydrochloric acid and ethyl
acetate. The aqueous phase was extracted two times with ethyl acetate and the combined organic
phases were washed with brine, dried over sodium sulfate and concentrated to a yellow oil. The
crude material was purified by chromatography (silica, heptane:acetone 7.5:2.5) to afford the
title compound (37 mg, 46%) as a dark brown oil. MS: m/e = 324.3 [M+H] .

g) 5-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxvlic acid

To a solution of 5-(3-butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-
carboxylic acid methyl ester (260 mg, 0.81 mmol) in dioxane (15 mL) was added aqueous
sodium hydroxide (2 M, 7.0 mL, 7.0 mmol). After heating at 90 °C for 1.5 h the solution was
cooled to room temperature, diluted with water, extracted with ethyl acetate and the combined
organic phases were washed with brine, dried over sodium sulfate, filtered and concentrated to
afford the title compound (250 mg, 100%) as a white solid. MS: m/e = 308.5 [M-H]".

h) 5-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxvylic acid
(2.2 .2-trifluoro-cthyl)-amide

To a solution of 5-(3-butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-
carboxylic acid (50 mg, 0.16 mmol) in DMF (2 mL) were added 2-(1H-benzotriazole-1-yl)-
1,1,3,3-tetramethyluronium tetrafluoroborate (57 mg, 0.18 mmol), N,N-diisopropyl ethyl amine



di chl oronet hane and di scarded. This was repeated until the majority of the
tri phenyl phospi ne oxi de and brom de was renoved. Purification by

chr omat ogwephw/123475i ca, hept ane: ethyl acetate 9:1 to 2: Brrafrbancdesos he
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344.0 [ MtH] +. c) 4- Et hynyl -5 -net hyl - phenyl-isoxazo le To a stirred
solutlon of 4-(2,2-di brono-vinyl)-5-nethyl henyl -i soxazol e ,  2.92
mol ) iG3F ((68 rmmoua@daaée?dtrah@mﬂ%am@ép%gy%ﬁ%&ﬂ%rﬁn@ﬁl)o h@lée%’éqﬂlﬁ i on

(2Mi nfr&‘éﬁon%n&&r@kvas@tﬁédmitﬂ gha R rddie térﬁﬁd#éthfd“@o%@élﬂﬂﬁahgﬂ afidl | hﬁﬁ@latmd@r
ar gon ur at e uepus . a
Staod et e e Sh RS B S TR BT Ssi b i&l@f@gom.

The cor7 negd 76Yyank coloeyarosl. MS:en/t ked91dy [MdHDver sodi um sul fate, filtered
and concentrated. Purification by chromatography (silica, heptane) afforded
the title 486 ngy, 91% which was obtained as a yellow oil. Ms:
e & 1pa, SR 12 &

5-[(E)-2- (5- Met hyl - 3- phenyl -i soxazol -4-yl)-vinyl ] -2H pyrazol e- 3- car boxylic
acid i sﬁ){@rﬁBwlén%tﬂ?ogléBth/xl'lsAX%%‘Jil'l“riéﬂle&'wxm'ﬂdﬁeW -2H-pyrazole-3-carboxylic

4- et hy nyekd Syclgutylamid®henyl - i soxazol e (400 ng, 2.2 mmol), tributyltin
hydride (1.3 g, 4.0 mmol) and AIBN (5 ng) was heated under reflux until al
starting material was cons d. After cooling to roomtenperature, the

m xture was concentrated. Puifcation by chronmatography (silica,

hept ane: et hyl acetate 1:0 to 9: af forded the vinyl stannane product (595
ng, 57% which was obtained as colorleNs 0jd. M5: me = 475.3 [ MtH +. Step
B: To a stirred solution of ?Fﬂ | st @ 00 ng, 0.63 nmol) in chloroform
(60 nL) at 0 OC was added dropw a so ion pf iodine (321 ng, 1.26 nmol)
in chloroform (15 nL) until a fink solution Byl ted (approx 9 nL used).

i i onJofl sodi um hydrogen sulfite
(20 mL), dried over sodiumgi@fate, filtered andlcdncentrated. Purification
by chronat ography (silica hept ane: ethyl acetate 1:0 to 9:1) afforded the

vl ol de BLOPHEL (210, Thon, 200001 S0, HER, 2081 N80 AR 4% S P el
10 2H pyrazole-3-carboxylic acid (50 mg, 0.16 mmol) was converted, using cyclobutylamine

instead of 2,2,2-trifluorocthylamine HCIL, to the title compound (45 mg, 78%) which was
obtained as a colorless oil. MS: m/e = 363.3 [M+H]".

Example 114

1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
15 ((S)-2-hydroxy-1-methyl-ethyl)-amide

a) (E)-2-(N-Methyl-hydrazino)-but-2-enedioic acid dimethyl ester

To a solution of dimethylacetylene dicarboxylate (50.0 g, 344.8 mmol) in diethylether (1 L)
under argon at 0 °C was added a solution of methylhydrazine (18.52 mL, 344.8 mL) in

20 diethylether (100 mL) and the resulting mixture stirred for 2 h. The precipitate was filtered off,
dissolved in ethanol (300 mL) at 50 °C and then the solution cooled to -20 °C whereupon the
solid was filtered off and dried to afford the title compound (46.8 g, 72%) as a light yellow solid.
MS: m/e = 189.3 [M+H] .



Step C To a stirred solution of the vinyliodide (200 ng, 0.64 mmol), ethyl
3(5)- tributyl stannyl pyrazol e-5(3)-carboxyl ate (prepared according to

Het er ocycWe2010129%5 33, 813) (414 ng, 0.96 mol), it hi ecTaErR@oiosisd{ 82 ny,
1.93 mmol ) and copper (1) iodide (61 ng;3,0.32 mol) in tetrahydrofuran (20
m.) was added tetrakis(triphenyl phosphoni unm pall adium0) (15 ng) and the
resul ting sol ution stlrred under aron for 16 h at 60 OC. After cooling to
room t eénpeldxdrgxe1- 2 boredigracih methyestqrf i cati on by

chr omat ogr aphy (SI i ca hept ane: et hyI acet ate 1:0 to 9 1) afforded the

i ntermery af @omﬁeﬂl UGt (Eﬂ-?rQNﬁiﬁethﬁlzﬁﬁdrMmd)tbdﬁ@Setﬁ@foﬂi e @smahgzlo Ie@tei §$3.20k] .

't er et OO L0 SO (5 LY 36 e PR gyl P R EITLF & %7 oD and the

5-(5- WﬁbhyﬂlngBHmhemheateslMa‘zﬂlhx foryd ire tfiox yoolidig- tpyroamotempdratae lox yriiitercaead
et hy! ’veﬁi\@ é%ﬁ{ﬁﬁ‘é Fe‘%ﬁ’lilgg%b WQ' v&a%%fe?é%iy AThE%i Sg%gqg\,\ﬁ@lﬁ’e SO{EQ%MI%: to

t he tl ts| e COI'TpOU was obt al ne as a
nme = 3IZFamc [empquwasgg@ﬁvmtl@ SQ 1grn hydrogen carbonate, brine, dried over sodium sulfate,

5-[( Z_) -k &t Mot Eaﬂcel%fd%&ﬁwmraqn@%ﬁk cén%bﬁﬁd/("pé@ 1748k Ry4 8201 BownGaliary i €

acid isopropyl a scrl d for the internedi ate ester
(exanplt E‘P 3ty ‘%lé Hsepf@m? 2@%373%@&@ of

5- (5- net hyl - 3- phenyl - i soxazol 4 yl met hoxy) - 2H pyr azol e- 3-carboxylic acid
met hyl @sfl évicthwasS-(S-arved-Besridusp nd-idosanrlepylhartioxe)-il Hsiyedab| o8 -catbopildd iaeel to
the, tit und (5 ng, 5.8% which was obtained as a white solid froma
sma}(? a%%%ﬁtﬁge‘? the (Z-ester) present in the reaction sequence. Ms: nie =
337.4 [ M+H] +. Exanpl e 120 o

5-{(2) @p@tmdsp B-qihehydrypx 51 rraethylt LH-guseao st 3-aarhoqyligi asyd methydestey (4QH- py
razol e-3s £araeNyl ikl echidityso W28 xo®R-yI)-mRt R A UEI00Nm f26 |

4- chl ororret hyl - 3Y)(4 fﬁoréiyphgjr’]yglﬁ) %%met ﬁyl - s%)xazol e g Q 22. rféno) lnI)
and trlgllt]:enyl phosphine (6.38 g, 24.36 nmol) in toul ene (35 m_) was heat ed
under r(@d Inux) 4to3 °(2 Qinler Agb@ IWaS @dhédﬂ@ph@nylplmphlﬁammmhgr 8.3t fenofl, Xhidar Eecth@ls

COOE? d.a azo&ilcarlgoxﬁ ate (97 P S, . rnmol) was added dropwise. The reaction mixture was warmed to

room temperature and stirred overnight. The reaction mixture was then evaporated. Purification

by chromatography (silica, dichloromethane:methanol = 9:1) then purification using a 5 x 50 cm

Chiralpak AD column at room temperature using an isopropanol:heptane (2:8) mobile phase

with UV detection at 220 nM afforded the title compound (400 mg, 48%) as a white solid.
20 MS: m/e =328.3 [M+H]".

d) 1-Methyl-5-(5-methyl-3-pyridin-2-vl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide

To a solution of 1-methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-
carboxylic acid methyl ester (80 mg, 0.24 mmol) and L-alaninol (24 mg, 0.32 mmol) in toluene
25 (1 mL) was added 1,5,7-triazabicyclo[4.4.0]dec-5-ene (14 mg, 0.1 mmol) and the reaction was
stirred at room temperature under argon overnight. The mixture was evaporated and purification
by chromatography (silica, dichloromethane:methanol = 100:0 to 9:1) afforded the title
compound (87 mg, 96%) which was obtained as a colorless oil. MS: m/e = 372.2 [M+H] .



with diethylether (150 nL) and dried to afford the chl oro-phosphoni um salt
(10 g, 93% . Step 2 : To a solution of the chloro-phosphoniumsalt (2.9 g,
5. 95 mmolwoi2otodieyy7sHF (20 nmL) at - 78 0C was added Li HVPET(EP2&4/081694 6. 54
mml) and the resulting mxture stirreg,t -78 0C for 1 h. The m xture was
then warnmed up to roomtenperature and a solution of |H pyrazol e-5-
carboxylic acid, 3-fornyl-1 -nethyl-nmethyl ester (1.0 g, 5.95 nmol) in dry
THF (15 ni)Expgwpledled and the resulting mixture stirred for 2 h. Saturated
aqueous ammoni um chloride (15 nL.) was added and the resulting m xture

ext r act eV dthyIts-S-hiethyaBep wridin( ZyKisdth 261-4-y1hbeh ok 9)YPHOHGa 251830da¢bd BYRT AckE! €

then dr.i ed over .sodium sulfate, filtered and concentrated. Purification by

chr onat YIRS | o2 heptane: ethyl acetate 1:0 to 9:1) afforded, two

products, 5-{(Z2)-2-[3-(4- fluoro-phenyl)-5-nethyl-isoxazol-4-yl]-vinyl}

- 2- met hyl - 2H pyrazol e- 3-car ic acid nethyl ester (400 ng) and et hyl

5-{(E)-2-[3-(4-fluoro-pheny||)-5Jdnet hyl -i soxazol -4-yl]-vinyl}-2-

met hyl - 2H pyr azol e- 3- car boxyN Naci d qFthyI ester (2.15 g) as off white

solids. Step 3 : To a solution of _

5-{(2)-2-[3-(4-fl uoro-pheny| thylhis xazq§-4- |]-vinyl}-2-nmethyl -

2H pyrazol e- 3-car boxylic acNd t hyp e ‘ gxﬁinl) in THF (14 nl) was

added |ithi um hydroxi de non ate (37.7 79 IV in water (18 nmL) and the

resulting mixture stirred for 12 h. After ev&poration the mi xture was

diluted with water (10 nL) and citric acid (10% and extracted with ethyl

acetate . ) i S [ n,drie i 5, diu

ul ra o ArtpERL gl By SR L RSl AP Rb 2 ROLER LA eBBR -

5- { ( 2) -r{Rlet Hcibarylis- phie mpthyl Bstee(HY ngi §@Xanwbl)4ingtcpd of 5-(5-methyl-3-phenyl-

vi nyl }-igo-ﬁ%1W¥r&€h@ﬁﬁ&5-@?%ﬁa%1&§%@8&&kh& &G4 dm@th;w’ esTRNAWAS BnWHde Sl d-

MS: me = 328. 2. [ MtH[ +. ep. 4. : To a solution o ) .

5- { ( 2) -isenrapylynme desterdaHapgrpholineda thytitiecoxmwennd Lo me, §7%y which wastabyained

2H- pyr ag el @io3keas DS inG -ag562 (O1:+8jimol ) in DVF (7 nl) was added

1- hydr oxybenzotriazo le hydrate (0.45 mml), N-ethyldiisopropylamne (1.2

nmol ), N (3:-dinet am nopropyl )-N -ethyl carbodi i m dazol e hydrochl ori de

0.4i5»6nnnl)%§ﬁ8{ﬁewg
1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide
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As described for example 115, 1-methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-

15 pyrazole-3-carboxylic acid methyl ester (70 mg, 0.21 mmol) was converted, using
4-aminotetrahydropyran instead of isopropylamine, to the title compound (76 mg, 90%) which
was obtained as a colorless oil. MS: m/e = 398.2 [M+H]".



i sopropylamne (27.8 ng, 0.45 mml) and the resulting mxture stirred
overni ght at roontenperature. The reaction m xture was then poured into
aqueous swoiarvied7eri de (saturated) and the m xture wasPeXRPACHASM t h

et hyl acetate. The conbined organic | aygrs were then washed with water and
saturated sodi um hydrogen carbonate solution and then dried over sodium
sulfate, filtered and evaporated. Concentration and purification by
prepar at i véxampde 31F or ded the title conpound (35 ng, 28% as an off white
gum MS: nmfe = 369.2 [MH +. Exanple 121

5-{(2) -23-&[Hrokd-poridid $-)néihylﬁh$wzoi-$-@hﬂ€mbxﬁ]=V-Ilﬂetﬂjflnm-kzzamw| - 2H-py
razol e- 3-. car.box) Q ?(ill éZ-P%grﬂ(l)ﬁy-tL-lsmt hyl - et hyl ) - am de descri bed for
exanpl £ Wy(llgtag §),- -hydroxy-1-methyl-ethyl)-amide
5-{(2)-2-[3-(4-fluoro-phenyl)-5-nethyl-isoxazgl -4-yl]-

vinyl }-2-met hyl - 2H pyr azol e- 3-car boxylic FOO{(0. 3 ol ), was converted,

usi ng 2- hydroxy-I| net hyl et hyl am ne i nst ead o\ i gopropylamne, to the title
conpound (2.9 ng, 3% which was obtaineg_as”an\off white solid. Ms: me =
385.2 [ MtH] +. Exanple 122 —
5-{(E)-2-[3-(4-Fl uoro-phenyl)-5ne \hyl - i soxazq
razol e- 3- carboxylic acid isoprppyl iNe. To a i on of
5-{(E)-2-[3-(4-fluoro-phenyly—5bt net hyl -i soxazol - 4-Yyl]-vinyl }-2-net hyl - 2Hpyr
azol e- 3-carboxylic acid (0/3 Fmwl) in DVF (7 nL) Vas added

1- hydr oxybenzotri azo | e hydr (0.45 mmol ), N-ethyldiisopropylamne (1.2
mol ), N (3-di nmethyl am nopropyl')-N - et hyl carbodi i m dazol e hydrochl ori de
(0.45 mmol ) and isopropylamne (0.45 mol) and the resulting m xture

sti rs ech)ovarpi(§iRuch-pypiam 2-NPErathl-Box dAbe-4L @A tHoR ] - Mxdt hifl &l MB$rabdle3-geur ed
into aqueous S&)dl m.chl oride (saturated) and the mxture was extracted wth
et hyl & 2 t ned organic | ayers were then washed with water and
saturated sodi um hydrogen carbonate solution and then dried over sodium

sul f at eAs fdiebdribed dfoanckasyép di 4¢, e (B-(SChwmertyridin- Diyandpthyil-fiwatiodd- gy methanol
repar athy e HPLE jaf ed: tigl S [t

gol P a7 a(kg(y #@ 243 é%QéSI ﬁl}m}egd bt | B HOIPOY RGPy Boxakd PA-yBSmBmMU1L Swas

converted, to the title compound (410 mg, 49%) which was obtained as a white solid.

10  MS: m/e =347.1 [M+H]".

4-W 1-vinyl}-2-nethyl - 2H py

b)  5-[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-1-methyl-1 H-pyrazole-3-car-
boxvlic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide

As described for example 114d, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-1-
methyl-1H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol), instead of 1-methyl-5-

15  (5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid methyl ester,
was converted, to the title compound (66 mg, 59%) which was obtained as a colorless oil.
MS: m/e =390.1 [M+H] .

Example 118

5-[(E)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2 H-pyrazole-3-carboxylic acid iso-
20 propylamide




Exanpl e 123
5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -i soxazol -4-yl]-vinyl}-2-nethyl -2H py
razol e- 3-woantwoeyd7sc aci d et hyl am de As descri bed for eramEP2012D225694
5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyljsoxazol -4-yl]-vinyl}-2-

met hyl - 2H pyrazol e-3 -carboxylic acid was converted, using ethylam ne

I nst ead of |so.ro-ylan1ne to the title conpound (30 ng, 74% which was

obt ai ned-23 ; e-dnmrbaldchyde 355 0 [ MrH] +. Exanple 124
5-{(E)-2-[3- (4 Fluoro phenyl) 5- nmet hyl -i soxazol - 4-yl]-vinyl}-2-nmethyl - 2H py
][azol e-To aCﬁﬂubw()ébluﬁloﬁlchfdpferdth@{ Qkordehi®ihlig! (1MPRY! 90.@rhsel)Asndlearydrbed

or examp 1

5-{ (E) “% %“ﬁ“tlﬂl E'rull%Hner 6 Opremytisnisromethipe (1 W ml oy assadied 4 salyfon of (5-methyl-3-

met hyl -phehylyt-apsdzeld)mabanod k.0 g, Bcd chnwd s incbehlemnethana$hol) and the resulting

2-h | am - ti
con%%L%’é“%é A AT B PC R R M ORLR IRy alfhvlolfer 0180 Bt
[ M+ H1lexeth hre)uglg5sﬂlca and concentrated to give a viscous brown oil. Purification by

5- {(E) c%i’({rﬁatéé‘aﬁn“ AiRcaD e ﬁa cthy INRLchd 9l1SQ>X§épbff6fonéh]the/hﬂychmgoﬁv&t o5 gH py

razol e SO achd (LekTanyg: pyranc 2o G A dBserbed 1 o1

5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl -i soxazol -4-yl]-vinyl}-2-
met hyl - H-@y2-Biwbme 3Ad)-Bansthyle3 -pludingl-wasawbnver t ed, usi ng
4- aninotetrahydropyran I nstead of isopropylamne, to the title conpound (13

@2""90 %&ﬁ@d B8R LRIsNGANSE3 Fh YL i® T2 16 Y- calBRilddi&e Ts. 90 1127 s[M) Was

5 { ( E) aﬂdf@l@mbmrn@m@hm A9 -85-3het mymol) sad athen -tapRanyInhopighine PL4veT 1ty | 352H py

r5aZO:Ee rgfmogaﬁrgp%ﬁllyé kGuRf Ednﬁﬁhﬁest'ﬁ@etcﬁ%ﬁ@ér Q%gnfflgf 42€¥1a5!ﬂ3be°é-2?he solution was
t(B) congentrated tou%E)Srogm?ar‘:gly 90 -mrTE an -tllles ?’és% t?ng pre%lplt-a‘yel IE'){telred washed with

dichloromethane and discarded. This was repeated until the majority of the triphenylphospine

15 oxide and bromide was removed. Purification by chromatography (silica, heptane:ethyl acetate
9:1 to 2:3) afforded the title compound (7.9 g, 83%) which was obtained as a colorless oil. MS:
m/e = 344.0 [M+H] .

¢) 4-Ethynyl-5-methyl-3-phenyl-isoxazole

To a stirred solution of 4-(2,2-dibromo-vinyl)-5-methyl-3-phenyl-isoxazole (1.0 g, 2.92 mmol)
20 in THF (6 mL) was added dropwise isopropylmagnesium chloride solution (2M in THF, 2.92

mL, 5.84 mmol) and the resulting solution stirred under argon for 1 h at 0 °C. Saturated aqueous

ammonium chloride (15 mL) was added and the resulting mixture extracted with ethyl acetate

(3 x 25 mL). The combined organic layers were then dried over sodium sulfate, filtered and

concentrated. Purification by chromatography (silica, heptane) afforded the title compound
25 (486 mg, 91%) which was obtained as a yellow oil. MS: m/e = 184.2 [M+H]".

d)  5-[(E)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic  acid  iso-
propylamide

Step A: A stirred solution of 4-ethynyl-5-methyl-3-phenyl-isoxazole (400 mg, 2.2 mmol),
tributyltin hydride (1.3 g, 4.0 mmol) and AIBN (5 mg) was heated under reflux until all starting

30 material was consumed. After cooling to room temperature, the mixture was concentrated.
Purification by chromatography (silica, heptane:ethyl acetate 1:0 to 9:1) afforded the
vinylstannane product (595 mg, 57%) which was obtained as a colorless oil. MS: m/e = 475.3
[M+H]".



met hyl - 2H- pyr azol e- 3-carboxylic acid was converted, using ammoni a instead
of isopropylamne, to the title conpound (19 ng, 60% which was obtained as
a white swbi2dio/®B75m e = 327.2 [ MtH] +. Exanpl e 127 PCT/EP2010/055694

(I, 1-Dioxo-1, 6-thionmorpholin-4-yl)-(5-{{E)-2-[3-(4-fluoro-phenyl)-5-nethyl -

i soxazol - 4- yI]- vinyl }-2-nmet hyl - 2H—pyrazo| 3-yl)-nmet hanone As described for
exanpl e 122,

5-{ (E) -3tepp B (To-7 ptirsadosobyiionof) vinylsaprape- 389 g O 63ampmoal). if dyerpform (60 mL) at

gets h)él 02+% RXE @é%ﬂdec(tjrgp&isé BayNkibe oﬂfdd@he‘"@Ql %%;\mt&tﬂildml)qﬁ chHrdfgfrﬁf(fDS mpyRaal i ne
- di oxi.de i nstea SO ame e | e CO n

o en haE s e BBl (RRRE PR AT vt SothtiSi bl s SEATRG Vitn bl Do Binuloip s

5- { ( E) -df- §o8iumd -Hyldrogreo - quitfen y2p - ﬁLDtedlhk;d owsoxwdmh dAdfgte] -filiepyd ha@-comdédmyriatedH- py

raz O% | eﬁl{]{%’}t 5’1%%)’ éﬂrSm%%ggap% (ahga thE ﬁtaﬁeu&lﬁ?f a%%&yel ? 0%"9‘1‘? aﬁ'grdgg ! iigglgodfi&)er

exanp
5-{ ( E) -2oi8t (U0 SRée )phiely Wwps sbtaimch s 2 celodassaiil. MSyird/e 7 gl 3 PH]
met hyl - 2H pyrazol e- 3-carboxylic acid was converted, using

2 2 2- tStb | gorrethykigll NSolhiist &ad 1l ViseRURRY (290 ms4t hﬁn& t'e@hﬁo und
gtal ed as a white solid. [3Mr
+ Ex anﬁfl utj_{%gmnylpyrazo e-5(3)-carboxylate (prepared according to eterocycles 992
(5 {(E)(424 [n3e, (@96 b D); pifteimyl JhiSridee{ 8Dy Img, SI09G athe 14 - aylh]cdpp&yl)}rloardﬁg(tmyﬂng,ZH p
n a :
51718 o33 ool BORYGalia ORERRD RodeB SRR ARG Bho R R Tretidumo)

rret hyl (Zﬂ-rmgbraadcbh@re?»ulfmag sobayibi stimed dndvasirgronfoer 6 édgt ﬁst‘iCh Afhasrgohlohg tveroom
t
'ngalez‘g d&geﬂaﬁl%) rtll?eoﬁﬁ S I@%s Ck/gcetngr’?tehl ﬁ%g}cﬁﬂﬁfﬁﬁ I_E&o(xﬁt%(é;{ﬁng (%ﬁ({% Wi 0 RE
5- { ( E) -2getpt: [:A-teYbr %ff%ﬁ@hwe)m@rm@dlhtwmpwém mg. 97 Yo) yrthgh yas ohigined|asa4 py
razol e-Btorless oil. MS: m/e = 324.3 [M+H]".

15 Step D: As described for example 1b, the intermediate ester step C (70 mg, 0.21 mmol), instead
of 5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester,
was converted, using isopropylamine instead of morpholine, to the title compound (13 mg, 18%)
which was obtained as a white solid. MS: m/e = 337.4 [M+H] .

Example 119

20  5-[(Z)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic acid iso-
propylamide

As described for example 1b, the intermediate ester (example 118d step C, 70 mg, 0.21 mmol),
instead of 5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl

25 ester, was converted, using isopropylamine instead of morpholine, to the title compound (5 mg,
5.8%) which was obtained as a white solid from a small amount of the (Z-ester) present in the
reaction sequence. MS: m/e = 337.4 [M+H]".



carboxylic acid (2-hydroxy-I-methyl-ethyl)-am de As described for exanple
122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl]-vinyl}-2-

met hyl - 2PVPwnHzIRreEs 3- car boxyl i ¢ aci d was converted, usi RGT/EP2010/055694

2- hydroxy-1-nmethyl ethyl ami ne instead of;4 sopropylanine, to the title
conpound (6.7 ng, 179 which was obtained as an off white solid. M5 nle =
385.2 [ M+H +. Exanpl e 131

(1,1 -Di oxoXixagplel rpholin-4-yl)-(5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl -
i soxazol -4-yl]- vinyl}-2H pyrazol -3-yl)-net hanone Step 1: To a sol ution of
t he chly@)RbBs@DAbLETPEELD)-§-2&hgl-isbxadol-90LYink - Mt iR H-pPrazble-Bt - 78
0C was au:Zd'fﬁﬁMD§¥§gP54)ﬁ% 6.5%Lnnnl) gﬁg thgnresuIEPEQ %?xture stirred
at - 78 GEPPgic peylisapropylamide o a5 then warmed up to room tenperature and a
solution of | H pyrazol e-5- carboxylic acid,, 3-fornyl -1 -nethyl-, nethyl
ester (5.95 mmol) in dry THF (15 nl) Hde@d—and t he resulting mxture

stirred for 2 h. Saturated aqueous ag¥oni |l oride (15 nL) was added and
the resulting mxture extracted with)\ethyl ~ e (2 x 40 nL). The

conbi ned organic |layers were gheq drixd e Jodium sul fate, filtered and
concentrated. Purificatiop -4ia§>- ed 0og aphyCXsiI}%ﬂi hept ane: et hyl acetate
1:0 to 9:1) afforded, two produefs inyaO~1:1 rati‘o, 5- {(E and
Z)-2-[3-(4-fluoro-phenyl)-5-nethyl -i soxazol -4-yl]-vinyl}
-2H pyrazol e- 3-carboxylic acid nmethyl ester (55%. Step 2 : As described
for exdip e: 120solwicp o8 )4-clierfopierhy?-3F@-lubréiphoryd)- pmeatlyi])isdarelt hipl O igs Balxol -
4-yl] -Mi-AWl - I7Gar i I; t r to

rﬁhgéa}.%iﬁﬁﬁgy%gﬁ%me) 53 PRI it TRIAY b5 AtY Gras WRscd ARYE TEMLk

"

5-{(E)-2

5- En(st %1ny Q & st caoling) tovipaiy temppragie shcomixtarecuizshenelqd ardatbp golid 83 shahoy

whi ch waish @thaldird (850 an) hd dMk foaufped the chiWR-pibhonidddsal (1MsHI3o%). Step 3

As described for exanple 122, . .

5 oL 3L R PRETH SBBM bEPTE5R 5850 Y B 0 i

5- { {E) -3 {Bwesladded driIMIDE 64.5% 18-, efhmirod)oecdzbe resdliiph Imixuiraytiryed at -78 °C for

- 2-met hy|, - 2hE BYERAROKES Fidhal ! ﬁpctoaf:o'o% Y@ﬁ)e?aqwéed’ntdeg soldd '8¢ 1H-pyrazole-5-
carboxylic acid, 3-formyl-1-methyl-methyl ester (1.0 g, 5.95 mmol) in dry THF (15 mL) was

added and the resulting mixture stirred for 2 h. Saturated aqueous ammonium chloride (15 mL)

was added and the resulting mixture extracted with ethyl acetate (2 x 40 mL). The combined
15 organic layers were then dried over sodium sulfate, filtered and concentrated. Purification by
chromatography (silica, heptane:ethyl acetate 1:0 to 9:1) afforded, two products, 5-{(Z)-2-[3-(4-
fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid methyl
ester (400 mg) and ethyl 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (2.15 g) as off white solids.

20  Step 3: To a solution of 5-{(Z)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl} -2-methyl-
2H-pyrazole-3-carboxylic acid methyl ester (6.29 mmol) in THF (14 mL) was added lithium
hydroxide monohydrate (37. 79 mmol) in water (18 mL) and the resulting mixture stirred for 12
h. After evaporation the mixture was diluted with water (10 mL) and citric acid (10%) and
extracted with ethyl acetate (2 x 80 mL). The combined extracts were then dried with sodium

25 sulfate, filtered and evaporated to afford 5-{(Z)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-
vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid ( mg, 85%) as a white solid. MS: m/e = 328.2
[M+H]".

Step 4: To a solution of 5-{(Z)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-
2H-pyrazole-3-carboxylic acid (0.3 mmol) in DMF (7 mL) was added 1-hydroxybenzotriazole
30 hydrate (0.45 mmol), N-ethyldiisopropylamine (1.2 mmol),
N-(3-dimethylaminopropyl)-N’-ethylcarbodiimidazole = hydrochloride 0.45 mmol) and

isopropylamine (27.8 mg, 0.45 mmol) and the resulting mixture stirred overnight at room



hi onor phol i ne S, S-di oxi de i nstead of isopropylamne, to the title conpound
8.8 ng, 22% which was obtained as an off white solid. M5: nmfe = 431.2
M-H] +. Bxarepiog2182 PCT/EP2010/055694
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-net hy|]i soxazol -4-yl ] -vinyl } - 2H pyr azol - 3-
) -mor phol i n- 4-yl -met hanone As described for exarrpl e 131 (step 3),
{(E)-2-[3-(4-fl uoro-phenyl)-5-nethyl-isoxazol - (L

i nyl } -tompgptuse dihe rgactian HEXEINg waniker poesd éléﬁ\?@‘#qoélﬂ sodigmedlogisle sedyrated) and

i nst eadh®imiktakOMmE @Q@édtétﬁwﬁh%tﬁiyl%bﬁ% The dohdiredt dfgarﬁ@ mwdzeﬁelﬁemasﬁe?&’/o

\:,L\QI?,C h Wi T gvg‘}e?lar? d tl?r%te% SO 1urn hy I1rot geenscgllrbo(rjlate I\Slghltlg;ll and then drled kverlﬂodlurn H&l@ ©
5- { (E) -fAtcr@t ft &aporaveddit@nydntrabomahd pluritfisaioazinl prépythfives HRYIC afZddd p tiaztitlee - 3-
car boxyl i ( trifl e I a irbed for exanple 132,
5-{ (% Cfnl%é’%@téﬂ %%2282/ aér?‘nP;fP‘%R“e %%w lgd|Ss{c?£1¥<az Oﬁé;ﬁﬁf (ﬁ]v. nyl } -

2H pyrazol e- 3-carboxylic acid was converted, using
2 2, 2-trif IExepude byl ami ne i nstead of m)rphollne to the title conpound (18
ng, 56% WhICh was obtained as an off white solid. M5 me = 395.4 [ M+tH]

t
(
[
(
yl
5-
v

; Fxgnﬂzﬂﬁ > Fluoro phenyl) -5- methyl-lsoylgazol 4-yl]-v1|nylj -2- Tn]eth 1-21-{ f 1‘2a|_z|?le-3- o3
ro -i soxazo yl]-viny pyr azol e- 3-
car boxﬁaf %’i‘f’&clds@pl%ﬁ? ?Iri%%til(ge‘g‘é(ﬁ&m‘él@d for exanple 132,

5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl-ispxazol -4-yl]-vi nyI}
i i : dN/USI ng i sopropyl am ne instead
of norpholine, to the title conpoungd/(28 ng; 53% which was obtai ned as an

off white solid. M5 me . e 18H
(5-{(E)-2-[3-(4-Fl uoro-pheny % 4-y11-vinyl}-2-methyl-2Hp
yrazol -3-yl)-(2- oxa-6-aga=-¢ ppt - 66yl ) - et hanone

10 As described for example 120 (step 4), 5-{(Z)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-
vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid (0.3 mmol), was converted, using 2-hydroxy-1-
methylethylamine instead of isopropylamine, to the title compound (2.9 mg, 3%) which was
obtained as an off white solid. MS: m/e = 385.2 [M+H] ".

Example 122

15  5-{(E)-2-|3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide

To a solution of 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-
pyrazole-3-carboxylic acid (0.3 mmol) in DMF (7 mL) was added 1-hydroxybenzotriazole
20 hydrate (0.45 mmol), N-ethyldiisopropylamine (1.2 mmol), N-(3-dimethylaminopropyl)-N’-
ethylcarbodiimidazole hydrochloride (0.45 mmol) and isopropylamine (0.45 mmol) and the
resulting mixture stirred overnight at room temperature. The reaction mixture was then poured
into aqueous sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The
combined organic layers were then washed with water and saturated sodium hydrogen carbonate

25 solution and then dried over sodium sulfate, filtered and evaporated. Concentration and



As described for exanple 122,

5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl -isoxazol -4-yl]-vinyl}-2-

net hyl - 2HvpypoazIares 3- car boxyl i ¢ acid was converted, usi RGT/EP2010/055694

2- oxa- 6-azoni a- spi ro[ 3. 3] hept ane oxal ajg salt instead of isopropylamne, to
the title corrpound (24 ng, 70% which Was obtained as an off white solid.
M5: me = 409.0 [ MtH +. Exanpl e 136

5- { ( E) -Ppuifigation by n@pémﬁﬁ@ﬁml)c sifordedh yhe fitdo cemppund- (15 mgi At} a9 pvpyicaspdide- 3-
car boxyMspmpeczh%Q.zjl bygroxy- 1 -net hyl -ethyl ) -am de As described for exanple
132, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl]-vinyl}-

2H pyr azol %ﬁ% Fﬁ:yl ic acid was converted, using 4-am notetrahydropyran

i nst ead of PHﬂ to the title corrpound (20 nmg, 47% which was
obtained as a light brown solid. M5: me = 397.2 [MH +. Exanple 137

( 5- { ( E)5S-H)2- 344 luormpbérei) S-mahykisoxdzol-d-tlavioy H L2-miethy2hl-py razblepdr az ol -
yl)-£2- = Qs { 3] hept - 6-yl ) - met hanone As descri bed for exanpl e
132, §5c??%’® l-c[q‘é&r(ﬁpﬂag%g% phenyl) - 5-net hyl -i soxazol -4-yl]-vinyl}-

2H pyrazol e- 3-carboxylic acid was converted, gsing

2- oxa- 6-azoni a-spiro[ 3. 3] hept ane oxal ate safit I\pstead of norpholine, to the
title conpound ( 11 ng, 37% which was obtalned as an off white solid. M
me = 395.4 [ M+H] +. Exanpl e 138
5-{(E)-2-[3-(4-Fl uoro-phenyl )-(?? |]-vinyl}-2H pyrazol e- 3-
carboxylic acid (2-hydroxy- 1, de As described for
exanple 132, 5-{(E)-2-[3-( | ubr o- vd -i soxazol -4-yl]-vinyl}-
2H pyrazol e- 3- car boxyl i c aci S c¢nverted usi ng\2- hydr oxy-

1, 1-di met hyl et hyl am ne i nstead of norpholine, to the title conmpound ( 11
ng, 36% which was obtained as an off white solid. M5: me = 385.2 [ M+H +.
Exanpl eAdld&cribed for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-

methyl-2H-pyrazole-3-carboxylic acid was converted, using ecthylamine instead of

isopropylamine, to the title compound (30 mg, 74%) which was obtained as a colorless gum.
10 MS: m/e=355.0 [M+H] ".

Example 124

5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-2-methyl-propyl)-amide

15 As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl }-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-2-methylpropylamine
instead of isopropylamine, to the title compound (9.4 mg, 28%) which was obtained as a white
solid. MS: m/e = 399.2 [M+H] ".



5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -i soxazol -4-yl]-vinyl}-2H pyrazol e- 3-
carboxylic acid (2-hydroxy-I-nethyl-ethyl)-am de As descri bed for exanple
132, 5-{(Wp-2810/127Y74- f | uor o- phenyl ) - 5- net hyl - i soxazol - 4- PCTAPRE1PI035694
2H pyrazol e- 3-carboxylic acid was convgyted, using 2-hydroxy-
1- net hyl et hyl am ne instead of norpholine, to the title conmpound (14 ny,
41% which was obtained as an off white solid. M5 me = 371. 2 [ MtH|
+. Exanpl e ¥zxgmple 125
5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -i soxazol -4-yl]-vinyl}-2H pyrazol e- 3-
car boxy3-{@®)acj3d4¢ Rubysiph 5.iRdthylisPxap) iyl avingB-2metind QH-peehzoRr3-exanpl e
132, 5- gﬁi" %! ;(3}‘{)@]( I Eg{mgd-é);)henyl i 5- rrgt hy-l)y-l]i soggzol - f1l-g§l/l ]- \??nyl }-
2H pyr viic acih (e dra gy anda amids t ed, using
2- hydr oxy- 2- met hyl - propyl am ne i nstead of norpholine, to the title conpound
(9.1 ng, 269% which was obtained as a br 6olid. Ms: mle = 385.2 [MH +.
Exanpl e 141
5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethy| -j ol -4-yl]-vinyl}-2H pyrazol e- 3-
carboxylic acid ethylam de As descyi bBA f or exanpl e 132,
5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl -&ksqxazol -4-yl]-vinyl}-
2H pyrazol e- 3-car boxylic acid was yerted, using ethylam ne instead of
nmor pholine, to the title conpoundNg8.[p ng, 33% which was obtained as an
off white solid. M5: me = 341.0 [ NH +. Exanpl e 142
5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -i soxazol - 4-yl]-vinyl}-2H pyrazol e- 3-
carboxylic acid am de As descri bedNNor exanple 132,
5-{(E)-2-[3-(4-fluoro-phenyl)-5:netHyl -i soxazol -4-yl]-vinyl}-
2H pyrazol e- 3-carboxylic aci d was=e0 ver usi ng anmoni a i nstead of

§ b

nor pholine, to the title conpound, ( 7 Fwhi ch was obt ai ned as an off
white solid. M5 me = 313.2 [ MFtH|T™N.

5 As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using 4-aminotetrahydropyran instead of

isopropylamine, to the title compound (13 mg, 32%) which was obtained as a white solid. MS:
m/e=411.2 [M+H] .

Example 126

10 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid amide

As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using ammonia instead of

15 isopropylamine, to the title compound (19 mg, 60%) which was obtained as a white solid. MS:
m/e =327.2 [M+H] .



Exanpl e 143

5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -i soxazol -4-yl]-vinyl}-2-nethyl -2H py
razol e- 3-woantwoeyd7sc aci d (2- hydroxy-1I, | -di met hyl - et hyl pcarmprd@onssedescri bed
for exanple 132, _140-
5-{(E)-2-[3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl]-vinyl}-

2H pyrazol e- 3-carboxylic acid was converted, using

2- hydr oxy- [Exampiled?hy| et hyl ami ne instead of norpholine, to the title
conmpound (5.7 ng, 709 which was obtained as an off white solid. M5: nle =

399. 2 [(M*lbi)ioimﬂ),(@-ﬁl’ﬁbﬁ‘lolﬁl{blin-4-yl)-(5-{(E)-2-[3-(4-ﬂu0ro-phenylf—S-methyl—isoxazol—4-yl]-
5-{[3-(4- Fl& or O- P?E[yllé‘)é" 5-ln§_t ﬁyl -t'bsoxazol -4-yl net hyl | - am no} - 2- net hyl - 2H py
razol e-3WYearBERY I FE BYREOTZYRVBF'ERY22E net hyl - propyl ) -anide Step 1: To a
solution of 3-(4-fluoro-phenyl)-5 -nethyl-isoxazgl e-4-carbal dehyde (1.32 g,
6.44 mol ) and the 5-am no-2-nethyl - 2H pyrazol e-%—c rboxylic acid nethyl
ester hydrochloride (1.0 g, 6.44 mmol) in nmeth =¥30 nmL) at room
tenperature was added potg_ssi um car bonate (89 96.44 nmol ) and then the
reaction mixture was heated under reflux flor 2N After cooling to room
1.9 nnol ) was added and then the

‘ i Xt™Nire was then cool ed and
ops)Oand evaporated. Water was
t hen added and the m xture extnact acetate. The aqueous | ayer

acetate. The conbi ned organi c Nxt
filtered and evaporated to afforQ
5-{[3-(4-fl uoro-phenyl)-5-nethyl -i soxazol - 4-yl net hyl ] - am no} - 2- net hyl -

24 pyr ) ! L& et by @ (279 whi \ i s-a
ahi 05 oot GerafERRIRIGR B2, 3 MR D PPt AV S MR AR ALY S 22
5-{[ 3- (methylcﬁﬁl@y@ﬁ@hyq-yargomh@qld i @K ggr@{ert@d,y LSHBE Hb}ornormorpholme S,S-dioxide
an no} -igstBRe @ﬁ/ﬂso&bbﬁ){ﬁlﬁ?eot&ﬂé'tﬁwm%h@ (FChfd, MBI Yhi@skas ov@mes AR eKkiRd,

to 5-{[3-.(4-fluoro Mj 5 -nethyl-isoxazo 1-4-ylmethyl]-am no
}-2- mtsﬂyﬁg'ﬁ\ﬂhﬁ‘%é 619% Har boxylic acid which was obtained as an off
white solid.
Example 128
10 5-{(E)-2-|3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide

As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using 2,2,2-trifluoroethylamine instead of

15 isopropylamine, to the title compound (30 mg, 64%) which was obtained as a white solid. MS:
m/e = 409.0 [M+H] "



Step 3 : To a solution of
5-{[3-(4-fluoro-phenyl)-5-nethyl -isoxazol -4-yl net hyl ] -am no}- 2-
met hyl - 2PvPwneazIa7978- 3- car boxylic acid (0.212 muol) i n DRET(EP20m)53686 added
1- hydroxybenzotriazol e hydrate (0.318¥ﬂUD|), N- et hyl di i sopr opyl am ne
(0.848 nmmol ), N (3-dinethylam nopropyl)-N -ethyl carbodiimdazol e
hydr ochl ori de (0.318 nmol) and 2- hydroxy- 2-net hyl propyl am ne (0. 318 mol )
and the redPMMeI2Y xture stirred overnight at roomtenperature. The
reaction m xture was then poured into aqueous sodi um chlori de (saturated)
and t hqSmi(K}-2418-(aFudrsipiRalBs-iet iy 1edovikolar gl 3By} -Thifleth PRDI G a 251521 C
| ayers meéﬁﬁ&hqg maspg@ wi th water and saturated sodi um hydrogen carbonate
sol uti dR® el WErERO8Ger sodi um sul fate, filtered and evapor at ed.
Concentration and purification by prngrative HPLC afforded the title
conpound (13 ng, 14% as an off mhit§; id. M. me = 402. 2 [ MtH] +. Exanpl e
145
5-{[ 3- (4- Fl uor o- phenyl ) -5-net hyl -i so -4-yl met hyl ] - am no} - 2- met hyl - 2H py
razol e-3- carboxylic acid am de As\ descyi bed for exanple 144,

. ote4-yl met hyl ] - am no} -
2- met hyl - 2H pyr azol e- 3- car boxyl i c,faci|d was converted, using amoni a i nstead
g/ the title conpound (12 ngy, 20% which
was obtained as an off white solid,/ M5 me = 330.4 [ MtH +. Exanple 146
5-{[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i §oxazol - 4-yl net hyl | - am no} - 2- net hyl - 2H py
razol e-3- carboxylic acid (2,2,2-trMNluoro-ethyl)-am de As described for
exanpl e 144, 5-{[3-(4-fluoro-phs pt hyl - i soxazol - 4-yl et hyl ] - am no} -
2- et hyl - 2H pyr azol e- 3- car boxyl i 7aci\d wa rted, using
2,2,2-trifluoro-ethylam ne insteglg oxy- 2- et hyl propyl am ne, to the
title compound (22 ng, 20% which wds obtarned as an off white solid. MS:
me = 412. 4 [ MtH] +. Exanpl e 147
5-{[3- (4 ktdab&Qt RN IpteStI b E)-DYOXAZRIorétpNenYBL Wl iy HoR 8201 2= R Bl - 2H- py

razol e- 3- . . . . .
methyl-2H-pyrazole-3-carboxylic acid was converted, using morpholine instead of

isopropylamine, to the title compound (8.3 mg, 25%) which was obtained as a white solid. MS:
m/e =397.2 [M+H] ".

Example 130

10 5-{(E)-2-|3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide

O /|
N
jH/ .
HO

As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1-methylethylamine

15 instead of isopropylamine, to the title compound (6.7 mg, 17%) which was obtained as an off
white solid. MS: m/c = 385.2 [M+H] ".



carboxylic acid (tetrahydro-pyran-4-yl)-am de As described for exanple 144,
5-{[3-(4-fluoro-phenyl)-5-nethyl-isoxazol -4-yl net hyl ] -am no} -

2- met hyl -®bR2pywazobe- 3- car boxyl i c acid was converted, UPCHEEP2010/055694

4- am ont et r ahydropyran i nstead of 2-hygyoxy-2-nethyl propylam ne, to the
title conpound (7.7 ng, 27% which was obtained as a |light yellow solid.

MS: me = 414.2 [ M+H +. Exanpl e 148

5- {[ 3- (4- FIEx@p$hdhy| ) - 5- et hyl - i soxazol - 4-yl et hyl ] - ami no} - 2- et hyl - 2H py
razol e-3- carboxylic acid (3-nethyl-oxetan-3-yl)-am de As described for
exanpl g114Biox0-1 ¢-8hiofrokphslie4-3NEY{(E)-2-[BRY Tt ord-phyayaps-ethly o Rydoll-4ayT)-n o} -
2-nethyL-é&L?grazolfj3-car8$xglic aclid was converted, using

3- et hy P9 EEERY 203X methanipe o q of 2- hydr oxy- 2- met hyl propyl ani ne, to the
title conpound (17 ng, 28% which was obtai ned ag @ white solid. M5 nfe =
400. 3 [ MtH] +. Exanpl e 149

W

(5-{[ 3-(4-Fl uoro-phenyl)-5-nmet hyl -i soxazol -4-y 'ﬁ9|]-anino}-2-nethy|-2H—p
yrazol - 3-yl) - (2-oxa-6-azgfspiro[3.3]hept-6-y ) - me¥ hanone As descri bed for
exanpl e 144, 5-{[3-(4-fludno-phenyl)-5-nmeyhyl -} azol - 4-yl met hyl ] - am no} -

S erted, using
At \\nst ead of
& corfPound (14 nmg, 22% which was
obtained as a white solid. Ms: \me/=#12.4 [ MtH +. Exanple 150
5-{[ 3- (4- Fl uor o- phenyl ) - 5- et hy} - \soxazol - 4-yl net hyl | - am no} - 2- net hyl - 2H py
razol e-3- carboxylic acid (2-HYydrgky-1-nethyl-ethyl)-am de As described for
exanpl e 144, 5-{[3-(4-fluoro-phéhyl)-5-nethyl -i soxazol -4-yl met hyl ] - ami no} -
2- met hyl - 2H pyr azol e- 3- carboxylic acid was converted, using
2- hydr =k - ' [ : r 25t ] to
the 11 118 Corosuauiy! %@”@M%ﬁ%ﬁ%ﬁ“ I35 WA PR (AT o
78 °C was added LiHMDS (6.54 mL, 6.54 mmol) and the resulting mixture stirred at -78 °C for

1 h. The mixture was then warmed up to room temperature and a solution of 1H-pyrazole-5-
carboxylic acid, 3-formyl-1-methyl-, methyl ester (5.95 mmol) in dry THF (15 mL) was added

and the resulting mixture stirred for 2 h. Saturated aqueous ammonium chloride (15 mL) was

10  added and the resulting mixture extracted with ethyl acetate (2 x 40 mL). The combined organic
layers were then dried over sodium sulfate, filtered and concentrated. Purification by
chromatography (silica, heptane:ethyl acetate 1:0 to 9:1) afforded, two products in a ~1:1 ratio,
5-{(E and Z)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-pyrazole-3-carboxylic
acid methyl ester (55%).

15 Step 2: As described for example 120 (step 3), 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-
4-yl]-vinyl}-2H-pyrazole-3-carboxylic acid methyl ester was converted to 5-{(E)-2-[3-(4-fluoro-
phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-pyrazole-3-carboxylic acid (165 mg, 93%) which
was obtained as an off white solid. MS: m/e = 314.2 [M+H] ".

Step 3: As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-

20 vinyl}-2H-pyrazole-3-carboxylic acid instead of 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-
isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-carboxylic =~ acid was  converted, using
thiomorpholine S,S-dioxide instead of isopropylamine, to the title compound (8.8 mg, 22%)
which was obtained as an off white solid. MS: m/e =431.2 [M+H] .



obtained as a light yellow solid. M5: me = 388.4 [ MtH +. Exanpl e 151

5-{[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl met hyl ] - am no} - 2- net hyl - 2H py
razol e- 3-woantyoeyd7sc aci d i sopropyl am de As descri bed f @CcTaEPAMOI0856944,
5-{[3-(4-fluoro-phenyl)-5-nmethyl-isoxaggl -4-yl methyl ] -am no}-

2- met hyl - 2H- pyr azol e- 3-carboxylic acid was converted, using isopropylam ne
i nstead of 2- hydroxy-2-nethyl propylamne, to the t|tIe conpound (15 ng,
21% whi ch Ex8omedd3 ned as a white solid. MS: me = 372.2 [MrH +. Exanpl e
152

5-{[3-(4- {EE)JM@(minrb)plﬁnygisnwetnmmmym Ny Hl paakad-yB hepphanal e- 3-
carbox‘L f §2 hydr oxy- 2- net hyl - propyl ) - e Step 1: To a solution of
3-(4-f1Ud 'E)Iﬁ’ﬁ’é'ﬂ f)-5 -nmethyl - isoxazol e- 4- carbal dehyde (1. 75 g, 8.53 nmmml)
and the 5-am no-2H pyrazol e- 3:
(1.2 g, 8.53 mol) in nethano
nol ecul ar sieves (2.5 g) and
nmol ) was added. Then sodiu

carboxylic acid nethyl ester hydrochloride
(70 nmL) at roomtenperature was added

hen after 1 h, acetic acid (6.8 niL, 119.4
anobor ohydride (1.07 g, 17.1 nmol) was added
porti onwi se and the m xture pred at roomtenperature overnight. After
evapor ati on, dichl oronet hane fias added ang t he ure washed with sodi um
hydr ogen carbonate (saturatedlsol uti onN—Nhe ofg:§bc | ayer was then dried
over sodium sul fate, fllterNd’.'o S aoorg}ed Rur ification by

chromat ography (silica, hepan..ethyI ase ¥ 7:3 to 6:4) afforded 5-
{[3-(4-fluoro-phenyl)-5-nethyl -\soxazol - get hyl | - am no} - 2H-pyr azol e- 3-ca
rboxylic acid nethyl ester (1.2 g, 44%. Step 2

5-{[ 3- (4- Fl uor o- phenyl ) - 5- met hyl - i soxazol - 4-yl et - am no} - 2H pyrazol e- 3-
car boxyAd dessobetl faat dypnpéssi Bk (89008), rfg { (E2-27[3- (#ﬂﬂ)lorowé@ﬁ)ﬂémedh}ésmxwd 4-pl]-THF

(20 m)y; 92H %ﬂ"g&ﬁé QYCQFIR)& e nepohydg atc%n(lé% anJSln%(S SBrgHeRhd  TifktdRt epr (15

) adde resulting mxture stirred ter evaporatlon t he

mi xt ur & waprmq i SeS-Wioxpcndn Bie té?cﬁ%gouaﬁél%mgr P 8703 syhich waspbiapgd ax #p &Et ed
W th etiiyite atig! miSen{2=3880 [M=)H] The conbi ned extracts were then dried

F

Example 133

10 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide

O,
W

As described for example 132, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-
2H-pyrazole-3-carboxylic acid was converted, using 2,2,2-trifluoroethylamine instead of

15 morpholine, to the title compound (18 mg, 56%) which was obtained as an off white solid. MS:
m/e = 395.4 [M+H] .



with sodiumsulfate, filtered and evaporated to afford
5-{[3-(4-fluoro-phenyl)-5-nethylisoxazol - 4-ylnethyl] -am no

} - 2H pyr awolz2er@remsboxylic acid (703 ng, 91% as an of f PalmiEPRO1®OFI6ds NS:
me = 317.4 [MtH +. Step 3 : To a sol ufjon of
5-{[3-(4-fluoro-phenyl)-5-nethyl -i soxazol - 4-yl net hyl ] - am no} - 2Hpyr azol e-
3-carboxylic acid (0.212 mol) in DVF (5 nL) was added 1-hydroxybenzotriazo

| e hydrat e EF@mpI813hp| ), N- et hyl di i sopropyl ani ne (0. 848 mmmol ),

N- ( 3-di net hyl am nopropyl )-N - ethyl carbodii m dazol e hydrochl oride (0.318
nmol ) 853{tEB—-Z%B@ﬁWMo?o—ﬁEéM-NIWH&BM)MOI—@-yﬂlﬁnmﬁ-p?f’&old@-cﬁﬂﬁixbfﬁ& ngid

m xt ure stirred.&vernight at roomtenperature. The reaction m xture was

t hen pdStAPYAMAEqueous sodi um chloride (saturated) and the nmixture was
extracted with ethyl acetate. The conbi ned organic | ayers were then washed
w th water and saturated s@di um hydrogen carbonate/ sol ution and then dried
over sodiumsulfate, filter®&d and evapor atted. ntration and
purification by preparative {itl e conmpound (15 ng, 29%
as an off white solid. Ms: anpl e 153

5-{[ 3- (4- Fl uor o- phenyl ) - 5- hyl ] - am no} - 2H pyr azol e- 3-
carboxylic acid am de As descri hed/ l e 152,
5-{[3-(4-f|uoro-phenyl)-5-nethN/-iuoxazol-4-y|nethyl]-anino}-

2H pyrazol e- 3-carboxylic acid ma® orverted, using ammoni a i nstead of

2- hydr oxy-2- met hyl propyl am ne, To the title conpound (17 ng, 29% which
was obtained as an off white solid. M5 me = 316.4 [MH] +. Exanple 154

5- {[ 8- (4s Heseotbed phe ryhhpls- i3, Wy cB)sbdaEbfluctoypdhnetl et Ayl inakaz@H-pijraxydl - 3-

b . . : | . ; . ! 1 .
203y AR AL i, 50008 ARG PR BptiEr oo,
2H pyr dhotide Jomnpwak (A8 wgazd’d) whschcunyebtemdd aggnmdt wittionelad. iMSt sei=c¥55.2
i sopropyA-amme, to the

=

Example 135

10 (5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl|-vinyl}-2-methyl-2H-pyrazol-3-yl)-(2-
oxa-6-aza-spiro[3.3]hept-6-yl)-methanone

F | 0

As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using 2-oxa-6-azonia-spiro[3.3]heptane

15 oxalate salt instead of isopropylamine, to the title compound (24 mg, 70%) which was obtained
as an off white solid. MS: m/e = 409.0 [M+H] ".



title conpound (6.4 ng, 32% which was obtained as a white solid. M5: me =
358.2 [ MtH] +. Exanpl e 155

5-{[ 3- (4-Wbuoroorzprenyl ) - 5- met hyl - i soxazol - 4- yl et hyl ] - arCnaEP2@blop3paz0l e- 3-
carboxylic acid ethylam de As descri beg,f or exanple 152,
5-{[3-(4-fluoro-phenyl)-5-nethyl -i soxazol - 4-yl net hyl ] - am no} -

2H pyrazol e- 3-carboxylic acid was converted, using ethylam ne instead of

2- hydr oxy- Exampled3@r opyl amine, to the title compound (14 nmg, 41% which
was obtained as an off white solid. M5 mle = 344.2 [ MtH +. Exanpl e 156

5- { [ 3- (s44(F)20p30:PFIa0Yd- ph &rylRs hiydth { Bigsazol-4 41 Vil I Jpy fddoo3 ca by lid zel e - 3-
carboxyhic acidléﬁghr dfgﬁﬁﬁran-4-yl)-anide As descri bed for exanple 152,
5-{ [ 3- (A1R9Ees1y ¥€$-§)' 1 - i soxazol - 4-yl et hyl | - ami no} -

2H pyrazol e- 3-carboxylic acid was convert ed, U?Lng 4- am not et r ahydr opyr an

i nstead of 2- hydroxy-2-net hyl propyl am ne, ~t< e title conpound (9.1 ny,
28% which was obtained as an off white solid .
Exanpl e 157
5-{[3-(4-FIuoro-phenyl)-5-nethy. i
carboxylic acid (2-hydroxy-|-nmeth

152, 5-{[3-(4-fluoro-phenyl)<5-nsh K
2H pyrazol e- 3- car boxyl i c ac;§>Ma§ conMerted, using

2- hydr oxy-| - met hyl et hyl ami ne fnsflead of 2-hydroxy- 2- fret hyl propyl amine, to

the title conpound (13 ng]O32% which was obtained as an off white solid.

MS: me = 374.4 [ MtH +. Exanpl e 158

(5-{43-£ &~ - St hyipisexaeflerd: § DAL 5 AR AWLAAe! - 3-

T R T [ PR KL A Ak P PAIRAD

152, 5-2H-gyrezolet3gewenyyhengeil- svage coicricdoigl Aagngietmlyydropypmoinstead  of
morpholine, to the title compound (20 mg, 47%) which was obtained as a light brown solid. MS:

m/e =397.2 [M+H] ".
Example 137
10 (5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-pyrazol-3-yl)-(2-oxa-6-
aza-spiro[3.3]hept-6-yl)-methanone

F H O
N

As described for example 132, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-
2H-pyrazole-3-carboxylic acid was converted, using 2-oxa-6-azonia-spiro[3.3]heptane oxalate

15 salt instead of morpholine, to the title compound (11 mg, 37%) which was obtained as an off
white solid. MS: m/c = 395.4 [M+H] ".



2H pyrazol e- 3-carboxylic acid was converted, using

2- oxa- 6-azoni a-spiro[ 3. 3] hept ane oxal ate salt instead of

2- hydr oxyw@-20mi29479r opyl ami ne, to the title conmpound ( PCTMP2010H%4690hi ch
was obtained as a white solid. Ms: nfe4.398.2 [MH +. Exanple 159

N-i sopropyl -1 -nmethyl -3-((5-nmethyl -3-(pyridin-2-yl)isoxazol -4-yl)net hyl am no
) -1 Hpyrazol e- 5-carboxam de a) Ethyl 1-nethyl-3

- ((5- met hy IEx3mm¢ 13&i n- 2-yl )i soxazo | -4-yl)nmethyl amino)- 1H pyrazo le-5 -
carboxylate To a m xture of

5- et hyd-£(&)LPBLEIF IR0 Fo-pheryaPE-aiah ok kot PalylieVindR- 18-y taddte-3-4a o xyTi®lakicnd
5- am 9: 2- et %(fl—l— Eﬁ/r aéﬂde- 3-.(£€r boxylic acid ethyl ester hydrochloride
(886 mgt -hy deqxyshdrqimeptiylgdayl-amids y a5 added nol ecul ar sieves (1.3 g). The
reaction m xture was stirred at RT for 1 h. Then acetic acid (3.45 nL, 60.3
mmol ) was added. After stirring for additioRg m n, sodium

cyanobor ohydride (542 ng, 8.62 mmol) was addg portions over 2 mn and

the reaction mxture was stirred at RT f , then evaporated. The
resi due was extracted with dich ororng el washed with a saturated

sol ution of sodi um hydrogen caon e.\ ayers were washed with
wat er and brine, dried over godijum g gvaporated. Purification by
chromat ography (silica, di Mnet hgne) afforded the title conmpound as a
white solid (814 ngy, 55%. MS, e = 342.1 [ M+H +. bf

| - Met hyl - 3- ((5- et hyl - 3-(%(?' di n- 2-yl )i soxazol - 4-yl ) met hyl am no) - | H pyr azol
e-5-carboxylic acid To a ution of ethyl

| - met hyl - 3- ((5- net hyl - 3- (pyri di n-2-yl )i soxazol -4-yl ) met hyl am no) -1 Hpyr azol e
- 5-farkoxiyicaibed (f67 @xample21 327 FafH))2-[ 33 (4 ioro S hohyl)-fascthgldeskaao lsblyl] tvioyl } -Of

hormgendbtg gt ToR MDA L2 i el ool e e P aliafbbe PG °
RT for @0nerpholinkhéo tredfétiv eonssiund i & mger3é”@valpioh aitae dbemiekdt fsearr efivchie sodid.
neut r alyjjgegy i s 3 Mg to get pH-5. A solid was

Example 139

10 5-{(E)-2-|3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2 H-pyrazole-3-carboxylic acid
(2-hydroxy-1-methyl-ethyl)-amide

O /1
N/
N
HO

As described for example 132, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-
2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1-methylethylamine instead of

15 morpholine, to the title compound (14 mg, 41%) which was obtained as an off white solid. MS:
m/e =371.2 [M+H] .



formng. The m xture was stirred at 0 OC for 30 min, then filtered and
washed with ice water. The solid was dried to give product as white solid
(500 ngy, wo®1o/iehgsnot her |iquor was acidified with 1 MPHUEPR@O®SicIpH~-4. A
solid was formng. Mxture was stirred gt 0 OC for 30 min, then filtered
and washed with water. The solid was dried to give product as white solid
(189 ng, 27% . The conbined solids were the title conpound (689 ngy, 97%
whi ch was dbammMeddts a white solid. NB me = 312.2 [MH . ¢)
N-isopropyl - 1-methyl-3 -((5-nmethyl-3 -(pyridin-2-yl)isoxazo

|- 4- y| )3verhol @as rmhorol QIR mdtﬁyl-ﬁombb@wmlﬂﬂ}Ini@ysﬁow‘-marwx[yhc acid

- et hy rldJn 2-yl)isoxazol - 4-yl) et hyl am no) - [ Hoyr azol e
- 5- car(%(}%# ’@"g"é?eg}{f 0&?3}3 Wemi) in DVF (3 nb) were added TBTU (91 nm,
281 mmol ) and N, N-diisopropyl ethyl am ne (217 , 1.28 mmol) foll owed by
i sopropylamne (24 mL, 281 mmol ). The m xt Urs stirred at RT for 1 h,
then evaporated. The residue was purified by ash- chr omat ogr aphy over NH2
silica gel using gradient EtQAc / heptane 10 oto afford the title
conpound (75 ng, 83% as a whit : 5.2 [ M+H] +. Exanpl e 160
2- Met hyl - 5-[ (5- et hyl - 3- pyri di n- hyl ) - am no] - 2H- pyr azol
e-3- carboxylic acid (tetrahydro-/py descri bed for exanple
160c, |-methyl-3-((5-nmethyl-3- ridiH-Z-yI)lsoxazoI 4- yl) et hyl am no) - |
H pyrazo | e-5-carboxylic HOI (ﬂi ng; 44.7 nnnl)_machonverted, usi ng 4-
am not et rahydr opyran i nstead/of> i sopropylamne, to the title conpound (17
ng, 96% which was obtained as a white solid. M5 me = 397.2 [ MtH|
+. Exanpl e 161

LQNFsthAS agfogﬁedif&bh)ekarﬁp](epr - meZ) 2}#[3)(4Sﬂa’cﬁaqihe14yly5)ﬂ’f@hﬁ)ﬁk@(&@m-yl‘}ku‘f@ylphoI i
Z -
| - et Eﬂﬁgyr(ag%le%é(faﬁmxygl eﬁér\}/a&l cHnwéer%] Pss}te)g(%%gﬁroiy-@methyFpropylarnme instead of

morpholine, to the title compound (9.1 mg, 26%) which was obtained as a brown solid. MS: m/e
=385.2 [M+H] .

Example 141

10 5-{(E)-2-|3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2 H-pyrazole-3-carboxylic acid

ethylamide
O,
W
I
N
NN N
N
H H F

As described for example 132, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-
2H-pyrazole-3-carboxylic acid was converted, using ethylamine instead of morpholine, to the

15 title compound (8.9 mg, 33%) which was obtained as an off white solid. MS: m/e = 341.0
[M+H] .



yl ) met hyl am no) - | H pyrazol e- 5- carboxylic acid (80 ng; 255 mmol ) _was
converted, using 4- am nonorpholine instead of isopropylamne, to the title
conpound WOQa1omy79781%9 whi ch was obtai ned as a white solPCu/EPMBI/0MG6e4 = 398. 2
[ MitH +. Exanpl e 162 _14%-

| - Met hyl - 3- ((5 met hyl - 3- (pyri di n-2-yl )1 soxazol - 4-yl ) net hyl am no) - N- ( 3- net hy
| oxet an- 3- -IFL razol e- 5- car boxam de As descri bed for exanple 160c,

| - met hyl - SI%@ | -3-(pyridin-2-yl)isoxazol -
yl)nethylanlno)-lF#pyrazole 5-carboxylic acid (80 ng, 255 mmol) _was
conver tR(E)12s[30@-BuorEphoiyl B5-0x@h fnis ot 4761-4 4]t Gadll} OfH-p§ Loty carboxglic taRid he
title co{’t 3un%q%68 ny, i)70‘3/i))3\/\/r1|ch was obtaﬁﬁtd gé a.gzite sol id. Cnme =
383. 3 [%ﬂl”‘ﬁf +. Exanpl e 163

3-((3-(5-Fluoropyridin-2-yl)-5- nethyllsoxazqﬁ 4-yl ) met hyl am no) - N-i sopr opyl
-l -methyl | H pyrazol e- 5-car boxam de a) X i ((3 -(5
-fluoropyridin-2-yl)-5 -nethylisoxazo |-4- \I)r t hyl am no) - 1-nethyl -
1Hpyrazol e- 5-carboxyl ate As described f oy exanple 159a, 3-(5

4-cap,§ﬂdehyde (206 ng, 1.0 mmol)

% ich was obtained as a
white solid. Ms: me = 360.1 [
3-((3-(5-Fluoropyridin-2-yl {,bB net Ilsoxazol-4-y met hyl ami no) -1 - net hyl -
| H pyrazol e-5- carboxylic acid As descri bed for eXxanpl e 159b, et hyl
3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol -

yl) et hwd aEidp@ld |fofekibre! 3P4 Lﬁ[ﬁ(@ﬁﬁ&@@%ﬁj}lﬁS-(rﬁéﬁylmgoxagoléfﬁﬂ- I]mﬁ})l}_y"as

converted to the title conpound ny, . s.0 talne a
sol i d. %prr&?%leﬁ e lip peid was Q?}Wg“tf(d( gSl(lg anm}q%ar %ge,\“?a  posphofipe.go onida €
- met hy | dospadd (12-hg yI2p et high amb 00k ias ap b FRytite sbtidENIByhve 2 BIPY 2ARG-H] .

Example 143

5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
10  carboxylic acid (2-hydroxy-1,1-dimethyl-ethyl)-amide

As described for example 132, 5-{(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-

2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1,1-dimethylethylamine instead

of morpholine, to the title compound (5.7 mg, 70%) which was obtained as an off white solid.
15 MS: m/e=399.2 [M+H] ".



| e- 5- car boxam de As described for exanple 160c,
3-((3-(5-fluoropyridin-2-yl)-5-nethylisoxazol -4-
yl ) met hyaioizom)r2r97aet hyl - | H pyrazol e- 5- carboxyl i ¢ aci d @88/RP01005524 nol )

i nstead of 1- -149-

met hyl - 3- ((5-net hyl - 3- (pyridi n-2-yl )i soxazol - 4-yl ) met hyl am no) - | H pyr azol e-
5-carboxylic acid was converted to the title conpound (26 ng, 61% which
was obt ai ndgagpleldthite solid. MS: mfe = 373.2 [ MtH +. Exanpl e 164
3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol -4-yl)met hyl am no) -1 - net hyl - N-
(tetr arB‘HBC(4-I§lhbl¥byﬁl@élg##iﬁethﬂi@tﬂa&éﬂ-@hﬁetﬁgl] haxiag}-damémyBeHCpyragsief30r
exanpl e l§3c . S(d(éelg -1l ul(z‘go rLdi n‘i)%l!]ﬁ - met hyl i soxazol - 4-

y1) et TRV e Getyipxy 2 pbhab Brend-Amids i ¢ acid (76 ng, 0.23 mol)
was converted, using 4-am notetrahydropyran igﬁtead of isopropylamne, to
the title conmpound (95 ng, 80% which was ﬁ$d as a white solid. Ms
me = 415.2 [MH +. Exanple 165 /
N—Cyclopropyl-3-((3-(5-f|uoropyridin-2-yH ~meg hyl i soxazol - 4-yl ) net hyl am n
0)-l-methyl |l H pyrazole-5-carb9§ani descri for exanple 163c,
3-((3-(5-fluoropyridin-2-yl)-5-Ret | §oxazol -
yl ) met hyl am no) - | - net hyl - | H pyr azol hpiﬁarboxyll
was converted, using cycle&gzg?Nanin¢ instead of is

id (92 ng, 0.28 nol)
F:oropylam'ne, to the
Wwh

title conpound (78 ng, 769 i h was obtained as afahite solid. Ms: me =

371.3 [ MtH] +. Exanpl e 166
N- ( Cycl opropyl net hyl ) - 3- ((H¥O(5- f 1 uor opyri di n-2-yl ) - 5- et hyl i soxazol - 4-yl ) ne
t hyl am no) -1 nmet hyl - | H pyrazol e- 5- car boxanm de As described for exanple

g1 v iyt 10 ORUEEU e e ES BB e (33 14
was corfvepheagd tl%fsi-ﬁ@l@n@-ﬁ@ﬂﬁ@t@ﬁ-ﬁ};f%@%d@&%y{lﬁ aeid anptlorl cpsppydspshiandadd 0 o
the titd & LORPRINE H©8Ran®. (36%M) at room temperature was added potassium carbonate (890
mg, 6.44 mmol) and then the reaction mixture was heated under reflux for 2 h. After cooling to
room temperature sodium borohydride (487 mg, 12.9 mmol) was added and then the mixture
10 heated under reflux for 12 h. The mixture was then cooled and treated with hydrochloric acid (1
N, 10 drops) and evaporated. Water was then added and the mixture extracted with ethyl acetate.
The aqueous layer was acidified with hydrochloric acid (2 N) and then extracted with ethyl
acetate. The combined organic extracts were then dried over sodium sulfate, filtered and
evaporated to afford 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino }-2-methyl-
15 2H-pyrazole-3-carboxylic acid methyl ester (27%) which was obtained as a white solid.

Step 2: As described for example 152, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-
amino }-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester was converted, to 5-{[3-(4-fluoro-
phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-carboxylic acid which

was obtained as an off white solid.

20 Step 3: To a solution of 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino }-2-
methyl-2H-pyrazole-3-carboxylic acid (0.212 mmol) in DMF (5 mL) was added 1-
hydroxybenzotriazole hydrate (0.318 mmol), N-cthyldiisopropylamine (0.848 mmol),
N-(3-dimethylaminopropyl)-N’-ethylcarbodiimidazole  hydrochloride (0.318 mmol) and
2-hydroxy-2-methylpropylamine (0.318 mmol) and the resulting mixture stirred overnight at

25 room temperature. The reaction mixture was then poured into aqueous sodium chloride
(saturated) and the mixture was extracted with ethyl acetate. The combined organic layers were
then washed with water and saturated sodium hydrogen carbonate solution and then dried over
sodium sulfate, filtered and evaporated. Concentration and purification by preparative HPLC
afforded the title compound (13 mg, 14%) as an off white solid. MS: m/e = 402.2 [M+H]".



whi ch was obtained as a white solid. M5 nmfe = 385.2 [MtH +. Exanple 167
3-((3-(5-Fluoropyridin-2-yl)-5-nethylisoxazol -4-yl)net hyl am no) - | - net hyl - N-
(3- met hywoxetowan7®syl ) -1 H pyrazol e- 5- car boxam de As desecirhpdohosseekanpl e
163c, 3-((3-(5-fluoropyridin-2-yl)-5-npfhyl i soxazol - 4-

yl ) met hyl am no) - | - met hyl - | H pyrazol e-5-carboxylic acid (92 ng, 0.28 nol)
was converted, using 3-nethyl-3-oxetanam ne instead of isopropylamne, to
the title do#pila#dYo0 ny, 81% which was obtained as a white solid. Ms:
me = 401.3 [ M+rH +. Exanpl e 168

(3-(( 3-5(-ﬁslihqqﬁ@@ypinaiyny-@metl)ylﬁsmtzbmigﬁﬁmyqlmﬂm}-)zrmétlnyl-animhzéleaet hyl - |
H pyrazol - 5- l}élél) (dZ oxa- 6- azaspi ro[ 3. 3] hept an- 6-yl ) met hanone As descri bed
for exddppeMisgerdamides 5 ¢\ yoropyri di n-2-yl)-5- met hyl i soxazol - 4-

yl ) met hyl am no) -1 - met hyl -1 H pyrazol e-5-carboxylic acid (92 ng, 0.28 nol)
was converted, using 2-oxa-6-azoni a-spi ref3.”3],hept ane oxal ate salt instead
of isopropylamne, to the title conpound \85/ , 3199 which was obtained as
a white foam Ms: me = 413.4 [ MtH + Yms\l. A conpounds of formula I, R

wherein L is -CH2-O, -CHZ-Ng# or CH: X R5 and Yis N, or Xis N
and Yis NRL is selected from tif4 dfoup cong
| ower al kyl substituted by 1-#% hat,gg¥n atons,

g of i) lower alkyl, ii)
aryl, iv) aryl

substituted by 1-4 substituer®s in',gi vidual ly sel

am no- | ower

I(::t ed from am no,

5 As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2-methyl-2H-pyrazole-3-carboxylic acid was converted, using ammonia instead of 2-hydroxy-2-
methylpropylamine, to the title compound (12 mg, 20%) which was obtained as an off white
solid. MS: m/e = 330.4 [M+H] ".

Example 146

10 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide

o\N
yo Ny
N
SN/
N/
F{”I F
F

As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 2,2,2-trifluoro-cthylamine instead

15  of 2-hydroxy-2-methylpropylamine, to the title compound (22 mg, 20%) which was obtained as
an off white solid. MS: m/e = 412.4 [M+H] ".



al kyl , cyano, cyano-lower al kyl, hal ogen, hal ogen-1ower al kyl, hydroxy,
hydr oxyl ower al kyl, | ower al koxy-I|ower al kyl, |ower alkyl, |ower alkoxy,
hal ogen- Iwaenioal2kgy, (1 ower al kyl, | ower al kyl )N, (| owecTaiPkeo/o5H6bé ,

N(l ower al kyl, |l ower al kyl)- | ower alkyi N(I ower al kyl, H) -1 ower al kyl,
nitro, |lower alkyl-S(O 2-, carboxy, carboxy | ower aIkyI | ower

al kyl - COO- | ower al kyl, COO | ower al kyl, CO N(I ower aIkyI H) - | ower al kyl,
cO N(| ower Eample i4ler al kyl)-1ower al kyl, CO NH2-1ower alkyl and | ower
al kyl -CO-, v) heteroaryl, vi) heteroaryl substituted by 1-4 substituents

i ndi vi CBJﬁBL(Xl HAbRr lealyi)mmemylrl@oxaamm@hﬁmyuaddfmb} 2%@&1191-2m1 zélewer

al kyl , abga& gfﬁiﬁgmg*pmer MK%E h droxy, hydroxy-1ower alkyl, |ower

al koxy-G5hErlig actq (e AN+ Y 5By %Ikoxy, hal ogenl ower al koxy, (I ower
al kyl, 1l ower alkyl)N, (lower alkyl,HN, No al kyl , | ower al kyl) -1 ower
al kyl, N(Iower al kyl,H)-1ower alkyl, nitro NaIkyI-S(C))2-, car boxy,
car boxy-1 ower al kyl, | ower alkyl - COO-Io | oner al kyl - COO-,

CO N( | ower aIkyI,FD-Iower al kyl , CI)N(IO Iomer al kyl') -1 ower al kyl,

CONH 2-1| ower al kyl and | ower al kyl - nd VII) 3 erocyclyl R2 is H
| ower al kyl or | ower alkyl subs ut d -5
sel ected from hal ogen and oxy/, R3 elected

uents |nd|vidually
the group consisting
of i) H ii) lower alkyl, ii| Nmer ?Ikyl substltut d by 1-5 substituents
individually selected fr acgt afhi dyl, acetyl, acetyﬁhnlno am do, am no,
car boxy, cyano, cycloal kyl, hal ogen, halogenlomer al koxy, heterocyclyl,
hydr oxy, | ower al koxy, (Iomer al kyl, 1 ower al kyl)N-,
5 As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -

2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 4-amiontetrahydropyran instead
of 2-hydroxy-2-methylpropylamine, to the title compound (7.7 mg, 27%) which was obtained as
a light yellow solid. MS: m/e = 414.2 [M+H] "

Example 148

10 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2-methyl-2H-pyrazole-3-
carboxylic acid (3-methyl-oxetan-3-yl)-amide

As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 3-methyl-oxetan-3-yl-amine

15 instead of 2-hydroxy-2-methylpropylamine, to the title compound (17 mg, 28%) which was
obtained as a white solid. MS: m/e = 400.3 [M+H] ".



(lower alkyl,HHN-, nitro and | ower al kyl-S(0)2-, iv) heteroaryl, v)

het eroaryl substituted by 1-4 substituents individually selected from

am no, amvoabover9zal kyl, cyano, cyano-|ower al kyl, hal ogem/ErPR@bogsns | ower
al kyl', hydroxy, hydroxy-|ower alkyl, |ppaer alkoxy-lower alkyl, |ower alkyl,
| ower al koxy, hal ogenl ower al koxy, (I ower al kyl, | ower al kyl) N- (1 owner

al kyl , HHN-, N(lower al kyl,|ower al kyl)-Iower al kyI N( I ower al kyI , H) - | ower
al kyl . nit Fgampedd9 al kyl - S(0)2-, carboxy, carboxy-lower alkyl, |ower

al kyl - COO- | ower al kyl, | ower al kyI COO, CO N(Iower al kyl, H)-Iower alkyl,

CO- N(I qwe(3- -Fuiorqu@ﬁ ﬁ.lskmht)lryl 0RA 4k et INEmEnd ) Nt RHIH -py A1 BOWRT

al kyl - g? é é@fgﬁd oal kyl substituted by 1-4 substituents

i ndi vi &XPS};- S hydroxy, viii) heterocyclyl, ix)

het er ocycl yl substl tut ed by 1-4 substituents individually selected from

hal ogen and | ower al kyl, gnd x) -NR 7RS; R4 i ©®H |ower al kyl or | ower

al kyl substituted by 1-5 halogen atons; .0 _R3//and R4 together with the

nitrogen to which they are ached fo g, etgyocyclyl or a heterocyclyl

substituted by 1-4 substitd g i ndivi y sdl e¢ted from am no,

am no- | ower al kyl, cyano, cyany Nl kyl, ha , hal ogen-| ower al kyl,

hydr oxy, hydroxy-1ower al kyl, |pwgr alkoxy-| ower |, lower alkyl, |ower

al koxy, hal ogen-| ower al koxy, |(] ower al kyl,lower alkyl)N, (Ilower

al kyl , HHN-, N(lower alkyl,|ower @kyt)-lower alkyl, N(lower alkyl,H)-Iower

al kyl, nitro, |ower alkyl-S(0)2-, carboxy, carboxy-Ilower alkyl, |ower

al kyl -
5

As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 2-oxa-6-azonia-spiro[3.3]heptane
oxalate salt instead of 2-hydroxy-2-methylpropylamine, to the title compound (14 mg, 22%)
which was obtained as a white solid. MS: m/e = 412.4 [M+H] "

Example 150

10 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide

O,
N
W
N
O /\N
NN
N F
OH

As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1-methylethylamine

15 instead of 2-hydroxy-2-methylpropylamine, to the title compound (22 mg, 42%) which was
obtained as a light yellow solid. MS: m/e = 388.4 [M+H] .



COO | ower al kyl, |ower alkyl-COO, CO N(Iower alkyl,H-Ilower alkyl,

CO N(I ower al kyl, | ower al kyl)-Iower al kyl, CO NH2-1ower al kyl and | ower

al kyl - COwoRbB1vg7#4450r | ower al kyl; R6 is H or |ower al kpCI/HRZ0O10®5360ner

al kyl; R8 is lower alkyl, or pharnaceuk;cally acceptable salts or esters
thereof 2. The conpound of claim1l mhereln Lis -CH2-O or -CH=CH; X is
NRS5 and Yis N or Xis Nand Yis NR6; RL is selected fromthe group
consi sti ng Foample I3ler alkyl, ii) lower alkyl substituted by 1-5 hal ogen
atons, iii) aryl, iv) aryl substituted by 1-4 substituents individually

sel ect esd{mr(qmlammphe@mslmdtmyﬁsoﬁlzm IfiYRRD-arkind -t ee -2 HL fptlazolB3L 0gen,
halogen 6%¥? Vk% 8Ré&' ?E hydr oxyl ower al kyl, | ower al koxy-| ower

al kyl, GaEhyyligactd sopr oxy, hal ogen- | ower al koxy, (lower alkyl,| ower
aIkyI)N— (1 ower al kyl, H N-, N(Iomer aIkyI,Iqﬁer al kyl')- | ower aIkyI,

N(I ower al kyl, H)-1ower alkyl, nitro, Iome' | - S(0)2-, carboxy,

car boxy-1| ower al kyl, | ower aIkyI COO-Io ;I , COO- | ower al kyl,
CO N( | ower aIkyI,FD-Iower al kyl , CI)N(I a yI | ower al kyl) -1 ower alkyl,

CO NH2- | ower al kyl and | ower kyI ‘ yI vi) heteroaryl
substituted by 1-4 substltuent in vtdually sg
am nol ower

dfrmnamrm
5 As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -

2-methyl-2H-pyrazole-3-carboxylic acid was converted, using isopropylamine instead of 2-
hydroxy-2-methylpropylamine, to the title compound (15 mg, 21%) which was obtained as a
white solid. MS: m/c = 372.2 [M+H] ".

Example 152

10 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2H-pyrazole-3-carboxylic
acid (2-hydroxy-2-methyl-propyl)-amide

Step 1: To a solution of 3-(4-fluoro-phenyl)-5-methyl-isoxazole-4-carbaldehyde (1.75 g, 8.53
mmol) and the 5-amino-2H-pyrazole-3-carboxylic acid methyl ester hydrochloride (1.2 g, 8.53

15 mmol) in methanol (70 mL) at room temperature was added molecular sieves (2.5 g) and then
after 1 h, acetic acid (6.8 mL, 119.4 mmol) was added. Then sodium cyanoborohydride (1.07 g,
17.1 mmol) was added portionwise and the mixture stirred at room temperature overnight. After
evaporation, dichloromethane was added and the mixture washed with sodium hydrogen
carbonate (saturated solution). The organic layer was then dried over sodium sulfate, filtered and

20 evaporated. Purification by chromatography (silica, heptane:ethyl acetate 7:3 to 6:4) afforded 5-
{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid
methyl ester (1.2 g, 44%).



al kyl, cyano, cyano-|ower al kyl, hal ogen, hal ogen-1ower al kyl, hydroxy,
hydr oxy-1 ower al kyl, | ower al koxy-1|ower al kyl, |ower alkyl, |ower alkoxy,
hal ogenl omerzoelkoxy, (| ower al kyl,lower al kyl)N, (| owePCaIEPRI10/65I¢94

N(l ower al kyl, | ower al kyl) -1 ower aIkyI 4N(Tower al kyl, H)-1ower alkyl,

nitro, |ower aIkyI S(0)2- car boxy, carboxy | ower aIkyI | ower
al kyl -COO- | ower al kyl, |ower al kyl-COO, CO N(Iower alkyl, H-Ilower alkgl,
CO N(| o¥ieR al Ryl , |%x££e’>r(4aﬂv49lroyph6w}ér5 BEthy| 1506&3‘111442’111116"\1%&] aamw;/} ~2Hriyraz9lie

al kyl - Q@fbox?ﬁ@j a¥idi theth I@é’t@fc YooYz, B22immbl) WeaWWaienaliklve@rinl TMEN(2@InkY) and

Py oxy i Rt Soaatd g, %E?Per'ngf o il ol e o8 ) (o By e a1
iii) | mturabtlnydad foubathi tAlﬁtteedvdwraltoE tisuiitutcwesstdluigddivivh daek (M0 sie) ewd eidid r om

aceLam i pAga Ly RSl (A THORw Al gamgrrgg%ag%;éd SSURIOy cIRLOALEY!

hal ogen ower a
al kyl , Ivonﬂerwélumw)ultfate (lﬁlwed mdkyivapqmed tm 1af ordarid{[Bdﬁé}uoacb-kkwnnyi})@ihyh V)

het er O%&Jazol@ v IR0 SHD &ﬂa&&'l%%dcé?yo;iy 1i¢ Pghod lﬂ@“@l %{‘% \éhd&@ldvﬁﬁte

sel ected from am ng anlno o r al kyl, cyano- | ower , hal ogen,
hal ogerfolid M5 BYSy P17 AYNFERY: hydr oxy- Iomer al kyl, |ower alkoxy | ower

al kyl, lower al kyl, |ower al koxy, hal ogenl ower alkoxy, (I oner al kyl, | ower
al kyl ) I‘$tep (3| Ol&ra aélkﬁén RN - { [ IN(4-Dhirero- Ifhbky&} Slrﬁmﬁyl-iabiaybl)4-lyﬁn\&hy1§%hk1yﬂq} -2H-

car iy oPisblr s Sy R s ¥ an s T BWEY vl 1R POBourazot
CO N( I dwelratfa(&%éi H)fndl);\hécthaldlnycbpromml(ﬂed%% anhrkgl),, Nedetimethilan)ind pooey])-A ky| |
CONH ethylcarbodiimidazole hydrochloride (0.318 mmol) and 2-hydroxy-2-methylpropylamine (0.318
mmol) and the resulting mixture stirred overnight at room temperature. The reaction mixture was
then poured into aqueous sodium chloride (saturated) and the mixture was extracted with ethyl
15 acetate. The combined organic layers were then washed with water and saturated sodium
hydrogen carbonate solution and then dried over sodium sulfate, filtered and evaporated.
Concentration and purification by preparative HPLC afforded the title compound (15 mg, 29%)
as an off white solid. MS: m/e = 388.4 [M+H] .

Example 153

20  5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2H-pyrazole-3-carboxylic

acid amide
O,
M
N

As described for example 152, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2H-pyrazole-3-carboxylic acid was converted, using ammonia instead of 2-hydroxy-2-

25 methylpropylamine, to the title compound (17 mg, 29%) which was obtained as an off white
solid. MS: m/e =316.4 [M+H] ".



2-l ower al kyl, and | ower al kyl-CO, vi) cycloal kyl, vii) cycl oal kyl
substituted by 1-4 substituents individually selected from hal ogen and

hydr oxy, woi2njo/het7er ocyclyl, ix) heterocyclyl substitut @dTHhpP2010455694
substituents individually selected fromshal ogen and [ower alkyl, and x) -NR
7R8; R4 is H |lower alkyl or |ower alkyl substituted by 1-5 hal ogen atons;
or R3 and R4 toqether with the nitrogen to which they are attached forma
het er ocycl Jixagwlel¥kt er ocycl yl substituted by 1-4 substituents individually
sel ected from am no, am no-lower al kyl, cyano, cyano-lower alkyl, hal ogen,
hal ogers-{[av@rFlabtoypheni¥)ds-gierhyltiyehagul4-yiethy Blafiino! 2P raab kB yarboxalic

al kyl , Iq¥er al kyl .. 1 ower al koxy, hal ogen-Iower al koxy, (lower alkyl, | ower
al kyl ) eid spprgpyiamide) "o nC N ower al kyl, | ower al kyl)-1ower al kyl,

N(l ower al kyl,H)-l1ower alkyl, nitro, |lower alkyl-S(0)2-, carboxy,

car boxy-lower al kyl, |ower gal kyl - COO-| ower al kyl,/1ower al kyl -COO,

CO N(I ower al kyl, H) -1 ower aNk CONlo al N ower al kyl)-Iower al kyl,
CO NH2- | ower al kyl and | owe yl - CO; (S or Yower alkyl; R6 is H or
| ower alkyl; R7 is |ower al\ R8 is | dywer/ al , or pharnmaceutically
acceptable salts or esters t . e conmpound according to any of
clains 1-2, wherein RL is |ower)a I,Naryl, aryl substituted by 1-2

hal ogen atons, heteroaryl, hetﬁ oaf\yl substituted by 1-2 hal ogen atons, or

hY

5 As described for example 152, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2H-pyrazole-3-carboxylic acid was converted, using ammonia instead of isopropylamine, to the
title compound (6.4 mg, 32%) which was obtained as a white solid. MS: m/e = 358.2 [M+H] .

Example 155

5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2H-pyrazole-3-carboxylic
10 acid ethylamide

As described for example 152, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -

2H-pyrazole-3-carboxylic acid was converted, using ethylamine instead of 2-hydroxy-2-

methylpropylamine, to the title compound (14 mg, 41%) which was obtained as an off white
15 solid. MS: m/e = 344.2 [M+H] ",



het erocyclyl. 4. The conpound according to any of clains 1-3, wherein RL is
aryl, aryl substituted by 1-2 hal ogen atons individually selected from
fiuoro amsochioonm7shet er oaryl or heteroaryl substitut edPOY/EP2®0/053604 O
atoms. 5. The conpound according to anycof clains 1-4, wherein Rl is
phenyl, chloro -phenyl, fluoro phenyl, pyridinyl or fiuoro-pyridinyl. 6.
The conpound according to any of clainms 1-5, wherein R2 is H |ower alkyl

or hydroxyFoaewlal8| 7. The conpound according to any of clains 1-86,
wherein R2 is | ower al kyl or hydroxy-lower alkyl. 8 The conpound according
to any 2f[3q4anasrolpHenyhSnfitRyIEH8oNagol-yIméthyl]-amhin0)-dHOKYraZBle!Bitarbxylidhe
conpound, corghﬁg to aqg f clains 1-%; wherein R2 is nethyl or
hydroxinE&HVP.y ﬂ”?ﬁ@"%ﬁﬁﬁuﬂﬁ according to any of clains 1-9, wherein R3
and R4 together with the nitrogen to which theare attached forma

het erocyclyl or a heterocyclyl substituted™ 4 substituents individually
sel ected from hal ogen and hydroxy. 11. qu cofypguhd according to any of
clainms 1-10, wherein R3 and R4 together w the\ nitrogen to which they are

attached forma heterocyclyl. 12, Th ound a/-a\ging to any of clains
1-1 1, wherein R3 and R4 togeth W nitro whi ch they are
attached forma 2-oxa-6-aza-spirof 3. Nh@btyl. 13! e conpound according to
any of clainms 1-9, wherei +sNH. 1#. The conpound\ according to any of
claims 1-9 and 13, whereiY st H ii) lower alkylF, iii) Iower alkyl
substituted by 1-5 substituents individually selected from acetyl am no,
cycl oal kyl, hal ogen, heterocyclyl, hydroxy and | ower al koxy,

5 As described for example 152, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -

2H-pyrazole-3-carboxylic acid was converted, using 4-aminotetrahydropyran instead of 2-
hydroxy-2-methylpropylamine, to the title compound (9.1 mg, 28%) which was obtained as an
off white solid. MS: m/e = 400.2 [M+H] ".

Example 157

10 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1-methyl-ethyl)-amide

ON
N
oo Ny
N
© a2
N N
H M F
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As described for example 152, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1-methylethylamine instead of

15 2-hydroxy-2-methylpropylamine, to the title compound (13 mg, 32%) which was obtained as an
off white solid. MS: m/e = 374.4 [M+H] .



iv) heteroaryl substituted by 1-4 substituents individually selected from
hal ogen and | ower al kyl, v) cycloal kyl, vi) cycloal kyl substituted by 1-4
hydr oxy ogwoupsy/129976) heterocyclyl, viii) heterocyclyl swbStEPRubvesschy 1-4
lower al kyl, or ix) -N(lo wer alkyl)2_;45. The conpound according to any of
claims 1-9 and 13-14, wherein R3 is |ower alkyl, heterocyclyl-Iower alkyl,
hydr oxy- | ower alk¥l or heterocyclyl 16. The conpound according to any of
clai ms 1- 9 Fxamplgli®%  wherein R3 is lower alkyl, heterocyclyl-1ower alkyl
or heterocyclyl. 17. The conpound according to any of clains 1-9 and 13-16,

wher ei r(5R$3-'(4aFlu(msqmﬂylb-selhhoﬂyl-isaxaimdéﬂméﬂiylpahﬁwd}-mquhzo1J35ﬂp(pbyd-6-

nor phol i no .tﬁ%%ﬁ@gg%oayﬁ%blor t et rahydropyryl.18. The conpound accordi ng
to any ¥A-Spitg AP wherein Ris isopropyl, 1- oxetanyl-ethyl,
nmor phol i no, tetrahydropyr or tetrahydrofuryl, 19. The conpound according

to any of clains 1-18, wh -CH -NH. 20. The conpound
according to any of clains -CH2-O. 21. The conpound

according to any of clains i is 5, Yis Nand R5 is as
cordi ng y of clains 1-21,
ding to an C; clainms 1-22, selected

defined in claimil. 22. Thlcdf
-yl met hoxy) - | H pyrazol e- 3-car boxylic

wherein RS is H 23. The conpoind

fromthe group consisting of /

5-(5-thhy|-3-pyridin-2-y|-isd¥§5

acid i sopropyl am de,

5- (5-Met hyl - 3- pyri di n-2-yl -i soxazol - 4-yl net hoxy) - | H pyrazol e- 3- carboxylic

aci ds (t2S HeareEP R &Bmpf V42, -[BA8. fldRslphenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -
2H-pyrazole-3-carboxylic acid was converted, using 2-oxa-6-azonia-spiro[3.3]heptane oxalate
salt instead of 2-hydroxy-2-methylpropylamine, to the title compound (11 mg, 15%) which was

obtained as a white solid. MS: m/e = 398.2 [M+H] ".
Example 159

10  N-isopropyl-1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-1H-

pyrazole-5-carboxamide

/" H / \N

N\ ’
. N

a)  Ethyl 1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-1H-pyrazole-5-
carboxylate

15 To a mixture of 5-methyl-3-(pyridin-2-yl)isoxazole-4-carbaldehyde (811 mg, 4.31 mmol) and 5-
amino-2-methyl-2H-pyrazole-3-carboxylic acid ethyl ester hydrochloride (886 mg, 4.31 mmol)
in MeOH (36 mL) was added molecular sieves (1.3 g). The reaction mixture was stirred at RT
for 1 h. Then acetic acid (3.45 mL, 60.3 mmol) was added. After stirring for additional 5 min,
sodium cyanoborohydride (542 mg, 8.62 mmol) was added in portions over 2 min and the

20 reaction mixture was stirred at RT for 30 min, then evaporated. The residue was extracted with
dichloromethane and then washed with a saturated solution of sodium hydrogen carbonate. The
organic layers were washed with water and brine, dried over sodium sulfate and evaporated.
Purification by chromatography (silica, dichloromethane) afforded the title compound as a white
solid (814 mg, 55%). MS: m/e = 342.1 [M+H]".



5- (5-Met hyl - 3-pyri di n- 2-yl -i soxazol - 4-yl net hoxy) -1 H pyrazol e- 3-car boxylic
acid ((S)-2- hydroxy- 1l-nethyl-ethyl)-am de, or pharnaceutically acceptable
salts or weterwi2rdrereof . 24. The conpound according to @oy/EpRoI00aiees 1- 21,
wherein R5 is methyl. 25. The conpound;gccording to any of clainms 1-21 and
24, selected fromthe group consisti ng of

| - Met hyl - 5- (5 met hyl - 3- pyri di n-2-yl -i soxazol -4-yl methox%&)-l H pyrazol e- 3- car
boxyl i & 3 sthyl-3+(v 21 IS xeh%vi)mﬁhv,lmnmo) 1H-pyrazo e-5 carboxylic
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¢) N-isopropyl-1-methyl-3-((5-methyl-3-(pyridin-2-ylisoxazol-4-yl)methylamino)-1H-pyrazole-

15  5-carboxamide

To a solution of 1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-1H-
pyrazole-5-carboxylic acid (80 mg, 255 umol) in DMF (3 mL) were added TBTU (91 mg, 281
umol) and N,N-diisopropyl ethyl amine (217 pL, 1.28 mmol) followed by isopropylamine (24
uL, 281 umol). The mixture was stirred at RT for 1 h, then evaporated. The residue was purified

20 by flash-chromatography over NH2 silica gel using gradient EtOAc / heptane 10-70% to afford
the title compound (75 mg, 83%) as a white solid. MS: m/e = 355.2 [M+H] .

Example 160

2-Methyl-5-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-amino]-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide
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As described for example 160c, 1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-
yl)methylamino)-1H-pyrazole-5-carboxylic acid (14 mg; 44.7 umol) was converted, using 4-
aminotetrahydropyran instead of isopropylamine, to the title compound (17 mg, 96%) which was
obtained as a white solid. MS: m/e = 397.2 [M+H] ".



5-(3-Butyl -5-nethyl - isoxazo | -4-yl nmet hoxy)-2H pyrazo | e-3-carboxylic acid
(tetrahydro-pyran-4- yl)-am de,
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| - 4-yl met hoxy) - 2H pyrazo | e-3-carboxylic acid (tetrahydro-furan-3 -

yl)-am de,

5- (3- But yl Fsammle sl i soxazol - 4- yl net hoxy) - 2H pyr azol e- 3- car boxyl i ¢ aci d
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Propy Example 162

-2 azol e- 3-carboxylic acid

-3-carboxylic acid

10  1-Methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-N-(3-methyloxetan-3-
yl)-1H-pyrazole-5-carboxamide
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As described for example 160c, 1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-
yl)methylamino)-1H-pyrazole-5-carboxylic acid (80 mg, 255 pumol)_was converted, using 3-

15 methyl-3-oxetanamine instead of isopropylamine, to the title compound (68 mg, 70%) which
was obtained as a white solid. MS: m/e = 383.3 [M+H] ".



5-(5-Methyl -3 -phenyl - isoxazo |-4-yl nmet hoxy)-2H pyrazo | e-3-carboxylic
acid (tetrahydro-pyran- 4-yl)-am de, 5-(5-Methyl-3 -phenyl- isoxazo

| - 4-yl metwoxyd/2F79yr azo | e- 3-carboxylic acid (tetrahydPOTAPRENAS5694
3-yl)-am de, -160-

5- (5- Met hyl - 3- phenyl -i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3-carboxylic acid

N , N -di net hyl hydr azi de, 5- (5- Met hyl - 3- phenyl -i soxazol - 4-yl net hoxy) - 2H pyr az
ol e- 3- car bd3@mmle 463 d ( 2- hydr oxy-et hyl )- ani de,

5- (5- Met hyl - 3- phenyl -i soxazol - 4-yl net hoxy) - 2H pyr azol e- 3-car boxylic acid
am de, 3-((3-(5-Fluoropyridin-2-yl)-S-methylisoxazol-4-yl)methylamino)-N-isopropyl-1-methyl-

5-[3- (4-Fl uor o~ phenyl ) - 5- npet hyl -1 soxazol - 4-yl net hoxy] - 2H pyr azol e- 3- car boxy
¢ ac HRSFHRE R R
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white solid. MS: m/e = 360.1 [M+H] "
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10  b)  3-((3-(5-Fluoropyridin-2-vyl)-5-methylisoxazol-4-yl)methylamino)- 1-methyl- 1H-pyrazole-5-

carboxylic acid

As described for example 159b, ethyl 3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-

yl)methylamino)-1-methyl-1H-pyrazole-5-carboxylate (158 mg, 0.44 mmol) was converted to

the title compound (132 mg, 91%) which was obtained as a white solid. MS: m/e = 330.2 [M-H]
15

¢) 3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-N-isopropyl-1-methyl-1H-

pyrazole-5-carboxamide

As  described for example 160c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yl)methylamino)-1-methyl-1H-pyrazole-5-carboxylic acid (38 mg, 0.12 mol) instead of 1-

20  methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-1H-pyrazole-5-carboxylic acid
was converted to the title compound (26 mg, 61%) which was obtained as a white solid. MS:
m/e =373.2 [M+H] .



tert-butyl am de,

5-[3-(5-Fluoro-pyridin-2-yl)-5-nethyl-isoxazol -4-yl net hoxy] - 2H pyrazol e- 3-¢c
ar boxyl i cwach/122975hydr oxy- et hyl ) - am de, PCT/EP2010/055694
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acid norpholin- 4-ylam dB or phar maceuti cal by aceept@ble salts or esters

t hereof. 29. The conpound ording to any ofl clains [l-20 and 26, wherein
R6 is methyl. 30. The co accordin any <20, 26 and 29,
selected fromthe group c {sting_of {A-[8B-(4HChl or o- phenyl )-5 -hydro
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(2- oxa- 6-aza-spi ro[ 3. 3] hept - 6/4/I \ nmet hanone,

{5-[ 3- (4- Chl oro- phenyl ) - 5- hyd\| hyl -i soxazol - 4-yl met hoxy] - 2- met hyl - 2Hp
yrazol - 3-yl}- (4, 4-difluoro-piperidin- 1-yl)-nethanone, {5

-[ 3-(4- Fl uor o- phenyl ) -5 - hydroxynet hyl -i soxazol - 4-yl net hoxy]
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Example 165

10 N-Cyclopropyl-3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-methyl-
1H-pyrazole-5-carboxamide
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As  described for example 163c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yl)methylamino)-1-methyl-1H-pyrazole-5-carboxylic acid (92 mg, 0.28 mol) was converted,

15 using cyclopropylamine instead of isopropylamine, to the title compound (78 mg, 76%) which
was obtained as a white solid. MS: m/e = 371.3 [M+H] ".



aza-spiro[ 3. 3] hept - 6-yl ) - net hanone,
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using aminomethylcyclopropane instead of isopropylamine, to the title compound (85 mg, 80%)
which was obtained as a white solid. MS: m/e = 385.2 [M+H] "

Example 167

10 3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(3-
methyloxetan-3-yl)-1H-pyrazole-5-carboxamide

As  described for example 163c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yl)methylamino)-1-methyl-1H-pyrazole-5-carboxylic acid (92 mg, 0.28 mol) was converted,

15 wusing 3-methyl-3-oxetanamine instead of isopropylamine, to the title compound (90 mg, 81%)
which was obtained as a white solid. MS: m/e = 401.3 [M+H] ".



5- (3-Butyl -5-net hyl -i soxazol - 4-yl nmet hoxy) - 2- net hyl - 2H pyr azol e- 3- car boxyl i c
acid (2- hydroxy-ethyl)-am de,

5- ( 3- But yWo2emethb- i soxazol - 4-yl met hoxy) - 2- et hyl - 2H pycazEr@0®s3was boxyl i ¢
acid isopropyl am de, 163-
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- pyrazol e- 3-carboxylic acid (tetrahydro-pyran-4-yl)-am de,
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aci a o- f ur an-3: yI) - e,
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razol e-3- carboxylic acid isopropyl am de, 5-[3-(4-Chloro-phenyl)-5 -hydro
xymet hyl -i soxazol - 4-yl net hoxy] -2-nethyl -2 yNazo | e-3 - carboxylic acid
(tetrahydro-pyran-4-yl)-amde, 5-[3-(4-Chlo
xymet hyl -i soxazol - 4-yl met hoxy] --ngthyl -

am de, 5-[3-(4-Chloro-ph 1)-5 -
- 2-net hyl - 2H pyrazo Ie-@i?iigrbox
5-[3-(4- Chl oro- phenyl )-5%h nmet hyl -1 soxazol - 4- yl'Aet hoxy]

-2-net hyl - 2H pyrazo le-3 - carboxXylic acid

(2,2, 3,3, 3-pent af | uor o- propyl ) -anrde,

5-[3-(4-Chl or o- phenyl ) - 5- hydr oxynet hyl -i soxazol - 4-yl met hoxy] - 2- et hyl - 2H py

razos ﬁf'Ss- caésbﬁuelsd [ Cfolaci dxenipleopriepy) an?ﬂ(er(sall[osoﬁﬁild@tntqﬂ)osmmb isi)xa&o}-mygr 0

xymet hyl.- i azol < 4- X - 2- et -2H pyrazo | e.3 .- carboxylic

(S SRR Rey e TR I ap iy T Y @3 oS, wSBh B 15 ey i o

xymet hysiigs 8xeadi-azpnia-speiohbXnkptage metlatd s@H-ipstealz of | isefBopylamine, to the title
compound (35 mg, 31%) which was obtained as a white foam. MS: m/e = 413.4 [M+H] .

e-3 - carboxylic acid
N ilsoxgzol - 4-yl met hoxy]
acHd (2, 2,M<tilf | uoro- et hyl ) - ani de,
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carboxylic acid (2-hydroxy- 1,1-dinethyl-ethyl)-am de,

5-[3-(4-Chl oro-phenyl )-5 -hydro xynet hyl -i soxazol - 4-yl met hoxy]

- 2- et hylw@Hepynraws | e-3 - carboxylic acid (3-nethyl - oxeCamr3e1ployseasm de,
5-[3-(4-Chl oro-phenyl)-5 -hydro xynet hyl,-i soxazol - 4-yl met hoxy]

-2-nmet hyl -2H pyrazo le-3 - carboxylic acid (tetrahydro-furan-3-yl)-am de,
5-[ 3-(4-Fl uoro-phenyl)-5 -hydroxynet hyl -i soxazo

1- 4-yl met hoxy] - 2- met hyl - 2H pyrazo | e2aMyar hboxylic acid
(tetrahydro-pyran-4-yl)-am de, 5-[3-(4-Fluoro-phenyl)-5

- hydr oxy mat deyhpous@xézormal41y| met hoxy] - 2- met hyl - 2H pyrazo le-3 - carboxylic
acid isopropylamde, 5-[3-(4-E uoroézohenyl )-5 -hydroxynet hyl -i soxazo

1- 4-yl met hoxy] - 2- met hyl - 2H pyrazg -3 - carboxylic acid am de,

5-[ 3- (4- Fl uor o- phenyl ) -5 -hydr O)( met hyl -)i(;s_q?(azo

1- 4-yl met hoxy] - 2- met hyl - 2H-p ole-3 - boxyDi c acid
(2,2,2-trifluoro-ethyl)-anptde, 5-\3-(4 =~gnenyl ) -5

- hydr oxynet hyl -i soxazo 1-4-yl met hoXyt=2- net hyl -2H pyrazo |l e-3 - carboxylic
acid (2,2,3,3,3-pentafluoro-propyl)-am de, 5-[;3"(2RFI uoro-phenyl)-5

- hydr oxynet hyl -i soxazo 1-4-yl met hoxy] - 2- met hyt - 2H pyrazo |l e-3 - carboxylic
acid (l-nmethyl-I1H pyrazol-3-yl)-am de, 5-[3-(4-Fluoro-phenyl)-5

- hydr oty - i soxazo 1-4-yl net hoxy] - 2- met hyl - 2H-pyrazo | e-3 - carboxylic
aci ds (tlet r ahy@i0f, uCER-NEH ybr) -CaIHE®,; 5- [ 3- (4- Fl uor o- phenyl )-5 -hydro

Xy met h&-i ?&N?ﬁ@a@'ﬁ’%ﬁh”&t)g%)ﬁ%]ahgﬁﬁ\ﬂﬁh' 2H pyrazo le-3 - carboxylic acid
(3- et hyl - oxet an- -y Sami‘de, o ’

5- [ 3- (R FI uoseecpddeingth Yhebgroap bersistisgrazol - 4- yl met hoxy] - 2- met hyl - 2H- pyr azol e-
3- car boxyl ii)c aﬁ)i“;grlyh(,yhl' - di et hyl - hydrazi de, 5-[3-(4-Fluoro-phenyl)-5
-nmet hyl - isoxazo 1-4-yl rret‘hoxdy] -2-net hyl - 2H pyrazo | e-3 -carboxylic acid

pi peri di n- 11.)y| loryeg @lkyl substituted by 1-5 halogen atoms,

10 i) aryl,

iv) aryl substituted by 1-4 substituents individually selected from amino, amino-lower
alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-
lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower
alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-

15 lower alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(O),-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower
alkylLH)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH,-lower
alkyl and lower alkyl-CO-,

v)  heteroaryl,

20 vi) heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,
hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower
alkyl)-lower alkyl, N(lower alkyl,LH)-lower alkyl, nitro, lower alkyl-S(O),-,

25 carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-COO-,
CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-
NH;-lower alkyl and lower alkyl-CO-, and

vii) heterocyclyl;

R® is H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected from

30 halogen and hydroxy;



5-[3-(4-Fl uoro-phenyl )-5 -nethyl - isoxazo 1-4-yl nethoxy]-2-nethyl -2H pyrazo
| e-3 -carboxylic acid norpholin-4-ylamde, 5-[3-(4-Fluoro-phenyl)-5

- met hyl - wWearszR7954- yl nmet hoxy] - 2- net hyl - 2H pyrazo | e- 3pCtaprhaxpbions aci d
pyrro lidin- 1-ylamde, 5-[3-(4-Fluororghenyl)-5 -nmethyl- isoxazo

1- 4-yl met hoxy] - 2- met hyl - 2H- pyrazo | e-3 -carboxylic acid isopropyl am de,
5-[3-(4-Fl uoro-phenyl)-5 -nmethyl - isoxazo 1-4-ylnmethoxy]-2-nethyl-2H pyrazo
le-3 - dar bé&gﬂlq%edaf&raﬂeet&rpmwwsangyf an- 4-yl ) - ani de,

5- 3 (4-Fly rothenyI) 5 -nmethyl - isoxazo 1-4-yl nethoxy]-2-nethyl -2H pyrazo
-carbo c ac d am de, 5-[3-(4-Fluoro-phenyl)-5 -nethyl- isoxazo

| met hdy | -2H pyrazo | e-3 -carboxylic acid (2-hydroxy-

i met hylh)- etdwelr)a—l]ayh daidstitbtefd 3oy 41-5F|511hs’f1mepﬂse1n§lﬂv)d-11511y reelebiet - frors axcammidyl,

" 4-yl neth {

(522,20 FETL BRI, o, GRS Yb . g e
met hyl - i soxaz cbO\’IemalWthhﬁ?tﬁxvquB’-l ydigky, dbwpy plkosy, doger albzyblowt iatkyAdN-d

2,2, 2- trlfluorgmgkpg&%rﬁzﬁdgﬂnﬁmkﬁo&érﬁkﬂg;QDPhenyI) 5 -met hyl - isoxazo

4-yl met hoxy] pyrazo | e-3 -carboxylic acid
3- et hyl - d¥et ?fﬁ@a‘;M) am de, 5-[3-(4-Fluoro-phenyl)-5 -nethyl- isoxazo
4-yl et he: ?Y] h&etiy whbirhtpy rb§121(1'4 ls@bsituchiey ﬁ@iﬁiydluaquas@ledted from amino, amino-

A S TR L TR S R e e
(2- met hoxy- et hylh)zdmxydwe@rllgﬁ lodeFhllioxpipheniidy), l&wemﬂkjﬂylower slkoay dalogen-
iy“&gg:)?gg} ) Axngfo%f A9 oFeB anG BN PIKL L GRG NG, BV Er Qicyl, lower
) wer alkyl N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(O),-,
carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-COO-,
15 CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-

NH;-lower alkyl, and lower alkyl-CO-,

vi) cycloalkyl,

e

[

4-
1-
4-
S

-% o.<

|
1-
1
1
(
(
1-
(
1

vii) cycloalkyl substituted by 1-4 substituents individually selected from halogen and
hydroxy,

20 viil) heterocyclyl,

ix) heterocyclyl substituted by 1-4 substituents individually selected from halogen and
lower alkyl, and
x) -NR'R%
R* is H, lower alkyl or lower alkyl substituted by 1-5 halogen atoms;

25 or R*and R*together with the nitrogen to which they are attached form a heterocyclyl or a
heterocyclyl substituted by 1-4 substituents individually selected from amino, amino-lower
alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower
alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower
alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower

30 alkyl,H)-lower alkyl, nitro, lower alkyl-S(O),-, carboxy, carboxy-lower alkyl, lower alkyl-
COO-lower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower
alkyllower alkyl)-lower alkyl, CO-NH;-lower alkyl and lower alkyl-CO-;

is H or lower alkyl;

W

= =

is H or lower alkyl;

w\l

35 is lower alkyl;

WOO

is lower alkyl,

or pharmaceutically acceptable salts or esters thercof.



5-[3-(4-Fl uoro-phenyl )-5 -nethyl - isoxazo 1-4-yl nethoxy]-2-nethyl -2H pyrazo
| e-3 -carboxylic acid (2-hydroxy-ethyl)-am de, 5-[3-(4-Fluoro-phenyl)-5

- met hyl - WearaziR7954- yl met hoxy] - 2- net hyl - 2H pyrazo | e- 3pctaphanypsioos aci d (
1-methyl - | Hpyrazo 1-3 -yl)-amde, 5:[g-(4-Fluoro-phenyl)-5 -methyl -

i soxazo 1-4-yl net hoxy] - 2-net hyl - 2H pyrazo | e-3 -carboxylic acid

(2- ace'ﬁ‘?\él am no-et hyl)-am de, 5-[3-(4-Fluoro-phenyl)-5 -nethyl- isoxazo
1-4-yl tﬁb&wmmwétqulwrm pyrazo | e-3 -carboxylic acid

(3- hydroxy-.2, 2-di net hyl - propyl ) - am de, 5-[ 3- (4- Fl uor o- phenyl ) -5 - net hyl -

i soxazd"BIAy | net hoxy] - 2- met hyl - 2H pyrazo | e-3 -carboxylic acid

( 2- hydrioxy4i2-CRLOY br {THHAYH);- am de, 5-[ 3- (4- Fl uor o- phenyl )-5 -net hyl -

i soxaza, 1- 4-yl et - 2- et hyl - | g0 le-3 -carboxylic acid ((S or

R) - 3, 3?’%4#%ﬁr%%%@%ﬁ%‘?@%ﬁ%%%y@& i"de, 5-[3-(4-Fluoro-phenyl)-5
-nmethylR' | soschotedifiemyhamohprysistinget hyl - 2H pyrazo | e-3 -carboxylic acid
((Ror S - 3) 3, ﬁ)werriaﬁgyporo- 2- hydr oxy- propyl)-am de, 5-[3-(4-Fluoro-phenyl)-5
-met hyl - i soxazo 1-4-yl nmet hoxy] - 2- met hyl - 2H- pyrazo | e-3 -carboxylic acid
((R or S)- M- hipgres wumm%w-mmwwm 3- (4- Fl uor o- phenyl ) -5 -net hyl -
i soxazo 1-4gyl pglhoxy] - 2- net hyl - 2Hpyrazo |l e-3 -carboxylic acid ((S or R)-

Loyt R8T Gep S LRGSR B imbhE%S35°
(tetd ahydr o- f ur atieyB-gphne,anyhnie Jovber [aBey| Ahdibgeor dalphaniower alkyiElyhlydxy, ihgdooago
(1R 2R - 2- nyer S RCIIEERAIRE bGP ASTIRY LR b aligry. halossaripyer
i soxazo 1-4-yl netkesxy(lowerradityiydwarliggaz dower dkylddMboX(lbiver alkyldopet alkyl)-
S, 25) - 2- hydr oxy16y&! Qlﬂl?ptlﬁg&v@rma 1, 191dwer( 4l uahg; RAGAY hiky RSt hdksoxy,
i soxazo 1-4-ylnethoxy]:-2-nethyl -2 ﬁzyr azo | e-3 -carboxylic
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower
15 alkylLH)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH,-lower
alkyl and lower alkyl-CO-,

v)  heteroaryl,

vi) heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,

20 hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower
alkyl)-lower alkyl, N(lower alkyl,LH)-lower alkyl, nitro, lower alkyl-S(O),-,
carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-COO-,
CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-

25 NH;-lower alkyl and lower alkyl-CO-, and

vii) heterocyclyl;

R® is H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected from
halogen and hydroxy;
R’ s selected from the group consisting of

30 i) H,

i) lower alkyl,

iii) lower alkyl substituted by 1-5 substituents individually selected from acetamidyl,
acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen-
lower alkoxy, heterocyclyl, hydroxy, lower alkoxy, (lower alkyl,lower alkyl)N-,

35 (lower alkyl,H)N-, nitro and lower alkyl-S(O),-,

iv)  heteroaryl,

v)  heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,

hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-



acid ((IS, 2S)-2-hydroxy-cycl opentyl)-am de , 5-[3-(4-Fl uoro-phenyl)-5
-met hyl - i soxazo 1-4-yl net hoxy] -2-net hyl - 2H pyrazo | e-3 -carboxylic acid
((I R, 2R) -wohlydviazyrscycl opentyl ) - am de, 5-[ 3-(4- Fl uor o- piremyePro16/053604 hyl -
i soxazo 1-4-y|nethoxy]-z-nethyl-2F+py[ﬁ§9 | e-3 -carboxylic acid
((R)-2-hydroxy- 1-nethyl-ethyl)-am de [ 3- (4- Fl uor o- phenyl )-5 -net hyl -
i soxazo 1-4- ylnethoxy -2-net hyl - 2H pyrazo | e-3 -carboxylic acid
((S) - 2- hydr oxy- lawsretlkgy. ongr ylahipdier alypy- ((Apvmrwél%iﬁ%ny(l?wsr allgklpypc
i soxazo 1-4-ylng M]zve? A‘[{%%EYN 18weﬂoyana«ﬂq1)u@w%r SARYIDOXMbI Clo@et Galkyl-S(0),-,
e
bt

%@éﬁ??ﬁwﬁ&% v@ﬁ%ﬁww%%&ﬁ%%% ﬁﬁwﬂ%&f

( (S) - 2- hydr oxy- ICOR(loyter atklylH)d@mrddkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-
5-[ 3z (5- Fl uoro- | oxazo

| - 4- %Inethoxy] gﬁ%bﬁﬁgfg%¥1£n$gié%g&§1ngfboxyl|c acid

(tetrahydro@ﬁu¢¥dp@kﬂl) ami de, 5-[3-(5-Fluoro-pyridin-2-yl)-5-nethyl -

' soxazo 1- 4y ! Eﬁém] su%st'i'fﬁ{eﬁyﬂ)y ZIHF @Wsﬁﬁ%n{semalwd&%lbs%l%)’:{édcfréﬁl' fhlogen and

- di nmet hyl -hydr azi de, (5-Fluoro-pyridin-2-yl)-5-methyl - |soxazo
1 4- ylnethoxy] @'W@ﬁﬁyl-ZH-pyrazo | e-3 - carboxylic acid
(2- hydroxyW@DhM&fnﬁymgp, and 5-[3-(5-Fluoro-pyridin-2-yl)-5-nethyl- isoxazo

Inetho r lic,a
(t ol ahyar Spy baRPRP) SOSEEES 1R R oy 8 St ramy hylpgenynd
esters thereof mmmramﬁ awnpound according to any of 1-20, 26 and 29- 30,
sel ected fr g.oup consisting of {5 -[3-(4-Chloro-phenyl)-5 -hydro
xynethyl-ls xazo % ylnethox@L - 2- net hy I-ZFFE yrazo 1-3 -yl}
(2- oxa-K- azatslemesplsyBemieper Skyl spbstintehuried halogen atoms;

{5 [ 3-(4- Flou@? anphémgekheéw%ttﬂyhnﬂog%amhrcﬂwéy@& BRxohkd %ol RtbroRbtIpyEaz ol -
Y| (2 oxa s R SR Sle, ] ISRl IR anens
cterocyclyl su stltuted by su stltuents individually selected from amino, amino-lower

alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower
alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower
alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower
alkyl,H)-lower alkyl, nitro, lower alkyl-S(O),-, carboxy, carboxy-lower alkyl, lower alkyl-
20 COO-lower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower
alkyllower alkyl)-lower alkyl, CO-NH;-lower alkyl and lower alkyl-CO-;
is H or lower alkyl;

W

= =

is H or lower alkyl;

w\l

is lower alkyl;
8

25

=

is lower alkyl,

or pharmaceutically acceptable salts or esters thercof.

3. The compound according to any of claims 1-2, wherein R' is lower alkyl, aryl, aryl
substituted by 1-2 halogen atoms, heteroaryl, heteroaryl substituted by 1-2 halogen atoms, or
heterocyclyl.

30 4. The compound according to any of claims 1-3, wherein R' is aryl, aryl substituted by 1-2
halogen atoms individually selected from fluoro and chloro, heteroaryl or heteroaryl substituted
by 1-2 fluoro atoms.

5. The compound according to any of claims 1-4, wherein R' is phenyl, chloro-phenyl, fluoro-

phenyl, pyridinyl or fluoro-pyridinyl.

35 6. The compound according to any of claims 1-5, wherein R” is H, lower alkyl or hydroxy-
lower alkyl.



2- Met hyl - 5- (5- net hyl - 3- phenyl -i soxazol - 4-yl met hoxy) - 2H pyr azol e- 3- car boxyl i
c acid (tetrahydro-pyran-4-yl)-am de,

2- Met hy| -wobtamerdrgl - 3- pyri di n- 2-yl -i soxazol - 4-yl met hox prIdepassed e- 3- car
boxylic acid (tetrahydro-pyran-4-yl)-ajede, 5-[3-(4-Chloro-phenyl)-5 -hydro
xymet hyl -i soxazol - 4-yl net hoxy] - 2- nethy 2H—pyrazo Ie 3 - carboxyllc acid
(tetraﬁ/dro pyran-4-yl)-am de, 5-[3-(4-Chloro-phenyl)-

xymet hyl-- T8¢ £@wpeund. dacarsingotoyqny- Cr#eémﬁyl|-6 M%Wa?z oS |1<éwczf dk}dawrﬂwﬂsﬂxwdo‘a@ﬁ d
(3- met hytyloxet an- 3-yl ) -am de, 5-[3-(4-Chl oro-phenyl)-5 -hydro
xynethyl-lsoxazol 4- ylnethoxy] -2-nmeth I-2F+pyrazo | e-3 - carboxylic acid

Chvar oy o como R e fine OF SR 12'7:1%@@’ NG ity prbystroxysetindy o

acid (tetrahydro-pyran-4-yl)-amde, 5-[3-(4- Fluoro phenyl ) -5
-hydro%&nﬁhﬁy¢m®@uwa@qndmgighnﬁoﬁdx@m;ESnwhmvmiﬁHspyﬂaiorhﬁkexynmdmboxylic
acid isopropylanide 5-[3-(4-Fl uoro-phenyl)-5 -hydroxynet hyl -i soxazo

1-4-yl ngy Hax X&mﬁmﬁﬁt J&ﬁ&rdﬁlﬁ't@ﬂn@%@ cla?rn§l -9, GAIROX RF bty ﬁeﬂo‘gether w1th the nitro en
(tetrahydro furan-3 4-Fl'uoro-p heny%é y | SOX

1- 4-yI R tHERy1hey Ahetf o f‘HB‘y% a%t@rq%clxl QR PYERRgY§LY pifuted by 14 subsiitucnis
mor pholihdiv#uyilageleeed BomInmldgerbt®hpdrpgnyl ) -5 - et hyl - i soxazo

1- 4-yl met hoxy] - 2- met hyl - 2H pyrazo | e-3 -carboxyllc acid

(tetrahyd ran- am de. a uar n-,2-vyl.)-5-net hyl -

i soxaz ';errﬁ 8% § %fgrﬂmﬁet? RYY O Eg‘?l y{géé ‘Vléer%m-l?é‘gg E‘ox%ﬁﬁﬂ%r é’éti)nége Blitodén
(tetrahydﬂndp@mﬁmm4Myﬂymdhnmehc@nmpdatnaceut|calIy acceptable salts or
esters thereof. 32. The conpound according to any of clainms 1-19, wherein L

i's 1¢H oNphe compound according to any of claims 1-11, wherein R* and R* together with the nitrogen
to which they are attached form a 2-oxa-6-aza-spiro[3.3 Jheptyl.

13.  The compound according to any of claims 1-9, wherein R* is H.
14. The compound according to any of claims 1-9 and 13, wherein R® is

i) H,
15 i) lower alkyl,
iii) lower alkyl substituted by 1-5 substituents individually selected from acetylamino,
cycloalkyl, halogen, heterocyclyl, hydroxy and lower alkoxy,
iv) heteroaryl substituted by 1-4 substituents individually selected from halogen and
lower alkyl,
20 v) cycloalkyl,
vi) cycloalkyl substituted by 1-4 hydroxy groups,
vii) heterocyclyl,
viil) heterocyclyl substituted by 1-4 lower alkyl, or
ix) —N(lower alkyl),.

25 15. The compound according to any of claims 1-9 and 13-14, wherein R® is lower alkyl,
heterocyclyl-lower alkyl, hydroxy-lower alkyl or heterocyclyl

16. The compound according to any of claims 1-9 and 13-15, wherein R’ is lower alkyl,

heterocyclyl-lower alkyl or heterocyclyl.

17. The compound according to any of claims 1-9 and 13-16, wherein R® is 1-oxetanyl-ethyl, 2-
30 hydroxy-2-methyl-propyl, isopropyl, morpholino, tetrahydrofuryl or tetrahydropyryl.



33. The conpound according to any of clainms 1-19 and 32, wherein Xis N, Y
is NR6 and R6 is as defined in claim1. 34. The conpound according to any
of cl ai mrew@-200/12md532- 33, wherein R6 is H 35. The conp@®dmEprPacionssphng to
any of clainms 1-19 and 32-34, selected;doromthe group consisting of

5-{[ 3- (4- Fl uor o- phenyl ) - 5- et hyl -i soxazol - 4-yl net hyl ] - am no} - 2H pyr azol e- 3-
carboxylic acid

(2- hydridxyho-crewRynd geesging-tandtreos cfiss (142 pndolo! phwhgein- B? rigtisppranydokazol

- 4-y| mejxapehnl @ 1nﬁfor1ﬁid11ﬁwt@tmi ropyE@op etehidroaslid an de,
5-{[3-(4- FI%oro phenyl) - netﬁel-légxazol A yIn%thyI] am no} - 2H pyr azol e- 3-
carboxy

acid is
5o([ 3 (4: FOSBogh prayf@%lg%@ﬂwf Slaigs b gy iy F i QroRey HeN iy r azol e- 3-
carboxylic acid ethyl am de,
5-{[ 3- (A- Fheovrop@indragtgrdBrgrteahy bf ¢lsioxsalz b9,-whey¢inmet iyCH:-&ki no} - 2H pyr azol e- 3-
carboxylic acid (tetrahydro-pyran-4-yl)-am de,

5-{[3- (A: 'fhé'%fﬁ‘ B&féﬁé(écl)rcﬁng% By of %%ﬁ@@'zodf Mef@?ﬁ '3&"14 N, nols R RAZOLE- 3-

car boxylic acid ( - hydr oxy= | - met hyl - et hyl )~ am de, and

(5-{ [ 3-9cined foilyphenyl ) - 5- net hyl - i soxazol - 4- yl net hyl | - ani no} - 2H pyr azol - 3-
yl)-(2-oxa-6- aza-spiro[ 3. 3] hept-6-yl)-nmethanone, or pharmaceutically
accept at?l. €hs abhpoan aesdréing tb hey e0flaind6l-2 TheheeenRunH. according to any of
clainms 1-19 and 32-33, wherein R6 is nethyl. 37. The compound according to

S & B PR S IR AR ooy

razol e-3- carboxylic acid (2-hydroxy-2-nethy I-propzl) am de,
5-(5-Methyl-3-pyridin-2-yl- 1soxazol—4 ylmethoxy)-1H-pyrazole-3-carboxylic acid

10 isopropylamide,
5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid (tetrahydro-
pyran-4-yl)-amide, and
5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid ((S)-2-
hydroxy-1-methyl-ethyl)-amide,

15 or pharmaceutically acceptable salts or esters thereof.
24. The compound according to any of claims 1-21, wherein R is methyl.
25. The compound according to any of claims 1-21 and 24, selected from the group consisting of

1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide,

20 1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
isopropylamide,
1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide, and
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-1-methyl-1H-pyrazole-3-

25 carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide,

or pharmaceutically acceptable salts or esters thercof.

26. The compound according to any of claims 1-20, wherein X is N, Y is N-R®and R® is as

defined in claim 1.

27. The compound according to any of claims 1-20 and 26, wherein R® is H.



5-{[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4-yl net hyl | - am no} - 2- net hyl - 2H py
razol e- 3- carboxylic acid am de,

5-{[ 3- (4-Wbuoroorepiényl ) - 5- et hyl - i soxazol - 4-yl met hyl | - arCmEP2@0m836by | - 2H py
razol e-3- carboxylic acid (2,2,2-triflupro-ethyl)-anm de,

5-{[ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4- ylnethyl] am no} - 2- met hyl - 2H py
razol e- 3- carboxylic acid (tetrahydro-pyra am de,

5-{[ 3- (& EheisvBrYHEmgrrdmetaapy pf Plasx éz%)l ang. %iﬁetsﬁlwtfd AT LoauPegonyiptine py
razol e- 3- ggarboxylic acid (3-nethyl-oxetan-3-yl)-amde, (5-

{[3 (4- Fl uor o- phenyl ) -5 nethyl-isoxazo 1-4-yl met hyl ] -am no

R e T e e e T R

razolecﬂﬁmfmmhhxyllc acid (2thydroxy I-nethyl et hyl ) -am de, vl - ok

5-

PR I e st T s
- (( 5- meerpkaide.pyri di n- 2-yl )i soxazo | -4-yl) et hyl ani no) - 1H—pyrazo le-5 -

car boxgai g@ut\é-S rnethyl-lsoxazol-4 lrnethox ) 2H-pyrazol-3-yl]- rno holin-4-yl-methanone

2- Met hyl pyri Xazol - ) -am no 2F¢pyrazm
e- 3- car[édgﬁ' 18yl -pggrmlé%o m}d‘rﬁffﬁﬁoﬁ) Zﬁ Jyazaki dyﬁ n&oﬁp B-methagRst hy| -
( pyr i oB-(B~ Butyyl )Slrﬁ@KﬁlZ@oia*zél-iylyhﬁ@hdibW)@m ﬁﬁhzd\kﬁwalﬁlbtﬁ(yhb aoid (febtalydraranes-
boEg ( 1-Methyl -3 -((5-methyl-3 -(pyridin-2-yl)isoxazo
#°am no) -N—(3 nethyloxetan 3 -yl)- 1Hpyrazo |e-5-carboxani de,
3 ( ( 3 5( 8- BEtIyUéfmq;tyyh-1d(pxa-le-Ayly)mﬁhox;é{%pylgmda-ﬁecarboxylic acid ((S)-2-hydroxy-1-

I-4 ylhﬂghﬁmh QHQ¢;+|sopropyl 1-net hyl - 1Hpyrazo | e-5-carboxam de, 3-((3
uorog% din-2-yl)- nethﬁllsoxazo | - 4-yl) met hyl am
¢

1 rret hyﬁ 3B Trgﬁpﬂrléo}gp@lﬁ -yhunethoxy)-2H pyrazole 3- carboxyhc acid (tetr)ahydro furan-3-
yl)-amide,

15  5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-
hydroxymethyl-ethyl)-amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((R)-2-hydroxy-1-
methyl-ethyl)-amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-

20  ecthyl)-amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-
amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2-dimethyl-

25 tetrahydro-pyran-4-yl)-amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-
hydrazide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholin-4-
ylamide,

30 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid pyrrolidin-1-
ylamide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid piperidin-1-ylamide,
5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide,
5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-

35 4-yl)-amide,
5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-
3-yl)-amide,
5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-
hydrazide,



4-yl)-1 H pyrazo | e-5-carboxam de,

N- Cycl opropyl -3-((3-(5-fl uoropyridin-2-yl)-5-nethylisoxazol-4-yl)nmethylamn

0)-1 -netwol2el0idpyrsazo | e- 5-carboxam de, N-(CyC opropyl meThopR)108s55604 3
-(5-fluoropyridin-2-yl)-5 -nethyli soxa@ | -4-yl)nmethyl am no)- 1- nethyl -

1H— pyr azo | e-5-carboxam de, 3- ((3 | uoropyridin-2-yl)-5 -nethylisoxazo

yl ) met hyl am no)- 1-neth net hyl oxet an-
3 y| ) 155 gwwd)l@nﬁlalﬁwg_%ﬂﬂgnethw) 2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-
(3-((3- a(nﬁdgl uor opyri di n-2-yl)-5-net hyl i soxazol - 4-yl ) net hyl am no) - 1-net hyl -

phat Wacs0r Ve UG S E et har et 8 ST RE (% mpound

accor di 3[p-(eFlaoyo-pengl)i-msthit- kB x a0 ti432m3tho x gle2 le-plyedo fer Boarbrey 1igraoidp

cons Strh&%}l&n 4. ylah ’
uor o- enyI ) - 5- et hyl -i soxazol - 4-yl met hyl ] - am no} - 2- et hyl - 2H- py
razol e- 53E3 @aFllgolswlbhe@ykifﬁ aeihgl-prrzok-yimatho hyl- 2 Ebpopzb le- edrbiexylic acid

5-{[ 3- (pé} é:dﬁprl -mﬁlg@,yl) 5-met hyl -i soxazol - 4-yl et hyl ] - am no} - 2- met hyl - 2H py
razol e- 3p car ox lic acid T&(}é{etr hydr o- pyr an

5-{[3- (% ﬁ%%lver%w@ﬁyl)) -Be lwraaogésafé%qhoaylﬁ%wpﬁe -3sparhenylis ik hyI 2H py
razol e-p3rr ogafnbpymlrm@e acid (3-nethyl -oxetan-3-yl)-am de, 2-Methyl-
calbony - Buplpteiy -éﬁvéﬁha PIRERR 4y haR A el gl E&/pfl“aréoxy(@s%@ -3
-(pyri cdlmemyyhydrsndazo | - 4-yl) et hyl am no) - N-nor pho |ino- 1H pyrazo |e-
g ?agb C S@rgﬁﬂgl’ruglboyghegyg -5= rne hyl goxaztoll] ylrélggl(lg‘)é}(s]l 211 pyﬁzolet%ca[rboxyhc)amd
1- met hysopxpgslanidahy dr o- 2prr an- 4- yI )-1 H-pyrazo |e-5-carboxam de, and
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid

15 (tetrahydro-pyran-4-yl)-amide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-yl)-amide,

20 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
tert-butylamide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid (2-
hydroxy-ethyl)-amide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid

25 isopropylamide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide,

30 5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
pyrrolidin-1-ylamide, and
5-[3-(5-Fluoro-pyridin-2-yl)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid morpholin-
4-ylamide,

or pharmaceutically acceptable salts or esters thercof.

35 29. The compound according to any of claims 1-20 and 26, wherein R® is methyl.

30. The compound according to any of 1-20, 26 and 29, selected from the group consisting of



3-((3 -(5 -Fluoropyridin-2-yl)-5 -nethylisoxazo |-4-yl)methyl am no) -

1-met hyl -N- (3 -net hyl oxetan- 3-yl)-IH pyrazol e-5-car boxam de, or

phar mmcewoDcaldp7ascept abl e salts or esters thereof. 39PCThP2@0/pisand
according to any of clainms 1-18, wherejp L is -CH=CH. 40. The conpound
according to any of clains 1-18 and 39, wherein Xis N, Yis NR6 and R6 is

as defined in claim11.41. The co und accor di ng to any of clains 1-18 and
39- 40, RhiSréiGhlme-pheny)-Salpydrapancg ”&ﬂvﬁﬁm@lafb&’m% ]12omathyl Hil-narapd40t8 and

39-41, (QQJXQ%L&@ sfpir@ 11 t%?l?-@nei%ﬁﬁ?@héugg of 5-[(E)-2-(5-Met lhyl g phenyl -
i soxazo - VI n azol e car pnox ci 1 SO am
5 T o By ﬁ‘%yﬁ? S S lS POy e SR RO %‘gyhpa&a&()féﬂé}-

-car bO)@J‘"—dlﬂa@IiOGblpﬁ‘ﬁhﬂi-O@y) awildeond, 1, 1 - Di oxo- 1, 6-thi onor pholin-4-yl)-(5-
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- vi ny| Y(2-0xektpsmasspob 333 pent-arphpishanand - y| - net hanone 5-
E)-2- DWW B-v] 2l
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{( ) 2 1{Y§r0(><zv @Fﬂ‘éﬂﬂd -WirErhanone. net hyl - i soxazo 1 4 yl] -vinyl} -2H pyrazo

|{ (eE E"- %Wl}l@roqﬂiedﬁDSQﬁétﬁ?MS@fﬂﬁdF4 -ybmethoxy]- 21rnAefthy|l-]2H pyrazoll-}3 yl}2 & 0xa-6-
n me i soxazo -vin - razo

| e- 3 ?ﬁé’fi?/[g 35&3’&6&' f‘émaaﬂ%ro %yr an-4-yl ) - ani dg (5- y >

{ (E) - 2-1-Blefd Bl Gemathplhgpii¢y- &omdiwylmeﬁmxa)z-@mpyﬂazpﬂe]%—cvnbnyjrl}c acAH2pyr azo

1-3 ylﬂydﬁc&yoéfﬂylﬁa {.d'aespl ro [3 .3] hept-6-yl)-nethanone,

2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-yl)-amide,

15  2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide,
2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid amide,
2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
isopropylamide,

20  2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-
dimethyl-hydrazide,
2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
isopropylamide,
2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid

25  (tetrahydro-pyran-4-yl)-amide,
2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide,
2-Methyl-5-[ 5-methyl-3-(tetrahydro-pyran-4-yl)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,

30 5-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide,
5-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
cyclobutylamide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-

35 hydroxy-ethyl)-amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
isopropylamide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-
hydroxy-1-methyl-ethyl)-amide,



5- {(E)-2-[3-(4-Fluoro-phenyl)-5-nethyl- isoxazo 1-4-yl] -vinyl} -2H pyrazo
| e-3 -carboxylic acid (2-hydroxy- 1, 1-dinethyl-ethyl)-am de, 5-

{ (E) - 2- [ wOaefea7s- phenyl ) - 5- net hyl - isoxazo 1-4-yl] - PCmEHPROMAS6RYrazo

| e-3 -carboxylic acid (2-hydroxy- 1-meffyl-et hyI)-am' de, 5-
{(E)-2-[3-(4-Fluoro-phenyl)-5-nethyl- isoxazo 1-4-yl] -vinyl} -2H pyrazo
Ie 3 -carboxylic acid (2-hydroxy-2-nethyl-propyl)-amde, 5-

( E) - 2-3-6-By ytﬁamtbylplwpgf 4-glmgthexp)-2- n@@yg% -pyragold-3-caippryligacibH pyr azo

| e- 3 qedReyMbigracs §aihytam de, and 5-

(

H 253[ &oﬁwfl’éﬁgéﬁﬂd@%@“ i b e FedryeaboesidBridifs o) eeters

thereof(tetABydererammpk){anﬂdeaccord| ng to any of claim1-18 and 39-42,
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- phenyl™ xazo razo car I'SOpr o
pyl am d:@rboamhc acid 1sopropylarn1de

5-[(Z he Ry, Lo dis 2 | boxy!
b S b et e e

s or "esters
thereofcar@&y 1TH é“@%@(ﬁiﬁﬁp sr 3§ any of claims 1-18 and 39- 40,

wher ei rp- BG(4I ShigRS- buény1)4§hydEbgyrﬁ@ﬁplol@@;dlzam@ﬁﬂaﬁ@xﬂoz ABthyPDHCH@aABIcL3-18 and
39- 4 §3 ed fromthe group consisting of 5-
{ (79 2-For faid gt enyl ) - 5- met hyl - i soxazol - 4-yl - vi nyl }
- 2- met iy [3-@Ehlprapldng)35-hpdiobypwgthy leisacizal-#-yopetbyl] evindthyl-2H- pyrazole-3-
5-{(2) - - I yl -1 soxazol -4-yl]-vinyl}-2-nmethyl -2H py
razol e- rd&gﬁ%aﬂii@ﬁ(% tﬁ!ﬁ Qtﬁéég%%} | - met hyl - et hy IZ) am de,

5-[3-(4- Chloro phenyl)- 5 h roxymethyl-isoxazol-4-ylmethoxy]-2-

methyl- 2H- pyrazole-3-
carboxylic acid (2,2,3,3,3-pentafluoro-propyl)-amide,

15  5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid cyclopropylamide,
5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide,
5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

20 carboxylic acid (2-hydroxy-1,1-dimethyl-ethyl)-amide,
5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (3-methyl-oxetan-3-yl)-amide,
5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-furan-3-yl)-amide,

25  5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide,
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

30 carboxylic acid amide,
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,3,3,3-pentafluoro-propyl)-amide,

35  5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (1-methyl-1H-pyrazol-3-yl)-amide,
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-furan-3-yl)-amide,



5-{(E)-2-[3-(4-Fl uoro-phenyl)-5-nethyl -isoxazol -4-yl]-vinyl}-2-nmethyl-2H py
razol e- 3- carboxylic acid isopropyl am de,
5-{(E) - 2-We-201/Brusr o- phenyl ) - 5- net hyl -i soxazol - 4-yl ] - viPoyIEp2@0/0836by | - 2H- py
razol e-3- carboxylic acid ethyl am de, ;74_
5-{(E) - 2- [ 3- (4- Fl uor o- phenyl ) - 5- net hyl -i soxazol - 4- yI] vinyl }-2-met hyl - 2H py
razol e-3- carboxylic acid (2-hydroxy-2- rreth )-am de, 5-

(E)- 2-FB- (441:"hpmphﬁnﬁhén@y%romhﬂyﬁoﬁaé@lxﬁz ﬁmwﬁ) P-pethyl-3H-pyrazole-3-

2- met hytpodbtioydiaznhRts - o&@tﬁb@x \-bmicei d (tetrahydro pyran-4-yl) - am de,

{
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ol v -GG ey eV B e &exazei%lm' OGS et SRR s (5
{(E) 2 a{cﬁirl’(slzll\l‘ﬁdmmﬂq-l -hhdmyidy.- 5- Lret hyl -i soxazol - 4: yl]1- vinyl}

5 (5 A7 T BRI BN PSRt U S 0nE - 24y
razol ea3 mastrbblx;lfyl@m bd (2,2,2-trifluoro-ethyl)-am de,

(5- {(E)s‘-?} {@mﬁ&ﬂ l(,g =SPHEM %(, )so§azlaﬁ4 fwneﬂh%smaz et piH-p b B-Zrmi iy - 2H-p

yrazol - |n- net hanorie,

{(E)- 26{0_91)-/1{12@ cﬁli‘iﬁ yl) 5- rrethyl-lsoxazol 4-yl]-vinyl}

- 2- met hy[3-@fF myf 9})35 meay DAY YA A0C-4a8ingthoRy Y eeenN-2IH-pRbusvit-3adaldxytiam de,
(5- i E) - 2- é -dghenyl) 5- et hyl -i soxazol -4-yl]-vinyl}-2-methyl-2Hp
yrazol -%? 35“0 6% za- spi ro[ 3. 3] hept - 6- yl ) - met hanone, " and

5- { (E) -2F3-@+Fleta- plmnpl)*ﬂqmat&ﬂy) isbxavel- hwllmb&oxy:]zblmedhﬂ&}l—pjzragd@ Sarkeixight - 2H py
razol e acid (2-hydroxy- 1, 1-dinethyl-ethyl)-am de, or
phar mcé%u(%ilgﬁlpﬁé%ﬁ& gt able salts or esters thereof. 46. A process for

pr epar i nt3-&-Bloaisopheay 03 -methlrisaxazokd- et thasyl -3-megh- 26k pxrreg lerg-carbpsylighi ch
acid (tetrahydro-pyran-4-yl)-amide,

15  5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic

20 acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2,2,2-trifluoro-cthyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (3-methyl-oxetan-3-yl)-amide,

25  5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (3,3,3-trifluoro-2-hydroxy-propyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-methoxy-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic

30 acid (1-hydroxy-cyclopropylmethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-hydroxy-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (1-methyl-1H-pyrazol-3-yl)-amide,

35  5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-acetylamino-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (3-hydroxy-2,2-dimethyl-propyl)-amide,



process conprises reacting a conpound of formula R3RANH (11) with a
conpound of fornmula Il11,wherein R, R2, R3, R4, X Y and L are as defined

i n clai mioant/iR7478 | ower al kyl or H 47. The conmpound &ctmpdinngsicod any of
claims 1-45, whenever prepared by a prpaess as defined in claim46. 48. The
conpound accor di ng to any of clainms 1-45 for use as therapeutic acceptable
subst ance. he conmpound according to any of clains 1-45 for the use as
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neg |ve Itive.s soci ated with schizophrenia, bipolar
di s &da&g F%%%BBW"?MNE %@P’Ofl bromat osis type |, sleep
di sor deﬁr B3-(4dFlsorodghreay Df5- meﬂlghdiomoit hy;thlnmﬂnpxﬂ%etbﬁﬁibpﬁ&cde-ﬁ#caﬁﬂxgﬁosi S
(ALS), ﬁf‘@&%h?%r%%?a%% ?é 8‘%? psychoti c di sorders, substance-induced
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psychotlc I SO ‘'sorders, generalized anxiety disorder, panic

di sor dex[3- @eFlugt%pmnyldTSsmﬁtiﬁed-1soz§4¥9é§§ilmévh@m‘ﬂplrmhyé2ﬁ-wﬁzm¢~§ ~caghoyhic st r ess
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stroke 56}[3@(4-F1uor0-phenyl)-5-rnethyl-isoxazo1—4-ylrnethoxy]-2-rnethy1—2H-pyrazole-3-carb0xylic
acid ((1S,2S)-2-hydroxy-cyclopentyl)-amide ,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic

20 acid ((1R,2R)-2-hydroxy-cyclopentyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid ((R)-2-hydroxy-1-methyl-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid ((S)-2-hydroxy-1-methyl-ethyl)-amide,

25  5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid ((R)-2-hydroxy-1-methyl-ethyl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid ((S)-2-hydroxy-1-methyl-ethyl)-amide ,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

30 carboxylic acid (tetrahydro-furan-3-yl)-amide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid N',N'-dimethyl-hydrazide,
5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-ethyl)-amide, and

35  5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,

or pharmaceutically acceptable salts or esters thercof.

31. The compound according to any of 1-20, 26 and 29-30, selected from the group consisting of
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5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
20 carboxylic acid (tetrahydro-furan-3-yl)-amide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid morpholin-4-ylamide,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-yl)-amide, and
25  5-[3-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,

or pharmaceutically acceptable salts or esters thercof.
32. The compound according to any of claims 1-19, wherein L is -CH,-NH-.

33. The compound according to any of claims 1-19 and 32, wherein X is N, Y is N-R®and R® is

30 as defined in claim 1.
34. The compound according to any of claims 1-19 and 32-33, wherein R® is H.

35. The compound according to any of claims 1-19 and 32-34, seclected from the group

consisting of

5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid
35 (2-hydroxy-2-methyl-propyl)-amide,
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st roke amdoantoenre’donal di sorders or for use as cogniti veCemranoss®o4 which
nmet hod conprises administering a conpoppd according to any of clainms 1-45
to a human being or animal. 56. The invention as described herei nabove.

5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid
amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid
isopropylamide,

5  5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid
ethylamide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazole-3-carboxylic acid

10 (2-hydroxy-1-methyl-ethyl)-amide, and

(5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2H-pyrazol-3-yl)-(2-oxa-6-
aza-spiro[3.3 hept-6-yl)-methanone,

or pharmaceutically acceptable salts or esters thercof.
36. The compound according to any of claims 1-19 and 32-33, wherein R® is methyl.

15 37.The compound according to any of claims 1-19 and 32-34, selected from the group

consisting of

5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-2-methyl-propyl)-amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-

20 carboxylic acid amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,

25  5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (3-methyl-oxetan-3-yl)-amide,
(5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazol-3-yl)-(2-
oxa-6-aza-spiro[3.3Jhept-6-yl)-methanone,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-

30 carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide,
N-isopropyl-1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-1H-pyrazole-5-
carboxamide,

35 2-Methyl-5-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-amino ]-2H-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-yl)-amide,
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1-Methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino )-N-morpholino-1H-pyrazole-
5-carboxamide,

1-Methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino )-N-(3-methyloxetan-3-yl)-
1H-pyrazole-5-carboxamide,
3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-N-isopropyl-1-methyl-1H-
pyrazole-5-carboxamide,
3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(tetrahydro-2H-
pyran-4-yl)-1H-pyrazole-5-carboxamide,
N-Cyclopropyl-3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)- 1-methyl-1H-
pyrazole-5-carboxamide,
N-(Cyclopropylmethyl)-3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-
methyl-1H-pyrazole-5-carboxamide,
3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(3-methyloxetan-
3-yl)-1H-pyrazole-5-carboxamide, and
(3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)- 1-methyl-1H-pyrazol-5-
yl)(2-oxa-6-azaspiro[3.3]heptan-6-yl)methanone,

or pharmaceutically acceptable salts or esters thereof.

38. The compound according to any of claims 1-19 and 32-35, selected from the group

consisting of

5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-2-methyl-propyl)-amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,
5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2-methyl-2H-pyrazole-3-
carboxylic acid (3-methyl-oxetan-3-yl)-amide,
2-Methyl-5-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-amino]-2H-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-yl)-amide,
1-Methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-yl)methylamino )-N-morpholino-1H-pyrazole-
5-carboxamide,
3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(tetrahydro-2H-
pyran-4-yl)-1H-pyrazole-5-carboxamide, and
3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(3-methyloxetan-
3-yl)-1H-pyrazole-5-carboxamide,

or pharmaceutically acceptable salts or esters thereof.
39. The compound according to any of claims 1-18, wherein L is -CH=CH-.

40. The compound according to any of claims 1-18 and 39, wherein X is N, Y is N-R®and R® is

as defined in claim 1.
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41. The compound according to any of claims 1-18 and 39-40, wherein R® is H.

42. The compound according to any of claim 1-18 and 39-41, selected from the group consisting
of

5-[(E)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic acid
isopropylamide,

5-[(Z)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic acid
isopropylamide,

(1,1-Dioxo-1,6-thiomorpholin-4-yl)-(5- {(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-
vinyl}-2H-pyrazol-3-yl)-methanone,
(5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazol-3-yl)-morpholin-4-
yl-methanone,

5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide,

5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
isopropylamide,

5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide,
(5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazol-3-yl)-(2-oxa-6-aza-
spiro[3.3Jhept-6-yl)-methanone,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1-dimethyl-ethyl)-amide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-methyl-ethyl)-amide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propyl)-amide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
ethylamide, and

5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2H-pyrazole-3-carboxylic acid
amide,

or pharmaceutically acceptable salts or esters thercof.

43. The compound according to any of claim 1-18 and 39-42, selected from the group consisting
of

5-[(E)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic ~ acid  isopro-
pylamide, and

5-[(2)-2-(5-Methyl-3-phenyl-isoxazol-4-yl)-vinyl]-2H-pyrazole-3-carboxylic =~ acid  isopro-
pylamide,
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or pharmaceutically acceptable salts or esters thercof.
44. The compound according to any of claims 1-18 and 39-40, wherein R° is methyl.

45. The compound according to any of claim 1-18 and 39-41, selected from the group consisting
of

5-{(Z)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide,
5-{(Z)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid ethylamide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-2-methyl-propyl)-amide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid amide,

(1,1-Dioxo-1,6-thiomorpholin-4-yl)-(5- {(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-
vinyl}-2-methyl-2H-pyrazol-3-yl)-methanone,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide,
(5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl} -2-methyl-2H-pyrazol-3-yl)-
morpholin-4-yl-methanone,
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide,
(5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2-methyl-2H-pyrazol-3-yl)-(2-
oxa-6-aza-spiro[3.3]hept-6-yl)-methanone, and
5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1,1-dimethyl-ethyl)-amide,

or pharmaceutically acceptable salts or esters thercof.

46. A process for preparing a compound of formula I as defined in any of claims 1-45, which

process comprises reacting a compound of formula R*'R*NH (II) with a compound of formula ITI,
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[l
wherein R', R?, R, R*, X, Y and L are as defined in claim 1 and R is lower alkyl or H.

47. The compound according to any of claims 1-45, whenever prepared by a process as defined

in claim 46.
48. The compound according to any of claims 1-45 for use as therapeutic acceptable substance.

49. The compound according to any of claims 1-45 for the use as therapeutically active
substance for the therapeutic and/or prophylactic treatment of diseases and disorders related to
the GABA A a5 receptor.

50. A pharmaceutical composition comprising a compound according to any of claims 1-45 as
an active ingredient and a pharmaceutically acceptable carrier and/or a pharmaceutically

acceptable auxiliary substance.

51. Use of a compound according to any of claims 1-45 for the manufacture of a medicament for
the therapeutic and/or prophylactic treatment of diseases and disorders which are related to the
GABA A a5 receptor.

52. Use of a compound according to any of claims 1-45 for the manufacture of a medicament for
the therapeutic and/or prophylactic treatment of acute neurological disorders, chronic
neurological disorders, cognitive disorders, Alzheimer’s disease, memory deficits,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
bipolar disorders, autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders
of circadian rhythms, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic
disorders, substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder,
panic disorder, delusional disorder, obsessive/compulsive disorders, acute stress disorder, drug
addictions, movement disorders, Parkinson’s disease, restless leg syndrome, cognition
deficiency disorders, multi-infarct dementia, mood disorders, depression, neuropsychiatric
conditions, psychosis, attention-deficit/hyperactivity disorder, neuropathic pain, stroke and

attentional disorders or for the preparation of cognitive enhancers.

53. Use of a compound according to any of claims 1-45 for the therapeutic and/or prophylactic

treatment of diseases and disorders which are related to the GABA A a5 receptor.
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54. Use of a compound according to any of claims 1-45 for the therapeutic and/or prophylactic
treatment of acute neurological disorders, chronic neurological disorders, cognitive disorders,
Alzheimer’s disease, memory deficits, schizophrenia, positive, negative and/or cognitive
symptoms associated with schizophrenia, bipolar disorders, autism, Down syndrome,
neurofibromatosis type 1, sleep disorders, disorders of circadian rhythms, amyotrophic lateral
sclerosis (ALS), dementia caused by AIDS, psychotic disorders, substance-induced psychotic
disorder, anxiety disorders, generalized anxiety disorder, panic disorder, delusional disorder,
obsessive/compulsive disorders, acute stress disorder, drug addictions, movement disorders,
Parkinson’s discase, restless leg syndrome, cognition deficiency disorders, multi-infarct
dementia, mood disorders, depression, neuropsychiatric conditions, psychosis, attention-
deficit/hyperactivity disorder, neuropathic pain, stroke and attentional disorders or for use as

cognitive enhancers.

55. A method for the therapeutic and/or prophylactic treatment of diseases and disorders which
are related to the GABA A a5 receptor, particularly for the therapeutic and/or prophylactic
treatment of acute neurological disorders, chronic neurological disorders, cognitive disorders,
Alzheimer’s disease, memory deficits, schizophrenia, positive, negative and/or cognitive
symptoms associated with schizophrenia, bipolar disorders, autism, Down syndrome,
neurofibromatosis type 1, sleep disorders, disorders of circadian rhythms, amyotrophic lateral
sclerosis (ALS), dementia caused by AIDS, psychotic disorders, substance-induced psychotic
disorder, anxiety disorders, generalized anxiety disorder, panic disorder, delusional disorder,
obsessive/compulsive disorders, acute stress disorder, drug addictions, movement disorders,
Parkinson’s discase, restless leg syndrome, cognition deficiency disorders, multi-infarct
dementia, mood disorders, depression, neuropsychiatric conditions, psychosis, attention-
deficit/hyperactivity disorder, neuropathic pain, stroke and attentional disorders or for use as
cognitive enhancers., which method comprises administering a compound according to any of

claims 1-45 to a human being or animal.

56. The invention as described hereinabove.
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