WO 2010/127975PCT/EP2010/055694 ISOXAZOLE-PYRAZOLE DERIVATIVES The present
invention is concerned with isoxazole-pyrazole derivatives having affinity and selectivity for GABA A a5
receptor, theliynapHiagitre, pharmaceutical compositions containing 5 therygndiiheikdwse as
medicaments. Technical Field In particular, the_p{e_sent invention provides isoxazole-pyrazole
derivatives of formula I. wherein the substituents are as described below and in the claims.
10Receptors for the major inhibitory neurotransmitter, gamma-aminobutyric acid (GABA), are divided
into two main classes: (1) GABA A receptors, which are members of the ligandgated ion channel
superfamily and (2) GABA B receptors, which are members of the G-protein linked receptor family.
The GABA A receptor complext EATOLFEBARLIHH a4, fameric protein polymer is
composed principally ofa, p and y subunits. 15 Background Art . Presently a total number of 21
subunits of thelGABAeA ratepion inverpaesiciiicsoane Soavierriedienmpes prdnsr diibinitgda, 13
and y) arediestuirg o GihB £onsisuetionef ietombinantGARAAete bl whishimesbotewalg mimic
the bigchg&g%&ﬁgq&g%%&gmlﬂgg pharmacological functions of native GABA A receptors
obtained from mammalian brain cells. 20 There is strong evidence that the benzodiaze,pine binding
site lies b%tvgflsen 'ihbe; qdand y subunits. Among the recombinant GABA A receptors, a 1132y2 mimics
many effecte of the trassical type-I BzR subtypes, whereas a2132y2, 013272 and a5132y2 ion
channels are tei trued type:ll BzR. It.has been shawn by McNamara j biology,
1993, 21101- 108Kt e BERLe: BB %’S@J?ﬁﬁsx?éﬁszé} SJS%%?@%’&%%%%%%@%%& learning
in the Morris 25 waterrnaze. However, 13-§CM other conventional benzodiazepine receptor
inverse agonists are proconv-ulsant or ¢gnv which prevents their use as cognition enhancing
agents in humans. In addition, these co nds arc n ectivegvithin the GABA A receptor
subunits, whereas a GABA A a5 recegtdr partial or full nist which is relatively free of
activity -2- at GA.BA A al and/or a2 and/or a3 regeptor can be used to, provide a medicament which is
useful for enhancing cognition with reduced or without proconvalsantctivity. It is also possible to use
GABA A a5 inverse agonists which are not free of activity at GABA A alland/or ci.2 and/or a3 receptor
but which are .functionally selective for a.5 containing subunits. However, inverse agonists which are
selective for GARAA &k sublinilshandaredalativalyfiee afbetivitycaiABA A al, a7 and a3 receptor
are preferred.

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 channe! superfamily and (2) GABA B receptors, which are members of the G-protem
linked receptor family. The GABA A receptor complex which is a membrane-bound
heteropentameric protein polymer is composed principally ofc, 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, o 1f2y2 mimics many effects of the classical type-I
BzR subtypes, whereas 02272, ¢.362y2 and a.5B2y2 ion channels are termed type-1I 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 ephancing agents in
humans. In addition, these compounds arc non-selective within the GABA A receptor subumnits,
whereas a GABA A o3 receptor partial or full inverse agonist which is relatively free of activity



Literature has been published to establish the link between GABA A a5 subunits and the therapeutic
and/or prophylactic treatment of various diseases and disorders of the Central Nervous System, like
Neuroscience Letts., 2005, 381, 108-13, Neuropsychobiology, 2001, 43(3), 14144, Amer. J. Med.
Genetics, 2004, 13IB, 51-9, Autism 2007, 11(2): 8547, Investigacion Clinica, 2007, 48, 529-41,
Nature Neuroscience, 2007, 10, 411-13, Neuroscience Letts.; 2008, 433, 22-7 and Cell 2008, 135,
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substitutedulsy GABdu t&smilelmgfmcﬁmﬂy@&héﬁ'é‘dfﬁb f@ieﬁrﬁﬁﬁhé(ﬁ'ﬁn%
cyano-Loyyes:adky beba ﬁﬁ%thﬁﬂﬁlgﬁﬂ-doﬁyﬁﬁﬂwwmaﬂmxw Hgdmﬁmvtmnmg(yubmw@r éikmy"tower alkyl,
lower alkyl, lower alkgs %'(a%e WeL ?HF@WBQ%%%MM%@'&@%&J@W%@l@ﬂédﬁhityN('OWGF
alkyl,lower ?owetga?k m

owera yl,H)-lower 5-?? nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower
alkyl, Iov@éﬁaﬁﬁ‘ﬁ-é@b Yoveed Si%yf"’%ﬁaf&ﬁ CO -N(lower alkyl,H)-lower aIkyI CO-N(lower

alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl and lower alkyl het l..vi) heteroaryl
substituted bwﬁma@ubét%ém mémmﬂatﬁ/@éﬁél%&fﬁd%ﬁkah%%ﬁrﬁ@& s aaﬁgﬁ

cyano-lowerpdky halbgepriwtiogenc| aneneiiy lohyeroxs, dydrosy- Meilabk%moo\feﬁhﬁll@&@%wer alkyl,
Llcl)<wle|r al I IIo lt],é ydg%;\ g&(gfbég%ealﬁﬁ{g dg@garﬁlkyl 1@@@3&1@?3@3 ) oaig)él PN, N(lower
alkyl,lower alk wer ai cy er.alky r

earboxy- ‘ﬁ%\@ér ‘Mov@’é?%lk %&) %ﬁyg a%k%\e{ﬁ)\i\/er a ggg ov?efré@i Hf;g?éﬁrwer alkyl,
co- N(lowaﬁgytim@hmmme%lm @QNWQM%RW%&W&% Ldé.- N&HEOS“&"HBB

heterocyglyls R3ds, s iower atie/er fower E8BybésHsstituted by 1-5 substituents individually selected
from halogen and hydroxy



2b R3 is selected from the group consisting of 1) H, ii) lower alkyl, iii) lower alkyl substituted by 1-5
substituents individually selected from aeetamidyl, acetyl, acetylamino, amido, amino, =boxy, cyano,
cycloalkyl, halogen, halogen-lower alkoxy, heterocyglyl, hydroxy, lower alkoxy, (lower alkyl,lower
alkyL)N-, (lower alkyl,H)N-, nitro and lower alkyl-S(0)2-, iv) heteroaryl, v) heteroaryl substituted by 1-4
substituents individually selected from amino, amino- lower alkyl, cyano, cyano-lower alkyl, halogen,
halogeBIBMMARN 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 &tk iyt )siones thadieyls pitvoidethve caikybS@yd-fosarbledy, carboxy-lower alkyl, lower
alkyl-COO-lower alkyl, lower alkyl-000-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lowcr
alkyl)-lower alkyl, CONI-h-lower alkyl, md lo alkyl-CO-, vi) cycloalkyl, vii) cycloalkyl substituted by
-4 substituents individually selectedlfom ogen and h)@lroxy, viii) heterocyclyl, ix) heterocyclyl
substituted by 1-4 substituents indivi alogen and lower alkyl, and  x) -NR7RS;
R4 is H, lower alkyl or lower alkyl st ms; or R3 and R4 together with the
nitrogen to which they are attached form a licteroCyclyl™or a h tprocyclyl substituted by 1-4
substituents individually selected from amino, amino-lower , cyano, cyano-lower alkyl, halogen,
halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy- IowerIaIkyI lower alkyl, lower alkoxy,
halogen er alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl, N(Yb%%? ﬁlkyl B)-lower alkyl, nltro lower alkyl-S(0)r, carboxy, carboxy-lower alkyl, lower
alkylCODB-lovier@hayDtovkek @H"é‘é{”N(lower alkyl1,11)-lower alkyl, CO-N(lower alkyldower
alkyl)-lower ajky-£QNH2dower alkyltaadcﬂmmw -CO-; R5is H or lower alkyl; R6 is H or lower

alkyl; Ris lower gl B isHoWet #lsisting of
i)  lower alkyl,
ify lower alkyl substituted by 1-5 halogen atoms,

ifi) aryl,

iv)) at; subéhtuted 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 alkyDN-, (lower aikyl, H)N-, N(lower alkyl lower alkyl)-

 lower alkyl, N(lower alkylH)-lower alkyl, nitro, lower atky1-S(O);-, catboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower
alkyl,H)-lower alkyl, CO-N(lower alkyllower alicyl)-lower alkyl, CO»NHz-Iowe;.
alkyl and lower alkyl-CO-,

v)  heteroaryl,
vi) heteroaryl substituted by 1-4 substituents individually selected from amino, amino-

Jower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,
hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower atkoxy, halogen-
Jower alkoxy, (lower alkyl.lower alkyl)N-, (lowet alkyl, HDN~, N(lower alkyl,lower
aikyl) Jower alkyl, N(lower alkylH)-lower alkyl, nitro, lower alkyl-S{(O),-,
catboxy, 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 atkyl, CO-
NH,-lower alky] 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;



or pharmaceutically acceptable salts or esters thereof. 2c In a second aspect, there is provided a
process for preparing a compound of formula | as,gefined above, which process comprises reacting a

compound of formula R3R4NH (1) with a compound of formula Ill, 1l wherein RI, 122, R3, R4, X, Y
and L atggas gefépﬁ%gcfktg,\/giﬁg Bus dowesalkror H. - In athird aspect, there is provided the
compound as defined a ove, whenever prepared by a process as defined above. In a fourth

aspect, therelis pr&/ided the compound as defined above for use as therapeutic acceptable
substance. ii}In dofifth @lsplct, there is provided the compound as defined above for the use ﬁs
thefapeuticalQ{gct%@v&ugg{ neguor el therape tibsainaints prel hidaatic selatine it R dRERLESnd
disorders related to the GABA A aSLrgcgtpga& aml{b?é@gg)&s@@g_{;mgh‘%rg@mp@,viﬁmgaupﬂnaimgal@eqtical
composition compnsﬁﬁ%}y ’C“S%blgﬁﬁa 2€'Gétined above as an active in redle%gﬂl@logvgpgg geutically
acceptable carrier afeior alhaymbeetniosiy o BN WKiIRA Eibstance. ~ in a seventh aspect,
there is provided a ugg.af-a £9MPRINEias defihedeabbya-fdfthe manufacture of a medicament for the
therapeutic ar%%gor g%%g?hé/ﬁﬂ?tlc treatment of diseases and disorders which are related to the GABA A
a5 receptor. In aspect, there js provided a use of. . gsfinashabeventor the
manufacture ofja niettiteanybatRstiHe Y& R %ﬁ&?(%s ir%%ﬁi/ 3%%?%%%%?2%% cute Hg&[roqlggical
disorders, chronic neyapgitalidisprers;yeogritiver dirbiehslgeehe IESISEREE” emoty deficits,
schizophrenia, positiye, nes ﬂg\@cpa%q’rWigmﬁyﬂmml@a%@mmmp@mm&ﬁﬁﬁéﬁ OBolar
disorders, autism, Down syndrome neqrolgsm%%:&pg%%&@ | S\eep.sisordats, Higorerslfidsadian
rhythms, arnyotrophi@?ﬁ?érﬁk%?érggl‘%’e(ﬁ_ S ’dementi au’sgd b %6! S PS .cp&;j&digg{gqgg@)z,’
substance-induced psygiiplissdisostiet, ahlewedisoiabid) Jenera ’alﬁiille%/ disorder, @n&) isorder,
delusional disorder, o&a«;&s}yq‘!&%ﬁuﬁw@rd@mémacaté3étfé@@d@@?ﬁéﬂ}%ﬂu&%’&ﬁiE{ s
movement disorders, Parkiison's g‘ﬁfeﬁz phestl 1|Q%W%%}@mﬂﬂbﬂﬁimw.d@@*d@@j
multi-infarct dementief;q]n‘ H"é’l%‘o‘?’ rs, depressjoh, neuropsychiatric conditions, psychosis,
attention-deficit/hypeﬁéH&Wdi‘sékdé@lﬁbm%?ﬂﬁg 'bgi?ﬁf,’ stroke and attentions' disorders or for the .
preparation of g;ggn'@@o n@@ncers. Detailed description of the invention  The present invention

m

8
. > . . ] . d
provides compounds of f la ejr, pharmaseuticaly isebaptatiie sattsiahdremidiglogen an
pharmaceuti(:al"’l'}?)rncér(gLﬁf(ﬂgﬂgJ g%n%?ﬁ%% tﬁem, methods for their manufacture, and theuse of the above
mentioned compoundsyi#tekE, therapeutic and/or prophylactic treatment of diseases and disorders
related to the GABAA@BdsRaeptor. The compounds of present invention are preferably inverse
agonists of GAB}A%A,ia. 8. oy 118 Campaunrs ol nresestinvestiod viddaeiperieth SRR btable
salts and ester&dan’ls uséa, alone or in combination with other drugs, as cognitive enhancers or for
the therapeutic and/orlﬁmﬁyf&étﬁ:nﬁeatment of acute neurological disorders, chronic neurological
disorders, cogn;g'bve digaigdys, Alzheimer's disease, memory deficits, schizophrenia, positive, negative
and/or cogpijtive 8%9%[‘?11 sociates withisehitnptuebial Hipelagdigdpitss, autism, Down syndrome,
neurofibro atqéﬁfg, pe x%%? p %6[5;.0rg%;%g}ﬁﬁ{%%{&&?f\ﬁlﬁ%ﬁcﬂ?é} EﬁytﬁlIMSlaahfyﬂwmﬁméYa])é&éPc_Js|s
(ALS), dementi®@tBugad y ) ; p‘éy otic disorders, Su?‘ﬁ't ngﬁ-lng%%a RSYShaticslisaiteriamdety
disorders, genefaliged;aipienpsissrdehy dah it BrRGPERE BERIESRaT disorder, fk?gess,iv?l/c&roqg,gig%.
disorders, aCUteaﬁlﬁsts,ﬁwr@%n@mg\@ﬂdimnhalﬂmm@@g@%&‘d’éfs@ﬁ&k’kH’ RS aisease; restless
leg syndrome, coghition defi jency. di§grgﬁ{§$1, %wgfilafgy@tWﬁ@lﬁk@xmdMSDk@@ﬁéﬁﬁE%sg% o

) q@é’ll’rcjl) VBT a(g%oha jowel . A S :
neuropsychiatri¢ tiBHs psyichosis, attenﬂ(ﬁé% ficjy }X@%@%@ﬁ'ﬂg"%c HnewaPaihi pinystroke
and attentions' ditiorgierger ARy rreldPivER LS € cognitive disorders, schi/op hieniaRRSTME -
negative and/or &ﬁgﬁ‘ﬁ)ﬂ%%y@EIQW,S;MspEimmWHh%é?ﬁ??oﬁﬁﬁ‘é‘?ﬁéﬁa‘ﬁ‘ﬂbﬂﬁﬁ er's disease. Most
preferred indicatiori gé%’ gllc_:hjiﬁ%;ihrﬁ)%ragg(ﬁl@@@n,emgasm RakitiTxiyvpefaing & idi(lower
therapeutic and/gpg?‘ factictreatment of Alzheimer's di : CO-

P aHCYl,iOWZL‘ alkyl)-tower ai{d}, ééh!\eﬁ@ek}%vgsﬁ?ﬁ%ld tower alkyl-CO-

RS is H or lower alliyl;

RS is H or lower alkyl;

R
R® s lower alkyl,

~3

is lower alkyl;

or pharmaceutically acceptable salts or esiers thereof.



WO 2010/127975PCT1EP2010/055694 -3-  The following definitions of the general terms used in
the present description apply irrespective of whether the terms in question appear alone or in
combination.  The tem' "lower alkyl", alone or in ggmbination with other groups, stands for a
hydrocarbon radical that is be linear or branched, with single or multiple branching, whereby the 5 alkyl
group in general contains 1 to 6 carbon atoms, for example, methyl (Me), ethyl (Et), propyl, isopropyl
(1-propyl), n-biiyt. sdsang aersesutyeredsamridadcemmyyse Ry erarin s AomRPME pkdomiakelat alkyl
groups AgigEAURR Vthvhith $errkonaigmseMestipigfersethpsarethybretiiy RERANGDYIBNdit-hutyl.
The phrzélgr% "Ioovl\{gro?lio\flﬂsuing%uted by", alone or in combination with other groups, refers 10 to lower
alkyl group fhatis Subistitite y one or multiple substituents, preferably 1-5 substituents, individually
selected from the group as specified fo@he speeific "lower alkyl substituted by", i.e. for example
acetamidyl, acetyl, acetylamino, ami(6, amyi ,Rcarboxy, cyano, cycloalkyl, halogen, halogen-lower
alkoxy, heterocyclyl, hydroxy, lower ajkoxy, (lower alkyleWer alky)N-, (lower alkyl,H)N-, nitro, lower
alkyl-S(0)2- and the like. Preferred 13 substituents ar roxy, fhoro, methyl, oxetanyl, methoxy,
acetylamino and cyclopropyl. Preférred "lower alk te " are hydroxy-lower alkyl,
halogen-lower alkyl, fluorolower alkyl, cycloalk%-lower alkyl and ggetylamino-lower alkyl. Most
preferred are 1-hydroxycyclopropyl-methyl, 1-hydroxymethyl-propyl, 1*oxetanyl-ethyl,
2,2,2-trifluoro-1-methyl-ethyl, 2,2,2-trifluoro-ethyt, 2,2,3,3,3-pentafluoro-propyl, 2-acetylamino-ethyl,
2-hydroxy-1,1- 20 dirnethyl-ethyl, 2-hydroxy-I-hydroxymethyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydro
xy-2- methyl-priogpyin RhyRitokY-BiaN, ¥-avethoxy-etfidfised, Sbwifumrd R hyjdvoxysissd eyl H. |
3-hydroxy2,2-dimethyl-propyl. The most preferred are cyclopropyl-methyl,
1-hydroxy-cyclopromitmetpdet 1 thyer exyroetbyl prepdmbeaxeianydefihyd, 263:2;trifliuacer-prethyddethyl,
2,2,2- trifluoro-ethyl, 2,2 3.3, 3-pentafluoro-propyl, 2-acetylamino-ethyl, 2-hydroxy-1,1-dimethyl-ethyl,
25 2-hy %%ﬁf%ﬁgﬁgiﬁr%%?ﬁéﬁg&vﬁ 2- hydro xy-I- methyl-ethyl, 2-hydroxy-2-methyl-propyl, 2-
hydroxy-ethyl, 2-methoxy-ethyl, 3,3 3-trif|uoro-%—ig¥ roxy-propyl, 3-hydroxy-2,2-dimethylpropyl.  The
term "halogen” Mi8n&BHh BRAtn AR WitP Gt gr %%S‘EO&EEBK%%QQ &ﬁl(?jr?%lé“(‘éIfh%‘é?nici%l)}l%oaﬁne (F)
and brortise8ricRrefptrbichalugereés fluorine. 30The Icon "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 lgasi aihasepraticttiag ak rpritipledcandenseshuing win defiiokhl atheast fonelingss as
aromatl %?:56%%{&81% rE %@Mﬁ’@&g{ﬁﬁyﬁué‘ﬁ% U URRERY QL BRI  REIGIERE A7 QORI

phenyl. The phrase substituted by", alone of in combination with other groups, refer to an 35 aryl
group theiserdemaaleietid s AR Mt ésssB itucnts, preferably 1-4 substituents, whereby
substitution at each ring atom individually is possible, with a substituent individually WO
2010/127975P OT4ER20 267065 881 - Imelddrsh frbATe R eomusHita-forRr e D& cHarappd

substitutgd iy nbe. Aosexample Amieonarenentonmd allsyireyepei eiBnadewebtkirhalageror a

halogen-lower alkyl, hydrox roxy-lower alkyl, lower allcoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-}%\ia\%?agﬁ(]}éyéy a’oﬁggrpgég?,ﬁvleﬁ}ag@%ﬁ% §Wer alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl,

In a seventh aspect, there is provided a use of a compound as defined above for the
manufacture of a medicament for the therapeutic and/or prophylactic treatment of diseases and.
disorders which are related fo the GABA A a5 receptor.



5 N(lower allcyl,H)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower
alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyLlower
alkyl)-lower alkyl, CO-NI-12-lower alkyl, lower alky#€0- and the like. Preferred substituents are F and
Cl. Preferred "aryl substituted by" are halogen-aryl, chloro-aryl, fluoroaryl, fluoro-phenyl and
chloro-phenyl. Most preferred are 4-flugro-phenyl and 4-chloro-phenyl..10The-lel" roaryl’ salone or
in combinatiortwith GELF FHRISS, %%éstéjp ‘élft%/‘fl!c %r%sr%é#::agfg%nﬁj H‘%i’/?nésadé%ﬁfg% ?é% 8 membered
ring or meuttifietaondfassdlitagemiolerrising 6 to 14, more preferably 6 to 10, ring atoms and
containipg 1,25 3ReterRatomsrdpnyhiah Jirupadeast oneubeteranyRiigicing dsardengtichExamples
~of such groups jnclude pyrrolyl, thienyl, pyrazolyl, imidagolyl..triazolyl olyl, shiggolyliisathiazolyl,
oxazo [JFHBRESA1, FERGF mw??%ﬂﬁ%ﬁ%in@ﬁsﬁ%//#%’zﬁﬁy|f&g§¥%§‘z%§;%, iﬁ#eg%ﬁ%ind}gzotgﬁ?quinoliny,
isoquinetinghibeazefupplsibens ogiaioty RSk, SREEEN, BERBHMASHgIaen etk sSHepPhrenia,
benzothjaziny! diserazethienyhans iesikerdrefareacidionansigoppd, aleqpydidimibandisyréaoly.
The phrase "heteroaryl substituted by:', alone or.in comhinatiop with.other aroupss refersd@rotic
heteroaf |beﬁ§1§baﬂ-ﬂ§>¥é‘gﬁb§fﬂﬁ %rc? ]%%(}%%‘é% Iéa;q_ r?%ﬁi:gfg%gb%%ihgﬁts, preferably 194 subét?é%n , 20
wherebyisulstitusidrstanesitderd aoiehpithdieaist i PSS AT dEer A e AR IR Goup as
specifieghfor HgosaacifielhRIgADar Hehsiibuted e ohen it exainpiéeaminoteashivs-tbsredalidipeyano,

cyano SRR R alpashdaneh Al gy sk I atidan eralodviangaaslaner aky

lower a ower af_fgoxy oger]-fower allcoxy, (lower alky|,lower alkyl) glﬁower alk I,Hgli\g-,u[l\lélower

alkyl,lowiefieiliya): | Sineidamiy| TNEWERTSE AAGETET-IRRPLIBIOTNTS, IBWEFSIkT- TP EAI0RY,

carboxyclmaricaky piouerrlkreiciatesicallkyh e owdisalider, OBuN(aivee alkit,Hyttokireratkyl,

CO-N(lower alk ,Ilvgoerg,%%pgmgﬁllgg&glgﬁlgy% Allyldewer alkyl-CO- and the like. Preferred
, F-and Me. Prefel |

substituBhts are d "heteroaryT substituted by" are Lower alkyl-heteroaryl,
methyl-heteroaryl, halogen-pyridinyl, halogen-heteroaryl and fluoro-heteroaryl. Most preferred are

I-methyln 30 vd WRDA Aeh Bf Y arifin-2-yl. The teim "heterocyclyl”, alone or in combination with
other groups, refers to a 4 to 8 membered ring containing 1, 2 or 3 ring hetcroatoms individually

;‘?'eclt.ed fromgy, OE%s]&m JixékFe%t{éiﬁg &g@&&atgaﬁfpﬁ]ﬁcﬂr@ﬁ rf??nﬂbq fkﬁiiﬁﬂ@%%h@ﬁﬁabalﬁa{gf ;

icyclic spiro ring Preferred are 4 to 6 membered hetcracyclyl, more preferre nempere
hetcrocy‘%ﬂ%}’@&gh %?(fﬁtﬁﬂﬁn@g?? 13’%?131??%4%%%& ?%%%%ﬁe% gﬁlﬁ%% %ég%’o%%.h %%S heteroatom can
be substitatadbyisxozsdchass P bxathptes BEBHeRtHe RIBEYERASy ﬁauﬁ?iﬁgﬁfa%%g}ﬁ Ayl

(pyrrolid gn%&)n;@e&by@lé@zﬁmﬂttenanwegmﬁay&immmwidgmewr@pmd epptestrahgdropyryl,
WO 201::(%%%%5? &B@&P&%ﬂ%ﬁé@% iﬁéferabiy inverse agonists of GABA A ad.

The compounds of present invention and their pharmaceutically acceptable salts and esters
can be used, alone or in combination with other dmgs,” as cognitive enhancers or for the
therapeutic and/or prophylactic treatment of acute neurological disorders, chronic neurological
disorders, cogpitive 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, papic disorder,
delusional disorder, obsessive/compuisive disorders, acute stress disorder, drug addictions,
movement disorders, Parkinson’s disease, restless leg syndrome, cognition deficiency disorders,
multi-infarct dementiz, mood disorders, depression, neuropsychiatric conditions, psychosis,
atteutioﬁ-‘-deﬁcit/hypcractivity disorder, peuropathic pain, stroke and attentional disorders.

Preferred indications are cognitive disorders, schizophrenia, positive, negative and/or
cognitive symptoms associated with schizophrenia and Alzheimer’s discase. Mos’c preferred
indications are schizophrenia and Alzheimer’s disease. Particularly preferred is the therapeutic
and/or prophylactic treatment of Alzheimer’s discase.



azetidyl (azetidinyl), thiazolidyl (thiazolidinyl), oxazolidyl (oxazolidinyl), piperidyl (piperidinyl),
morpholinyl, thiomorpholinyl, piperazinyl, azepanyl, diazepanyl, 2-oxa-6-azaspiro[3.3]heptyl, oxetanyl,
oxazepanyl Wzmgd%g.,freferred heterocyclyl groups are oxetanyl, azefigiyh-mesRBalinyl,
2-oxa-6-aza-spiro[3.3]heptyl, tetrahydrofuryl, tetrahydropyryl, 5 pyrrolidinyl and piperidinyl. Most
preferred heterocyclyl groups are oxetanyl, azetidifiyl, morpholinyl, 2-oxa-6-aza-spiro[3.3]heptyl,
1,1-dioxo-1,6-thiomorphalin-4-y1 tetrahydrofuryl, tetrahydropyryl, pyrrolidinyl and piperidinyl.  The
phrase "hetero&y&lyalleunag G H)ms b BT aM IRt it SheP Groth L rRTRILR, &Ply
heterocyciykgreuiv¢dtibeshibstitutathbin opesopmipitipieadesstitie nesypreferably 1-4 10 substituents,
whereby substitution at each ring atom individually is possible, with a substituent individually selected
from the group e spegifitddWer thikgheaifiac' hateroayahlisabstitwtat byhet egriamexampds ffamaamino,
amino-lovyeralk, &Y ARR.q¢ Vi Qs towel Atk thalogen <halQaens|onat i vhyrEexy, Indpower
alkyl, Iow%jlkox -lower alklyﬁ, lower alljylt, ngpr alkox ha%ogen-llgﬁer %{I&%ﬁﬁ (ﬁ‘l%l eﬁr:tﬁlllfygﬁwer
alkyl)ré-, ( érgé I,ﬁ)ﬁﬁ?ﬁ\ﬁ oWBtraéqlg(y ,Ié)wercfg)%ll’kﬁ -%sWecr’ aﬁ%?l, ower alkyl, \%i-lovv‘e"r yl, nitro,
lower alkyiSiBh2isopsanihd; Earnbxyrdwet dHbpiotiser B Comtbiier-BIE): -CoBLIGR-EPEIY/,
CO-N(lowgidadiy| Y- PrwematkwilkaQiifiewes giodpoweh alky )4 aadnallegin C G4NH Bridoved alkey|, lower
aIkyI-CO-lggg};D%tH E-i@ﬁﬁ[ﬁﬁ%&‘ﬁb&ﬂ%‘l?ms are hydroxy, fluoro and methyl. Preferred "heterocyclyl
substituted by" are hydroxy-heterocyclyl, halogen-heterocyclyl, fluoro-heterocyclyl, lower

alkyl-heterocyclyl 20 and.mett S f - idi , -piperidyl,
24 ifluoro-p s ok o g LR M %%‘%ﬁ?ﬁg%‘%ﬁ“ﬁ%%ﬁﬁ*ﬁﬁ@%E%?‘é@fp
"cycldQiky®, 0S8 61 c%ﬁ%n%&ﬁ%ﬁ?ﬁﬁﬁg%r%p%?ere‘?ér tépgté %‘ér%ﬁ%ré’&c ‘ﬁéyegficlbsarbon
ring, for exabmiitecoiscloptivpidalty idbeind, Eyoiopeneytupyefokrseyiiedy &ophe pitafiey dovetdlkpreferred
cycloalkyl gea:auelopsepyb, Gyelohuiylandieycigpeanil 2atha-plirasencys aatiad sakistituteshy”, alone

or in combinati ith ether g o] refers t cl thatis.subgtitutedby.on ultiple
substituen%ﬁ%@e%g{l\!agf ?of-gj’su g‘fﬁ%‘é r%gre?vh%e%% 4 S%%%%:{)l% (é;l rg %t %%fﬁxr?n gﬁq&g}tn ?]%()i(v%eéﬁ%?
possible, Wi éo%sﬁ@}wwéﬂ@iﬂ%lﬁu‘%ww Lo t??@’ﬁ’fo%%@i%@éif fgi'eth[é{%‘p HE r‘i:%/cloalkyl
substitiiteshbytificatforeXamteyfréntalogshyh alseenviowestikoxchialiogene | ané raikgnraydroxy,
zydroxyhl(q&?/@f&@&a*mek%gn @lmﬁm[ stavey alkexpiinwer aat lower allodetlayveas dMEJOMP@IkﬁI)N-,
ower alkyl,H)N-, njtro r -S(0).2- ' d ' j y rre
"cycloalky)(oéﬂ rsat"ﬁ{gtléayﬁﬁ\é\%hﬂ %@é%ﬁc I%%g %ﬁ%ﬁ%@%@ﬁﬁ%ﬁﬂg }ZJRSH(%%)% 3%{? éggthﬁi’%@tem'
"lower alké&@lﬂpé%}érﬁ?tﬁi’ho}f}n{ﬁlmﬁlmﬂﬁﬁ@lgrg)ﬁ’ﬁ&f"’é't%\lhedgyﬁorza‘yz"zdﬂﬁb\?éf)ﬁﬂ%}?tggd?gﬁﬁthat is
be linear & heamthedwithlsingle s hiuduptelwanahieny .35 Witertbyrtivoailyilgrouphdgerieldt contains
1 tk? ?z@ar%%ai%mmh{&r %ﬁ?ﬂﬂé@y%&h@&yyﬁﬁbﬂ@ﬂl\éﬂ@); Temgwré@ﬁn)ﬁam@mmﬁopzmm @'—-Drop)oxy),
n-butoxy, i-butoxy (iso-buto - ) F )55 -6- y ?1%19 oxy),
t-butoxy (tlgﬁ%f%g(ﬁy g&éﬁgﬁﬁ%gé%%ﬁ %rfg%{i;}% f{k%e T%%%ﬁ%%%ﬁ?ﬁ%s%re %r%)g ps with

y a
1to 4 car%%??@%@@bré@ﬁeﬁ%tn@ﬂ%@@ 25 S YRR SR E R Ut AN RE S AT Bes ™ refers

to salts thateingisuitalyerforyasehyi-ponact Witbettanyibstiod, of hddhanuarer bmetars sthtloutiivdue
toxicity, irrigationoaigygic » 1esponsenand heike: kxanpiesotauiiable saliswithdnergabiagnd

T 5 i -  adid. mitric acid SO . acid.
culpose ACH A B TR e, KD %%%?%3‘%%&ﬁﬁ%’é’%‘éﬁgfﬁﬁﬁé&ﬁﬁ Lk
succinic afidirertstkyhcid: itkAzrERforic - At RIS hEL IS HBARY Aci ﬂ?"f?ﬁ?&?ﬁ% é%@“ﬁ i and the

like. The teropylpharmaceutically acceptable esters” refers to a conventionally esterified

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



10 compound having a carboxyl group. Examples of ester groups which are for example cleaved in
vivo to the corresponding carboxylic acids are those in which the cleaved hydrogen is replaced

with-lower glkyboigh4s un-substituted or substituted with heterocyclyl, egelantkyd/wssesExamples of
substituted lower alkyl esters are those in which-loyer alkyl is substituted with pyrrolidine, piperidine,

morpholine, N-methylpiperazine, etc. Furthermore, the term 15 "pharmaceutically acceptable esters"”

refers to a conventionally esterified compound having a-hydroxy grot hydroxy,.compginds can
be conveRisaits tﬁ%’%&?ﬁe%ﬁdﬁg%gfgﬁg%ﬁr iNGrganic or or )faﬁ%%%%g-ﬁsﬁﬁ as. nitric cig, sulphuric

acid, phosphoriemiziokleitric alkid, Rk SrsaOTIRAteTcAllerl, ragenato Rt Aty ANAFR Scid,
methanesiipboniswsicuipyiolusnasulrbopicweidaing, thewiie alihicHoacid saliex rohalogratls eing

organisms, ZOTE%‘;{%Emﬁ{"EE%\EQ%‘ﬁ%HﬁQQ"Mwﬁ%eﬂ@@ﬁ)ﬁﬁ!w&@@ﬂm@m@u@wlmﬁﬁﬂmw|e

auxiliary %u%?’é ce" reter to carrjers and auxiliary,sub, ces such as diluen exelpi at are
compatibh RTeRr RE G O BEHs ST I 01‘8%1%1}( L?b%@i d rot &ﬁfétzﬁfgﬁfﬁgﬁé rgﬁ%}gf%ﬁﬁ;reof.
"TherapealtighllDEHeotive alybuftOthderier apiath oﬁ&%@%f@ﬁ%)t@ﬁ%véﬁﬁimé@a i
ameliorat,‘g@mmyrﬁkgf)di&ea{sall@ﬂp(Od})mg{tlhbxsur\ﬂuaﬂ,otdhrers&ihjséfﬁl@eimgitltéaté%ﬁ-ﬁféf@@i‘?ﬁpounds
of formula, | can containone, QLMggasyMMEciReRiies Brdisandigeatare Oamdfas yacRbALes,
racemic MIXiures, single enantiomers, dla\:éeﬁreome ic rglxturéﬁl a%i_lq%lr\l/lgg@ g@ﬁ%@gﬁggﬁ.
Additiona &by THATRTREBEAPAS NaroB Brés SRR HiBREREM g Upon the nature of the various substituents
on the molecule. Each such asymmetric centre will 30 indeperql%er%fflg produce tv;fzo oPtian IS mers and
6)- §, . Yeiers 10 4 CyCil

it is ilended tHRealPEr tHEsHEYle 8jHcaPisTh P HRt gt T 5

‘ rs 'r?lr%)lxtqres and as’pure or
partially pusifirdcempotndsgareimdiudied SvithinbtrisdinvermionuTink seedentcrhyest SATSHESH to
gpmprehq@qglmﬁgﬂmg@%@m ﬁh@&éﬁ]@@_ﬁdﬂﬁiﬁ%ﬁiﬂ@e, indepententioymnhesesidf imse

iastereomers or thejr chromatographic separations gﬂg QMR- Atk Ry,
appropria‘?& Hﬁfé%%}%ﬁ%ﬂﬁ%ﬂﬁ&%%ﬁj818“%%% gscl S dqﬁ gr&%{l.eé%%%%%gglute t?rzocgzeorﬁtstry can
be deternfinzl Byfﬁﬁ@%ravlé‘ﬁ?@éﬂboﬁf%gnf%mhn@’ﬁ?gg’ﬁrcfg% st Thtermediates which
are degivatizatinil,npeassanyiwitrazw0 2010iz27075RAYIEPRerdiissERelipyl, isoquinolinyl,

benzofuryl, benzothiazolyl, benzotriazolyl, benzoimidazolyl, benzooxazinyl, benzothiazinyl,
benzothienyl and the like. Preferred heteroaryl groups are pyridiny! and pyrazolyl.

The phrase "heteroaryl substituted by", alone or in combination with other groups, refers to
a heteroaryl group that is substituted by one or multiple substituents, preferably 1-4 substituents,
20  whereby substitution at each ring atom individually is possible, individually selected from the
group as specified for the specific “heteroaryl substituted by”, ie. 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
alkyl lower alkyD)N-, (Jower alkylLH)N-, N(lower alkylLlower alkyl)-lower alkyl, N(lower
25 alkylH)-lower alkyl, nitro, lower alky}-S(O)z-, carboxy, carboxy-lowet alkyl, lower alkyl-COO-
lower alkyl, COO-lower alkyl, CO-N(iower alkyLH)-lower alkyl, CO-N(lower alkyllower
alkyl)-lower alkyl, CO-NHy-lower alkyl, lower alkyl-CO- and the like. Preferred substituents are
H, F and Me. Preferred “heteroaryl substituted by” are lower alkyl-beteroaryl, methyl-heteroaryl,
halogen-pyridinyl, halogen-heteroaryl and fluoro-heteroaryl. Most preferred are 1-methyl-

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

The term “heterocyclyl", alonc 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. lor2
ring heteroatoms are preferred. The heterocyclyl can be part of a bicyclic spiro ring. Preferred
are 4 to 6 membered heterocyelyl, more preferred 5 to 6 membered heterocyelyl, each containing

35 1 or 2 ring heteroatoms selected from N, O or S. An 8 heteroatom can be substituted by oxo such
as SO, Examples of such heterocyclyl groups include pyrrolidinyl (pyrrolidinyl),
tetrahydrofuryl, tetrahydrothienyl, tetrahydropyridyl (tetrahydropyridinyl), tetrahydropyryl,



reagent containing an asymmetric centre of known absolute configuration. If desired, racemic mixtures
of the compounds can be separated so that the individual enantiomers are isolated. The separation

can be carrigghoit by mathods well known in the art, such as the coupling@f agagemigepixture of
compounds to an enantiomerically pure compound to form a diastereomeric 5 mixture, followed by
separation of the individual diastereomers by standard methods, such as fractional crystallization or

chromatograp Substituents at ouble bongd or r|n canb pre entl or tr ns( E-)
form, unlé&&t st@@é’éﬁgmlstrwgz(? éj E.u&%ﬁﬁgféay th %%ﬁ% %628 ﬁmdz?(?r 1§¥al The

term "phamrecditidal compobition tkinoonmbakses almmlccﬂmqﬁbﬁg @Bé@ﬁéﬂ 18-irgrédiénts in
pre-detei gpingd AMPUNIS QRIPPORILBSAS Welkias 18Ry Pretived thatresilid, givestlyroindirgttly, from
combining, %Pﬁ“@ﬂr:ngggﬂb% n %?A“@%@’E}HMB%jﬂE‘Bﬁ?[ab'YeHrﬁ@ﬁPdﬂl}?isse?eﬁaﬂ pmprlsmg

one or more acti ients, and an optional cafrier co mip inért ingredients, as wi
produdt tstilidingl dﬁ@cﬂﬂp?ﬁ‘qﬁa’ %(M?StfrBFﬁ ?‘ﬁbﬁ?ﬁ?ﬂ?ﬁ ‘Eléinﬁf@ﬁ%o% Pé@tﬁpsba%%%% y two or
more of theipgrdidients;onffomatHuidscdkenty. of dn@@mni(ﬁéhﬁmh@hédiéﬁtéeﬁﬁﬁvémfémbr types

of reactiog&r%}i@g@@ﬁtj%@ﬁi@ﬁ@mnmpﬁgﬁﬂme_ ingredients. The following table lists abbreviations
used within the present document. AIBNN,N-Azobisisobutyronitril 1 6 mmolhydroquinine

fl 4 phthaéazgnq@wﬂnﬁé%h:ﬁe@é%&ymm%%w %ﬁ{%@gﬁiﬁ caﬁm%@%eﬁgmhm& gmmr@masdsuum
erricyanide 0.7 mmol patassium psmate rate AcOHacetic ri s ith sodium
chloride IﬁﬁLabz‘?y?rPtW M éﬁf’f car on)gf9 %r(r%l ei)?élénﬁc?\/lcfr1 “h? rgrr%{ﬁ% HEeL, %;gg%%%{mﬁg
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individually selected from the group as specified for the specific “heterocyclyl substituted by”,
ie. for example 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 alkyllower alkyN-, (lower alkylLH)N-, N(lower alkyllower

15 alkyD-lower alkyl, N(lower alkylLH)-lower alkyl, nitro, lower alkyl-S(O).-, carboxy, carboxy-
jower alkyl, lower alkyl-COQ-lower alkyl, -COO-lower alkyl, CO-N(lower alkyl,M)-lower alkyl,
CO-N(lower alkyllower alkyl)-lower alkyl, CO-NH;-lower alkyl, lower alkyl-CO- and the like.
Preferred substituents are hydroxy, fluore and methyl. Preferred “heterocyclyl substituted by”
are hydroxy-heterocyclyl, halogen-heterocyclyl, fluoro-heterocyclyl, lower alkyl-heterocyciyl

20 and methyl-heterocyclyl. Most preferred are 3-hydroxy-azetidinyl, fluoro-piperidyi, 4,4-
diffuoro-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”, 1.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
alkyl, H)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", aione 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,
MeQ), ethoxy (OEt), propoxy, isopropoxy (i-propoxy), n-butoxy, i-butoxy (iso-butoxy), 2-



DMSOdimethylsulfoxide EDAC1-ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochloride
EDCIN-Ethyl-N,NI-(dimethylaminopropyl)-carbodiimid Elelectron ionization HClhydrochloride
HOBIN-1-hydroxypengetriazole KC1, CaC12, potassium chloride, calciumcahieride/sieggnesium
chlorlde MgClz LiHMDSLithium bis(trimethylsilyl)amide WO 2010/127975PCTTEP2010/055694 -8-
LiOH, NaOHlithium hydroxide, sodium hydroxide m émass-to-charge ratio of ionized atoms or

molecul [ ini
NN B BRBIANF AN YT AE PR e LB B o G
alkoxy groups are groups with 1 to 4 carbon atoms. Most preferred 18 methoxy.
The term "pharmaceutically acceptable salts” refers to salts that are suitable for use m
contact with the tissues of humans and animals without undue toxicity, irritation, allergic
5 tesponse, and the like. Examples of suitable salts with inorganic and organic acids are, but are
not limited to, hydrochloric acid, nitric acid, sulfuric acid, phosphoric acid, sulphuric acid, citric
acid, formic acid, fumaric acid, maleic acid, lactic acid, malic acid, acetic acid, succinic acid,

tartaric acid, methane-sulfonic acid, p-toluenesulphonic acid, triftuoroacetic acid and the like.

The term “pharmaceutically acceptable esters” refers to a conventionally esterified

10 compound having a carboxyl group. Examples of ester groups which are for example cleaved in
vivo to the corresponding carboxylic acids are those in which the cleaved hydrogen is replaced
with-lower alkyl, which is un-substituted or substituted with heterocyclyl, cycloalkyl, etc.
Examples of substituted lower alkyl esters are those in which-lower alkyl is substituted with
pyrrolidine, piperidine, morpholine, N-methylpiperazine, etc. Furthermore, the term

15 "pharmaceutically acceptable esters” refers to a conventionally esterified compound having a
hydroxy group. The hydroxy compouhds can be converted o the corresponding esters with
inorganic or organic acids such as, nitric acid, sulphuric acid, phosphoric acid, citric acid, formic
acid, maleic acid, acetic acid, succinic acid, tartaric acid, methanesulphonic acid,

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

20 The terms “pharmaccutically 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 T can contam one or more asymmetric centres and can
therefore occur as racemates, racemic mixtures, single enantiomers, diastereomeric mixtures and
individual diastereomers. 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 diastereomers 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 sy crystatiography -

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



onovernight rtroom temperature Seignette's saltpotassium sodium tartrate SiO2silicium dioxide
SOC12thionylchloride TBD1,5,7-triazabicyclo[4.4.0]dec-5-ene '

TBTUO-(Benrgatriagakmil)-N,N,N',N1-tetramethyluronium tetrafluoroborateriphéesy@nysiofuran

Tristris(hydroxymethy -aminomet hane Table 1: abg[eviations

The invention also provides

pharmaceutical compositions, methods of using, and methods of preparing the aforementioned

compounds. While the present invention has be
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[ are. intended to be with| scope.of the claims 10 ended hereto.
All separdie*&Hibdatnefits twairREatomBinda. S rdﬁ%%efﬁ%'?@% rgya%a&lﬁ‘?gfét&e {}60 g?ipa%%q}i&%utical
compositifastioont pristaljiztompebreratedaihed herewithin and a pharmaceutically acceptable carrier
and/or adjuvant. One embodiment of the invention provides compounds of formula I, X-Y R3/ N-R4
Substituents at a double bond or a ring can be present in cis (=Z-) or trans (=E-) form,

10

15

unless the stereochemistry is explicitly depicted in the corresponding compound formula L.

The term “pharmaceutical composition” encompasses a product comprising specified

ingredients in pre-determined amounts or proportions, as well as any product that results,

directly or indirectly, from combining specified ingredients in specified amounts. Preferably it

encompasses a product comprising one or more active ingredients, and an optional carrier

comprising inert ingredients, as well as any product that results, directly or indirectly, from

combination, complexation or aggregation of any two or more of the ingredients, or from.

dissociation of one or more of the ingredients, or from other types of reactions or interactions of

one or more of the ingredients.

The following table lists abbreviations used within the present document.

AIBN

AD Mix-a

AcOl
brine
BulLi
CDI
DCM
DIPEA
DMAP
DMF
DMSO
EDAC

EDCI

El

HCl1

HOBt

KCl, CaCl,,
MgCh
LiHMDS

N,N-Azobisisobutyronitril

1.6 mmol hydroquinine 1,4-phthalazinediy] diether
0.4988 mol potassium carbonate, powder

0.4988 mol potassium ferricyamde

0.7 mmol potagstum osmate dihydrate

acetic acid

water saturated with sodium chloride

butyl lithium

1,1'-carbonyldiimidazole

dichloromethane

N,N-diisopropylethylamine
N,N-dimethylamino-4-pyridine
N,N-dimethylformamide

dimethylsulfoxide
1-ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochloride
N-Ethyl-N,N'-«(dimethylaminopropyl)-carbodiimid

electron lonization
hydrochloride
N-I-hydroxybenzotriazole

potassium chloride, calcium chloride, magnesium chloride

Lithium bis{trimethylsilyl)amide



15 wherein L is -CH2-0-, -CH2-NH- or -CH=CH-; Xis N-R5and Y is N, or Xis N and Y is N-R6; WO
2010/127975PCT/E1'2010/055694 -9- R' is selected from the group consisting of i) lower alkyl, ii)
lower alkyl 3%%3}3}69?975’;)( 1-5 halogen atoms, iii) aryl, 5iv) aryl substitutecbpy #rdossiisients
individually selected from amino, amino-lower alky_lg_cyano, cyano-lower alkyl, halogen, halogen-lower
alkyl, hydroxy, hydroxylower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower
alkoxy, (loyvi IE\yI er alkyON-, (Iqwer alkyl.H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower
alkyI,H)-Iog\v/gﬁ% ﬁ,émo, Ios\}/@%kh %?&czta?’%%dr_g&%xéﬁbox -lower alkyl, lower alkyl-COO-lower
alkyl, COG%6wer alkyl, CO-W@WBTCE?IE%%JE’% ef'y ,a@&i’ﬁ\?ﬂé}{/}f?g?cﬁﬁf/l,lower alkyl)-lower alkyl,
CO-NH2-IddreAhlkyl and lowBFSRyIEEGIN{HMeteroaryl, vi) heteroaryt substituted by 1-4 substituents
individuallps&dettEtOffom armiaGaeghieiband lower alkyl, cyano, cyano-lower alkyl, halogen,
halogen-lowmér alkyl, hydroxynésgdrexiriower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-lowgéﬁ%ﬁxy, (|OW€E£M|%%@§¥MM&@WGF alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl, N(lower alky ,3H)-Iower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, Lower
alkyl-COOHBWer alkyl, LOW@EWY@W?%-N(IOWH 20alkyl,H)-lower alkyl, CO-N(lower alkyl,lower
allcyl)-lowdtlkyl, CO-NH2-lewdinary chlegodwemaiikyl-CO-, and vii) heterocyclyb R2 is H, lower alkyl
or lower alkyil substituted by d-&msghistituents individually selected from halogen and hydroxy; 25 R3 is
selected frgm the group congisting@perature

Seignette's salt potassiurm sodium tartrate

Si0; silicium dioxide

SOCL thionylchloride

TBD 1,5,7-triazabicyclo[4.4.0]dec-5-ene

TBTU O-(Benzotriazol-1-y1)-N,N,N'N'-tetramethyluronium tetraftuoroborate
THF tetrahydrofuran

Tris tris(hydroxymethyl)-amimomethane

Table 1: abbreviations

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 1,

NN R
\ x—Y o
R PO
L
N~—-R4
3/
R I

15 wherem
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) H, ii) lower alkyl, iii) lower alkyl substituted by 1-5 substituents individually selected from acetamidyl, -
acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen- 30lower alkoxy,

heterocyclyl, hyigxyrdauver alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyd-ritdNoratrssend lower
alkyl-S(0)2-, iv) heteroaryl, v) hctcroaryl substltutecbby 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, Iow§r alléﬁlﬁﬂ{FCt% Coﬂlﬂﬁ%grc lkyl,lower alkyl)-lower alkyl, N(lowcr akyl,H)-lower
alkyl, nitro, lower alkwlesﬁk))ﬁy, carboxy, carboxy-Lower alkyl, lower alkyl-COO-lower allcyl, Lower
alkyl-COO-, C-N(bawesQuBA0dRFITSREbHE=R 2055694 alkyl,H)-lower alkyl, CO-N(lower
alkyl,lower alkp{lg -lower alkyl, CO-NH2-lower alkyl, and lower alkyl-CO-, vi) cycloalkyl, Vi)

cycloalicyl subs Stitufe by 1-4 substityents jndividually sel ct d from en and 5h dro Viii)
heterdcyclyl, P hetE¥bsyRIATSGAsttutat BT LmAdidnee Gﬁ%ﬁ]%‘fﬁ ecrtnelaofroé >?gen and

lower alkyl, and  alkyt) INRBREyah0-Ravis [ikidwielatiep drelograrlamyt slpdtitnde vy Psiilogen
atoms; or R3 and W%Wﬂﬁdb@.l@&k@g@w@ aikich ey aneyiftashed-tmya heteroeiolyl or a

heterocyclyl Subst'tﬁ &Pd i ?%H(?f%m&sa'ﬁw yiglual mglg%gqqﬁﬂm ihe: amApiAragi, cyano

cyano-lower alkyl,

fower alkyl, hydrox wer alkyl, | r alko Iower alkyl,
lower alkyl, lower afRB5Y, Brué}’ fb‘Wér%H%»é )-l9SEr 4 ¥}§5g>l P‘gﬁzyél%' gg\;(\\s/j afkyl,
N(lower aIIcyIIowercathyb)ﬂdvmraﬂkwl Ngtoov el iaticfd PO-lovwer alkyh hiEHO; YoviRsr A @@) 0E‘Y&Fboxy,

carboxy-lower alkyhy AME @B Iower BtiylvdpviaryalisyE QRy A~ (laivet; alloyhH)-lower alkyl,

CO-N(lower alkyl, Iow{eq a l@/ig Iow%{(%”@b CO-NH2-lower alkyl and lower alkyl-CO-; R5 is H or lower
alkyl; 20R6 is H oralo er al y‘iv
v)  heteroaryl,

vi) heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
15 lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy,
hydroxy-lower allyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
tower alkoxy, (lower alkyllower alky)N-, (lower alkyl,H)N-, N(lower alkyllower
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 alkyl,H)-lower alkyl, CO-N(lower alkyllower alkyl-lower alkyl, CO-NHz-lower
atky! and lower alkyl-CO-, and
vi) heterocyclyl;
R? s H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected from
halogen and hydroxy;
25 R® s selected from the group consisting of
i H,
i) lower alkyl,
iify 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 alkyllower alky[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 alkyllower alkyDN-, (lower alkyLH)N-, N(lower alkyllower
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



R7 is lower alkyl; R8is lower allcyl, or pharmaceutically acceptable salts or esters thereof One further
embodiment of the invention provides compounds of formula I, wherein 25 L is -CH2-0- or -CH=CH-; X

is N-R5 an i5,N85e%sS N and Y is N-R6; R’ is selected from the groupcpmeistingseédy lower alkyl, ii)
lower alkyl substituted by 1-5 halogen atoms, 30iii)@rﬂyl, iv) aryl substituted by 1-4 substituents

individually selected from amino, amino-lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower

alkyl, hydroxy, hydroxylower alkyl, lower alicoxy-lower alkyl, lower alkyl, lower X\ nalogen-lower
alicoxy, (lower aIkﬁf&Wéﬁ)aﬁVﬁN-ﬁi‘(ﬂwgpéW@ﬂWNiﬁﬁzwg %\igﬂ}%v{%’%%%ﬁs g%/‘i/é%%k%ﬁ N(lower
alkyl,H)-lower alkylalittoateWerallkeji=&O§2;, carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl,
COO-lower alle, Qg}cmgllq;wgr alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl,

et S SLA b, WO SUAHIAT IRRGAER A0 Tosreteroan,
vi) heteroaryl su stitited by 1-4 substituénts individually selected from amino, amino-lower alkyl,
cyang, cyano-lowe?‘&‘ﬁ@iﬁyhalogen, halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower
alkoxy-lower atiiyl, lewercatiyl, lower alkoxy, halogen- 5 lower allcoxy, (lower alkyl,lower allcyl)N-,
(lower alkyl,H)}\y, Ng alkyhimwenalky)-owenaikyleN¢Lianietdalky, kidaae faliyhatitre, oder
alkyl-S(0)2-, carbowx car o>iyélﬁ)d/ver alkyl, lower alkyl-COO-lower alkyl, -COO-lower alkyl, CO-N(lower
ancyl,H)-lower alkyl, 6 dower alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl and lower
alkyl-CO-, anoP‘iOv'ri)T‘H%t%rbcyclyl; R2 is H, lower alkyl or lower alkyl substituted by 1-5 substituents
individualy seleéieth franalkgllogérwandlinydroxiitisdde tté ddeganth®Broup consisting of i)H,

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-iower alkyl, hydroxy, hydroxy-lower
alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower
15 alkyl,lower alkyl)N-, (lower alkyLH)N-, N(lower alkyllower alkyh)-lower alkyl, N(lower
atkyl,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
alkyl lower alkyl)-lower alkyl, CO-NH-lower alkyl and lower alky!-CO-;
R®  is H or lower alkyl,
20 R® isHor lower alkyl;
R’ is lower alkyl;
R® s lower alkyl,

or pharmaceutically acceptable salts or esters thereof.

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

25 L is-CHy-O-or -CH=CH-;
X isN-RandYisN,orXisNandY is N-R%
R!  isselected from the group consisting of
i) lower alkyl,
iy  lower alkyl substituted by 1-5 halogen atoms,
30 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 alkyllower alkyl)-

35 lower alkyl, N(ower alkylH)-lower alkyl, nitro lower alkyl-S(O)-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower
alkyLH)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH-lower
alky! and lower alkyl-CO-,



15ii)lower alkyl, iii) lower alkyl substituted by 1-4 substituents individually sélected from acetamidyl,
acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen-lower alkoxy,

heterocyclyW%wﬁggver alkoxy, (lower alkyl,lower (Lower allcyL,H)Npditkaangdoysy alkyl-S(0)2-,
20iv) hetero aryl, v) heteroaryl substituted by 1-4 §&1P_stituents 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 allcoxy, (lower alkyl,lower
alkyl)N-, (IoweY)aIk}l’ii’FF]’ﬂﬁwlN(lower alkyl,lower 25 alkyl)-lower alkyl, N(lower allcyt,H)-lower alkyl, nitro,
lower alkyl-S(0)2-, battroxsy] catstiyeder] afkgibititusnialigdivioo ipweedidy fFonepaky 1T00-,
CO-N(lower alkyl, H)slowesipky| cfatsNdoseriahed lowar alkdydaweiiagdehic@rNiiddowsdratiyl and
lower alkyl-CO-, vi),cycloallcyl, 30yii), cycloal RSttt - it IeTel\Vil lected
from halogen and h%?gir%%%‘h%}tf‘ﬁ%c?@‘é’%ﬁl %%E%E{gﬂ% %%?éyu%‘iﬁ% lb%i&_%? gbgg\sﬁ??ﬁ? ié%%ﬁdividually
selectéd from halodeWarid<e Ak, ﬁhﬂ@%fﬂﬁﬁ% RIS P%k%%?‘fgf}vé X&Wgﬁbsﬂtuted

by 1-5 halogen atorsybriR@antiié tsgetreraiihHhdovitogbnltaivhidavreglare Hitachedrorn a
het_eroclyclyl OIL al hf&%@@f&gbﬁ?ﬁ?iﬂt@@é%ﬂﬁsqf&i&mtsurfw,ivtd?@l_lwﬁetem?ﬂ, fmmrmmf r
WO 20101127575 S Dl 08 e R amar esy et o et e ko,
halogen-lower alicoﬁéii}’klﬁl@é?‘é{ﬂiﬁfﬁ\}\“/@pail?{f‘ﬁlN-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl,18l(lower aikyl, kxdowargticyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower
alkylCOOgowsg ajkyllawgiralky O GQoNdawed alkyLiidesuearcalkwhdGQu(ipwesdalkybdower
alkyl)-lower alkyl, C}%()Nglélgé!%v%[ d?clal%l; and lower alkyl-CO-;
R} s selected from the group consisting of
iy H,
15 i) lower alkyl,

iify 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 alkyllower alkyN-,
(lower alkyl,LH)N-, nitro and lower alkyl-S(QO)o-,

20 iv) heteroaryl,

v)  heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-iower alkyl, hydroxy,
hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
lower alkoxy, (lower alkyllower alkyDN-, (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 alkyllower  alkyD-lower  alkyl,
CO-NH;-lower alkyt and lower alkyl-CO-,

vi) cycloalkyl,

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

viii} heterocyclyl,

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

35 x) -NR'RY

RY s H, lower alkyl or lower alky! substituted by 1-5 halogen atoms;

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

heterocyelyl substituted by 1-4 substituents individually sclected from amino, amino-lower

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



R5 is H or lower alkyl; R6 is H or lower alkyl; R7.is lower alkyl; 12.8is lower alkyl, 10 or
pharmaceutically acceptable salts or esters thereof.  One certain embodiment of the invention

provides comps @ s,al-formula |, wherein L is - CH2-0- or CH2-NH-.  @pe,gpriaingodiment of
the |nvent|on provides compounds of formula I, wherein L is - CH2-0-. 150ne certain embodiment of
the invention provides compounds of formula I, whefein L attached to the |soxazole moiety is
"-isoxazole-CH2-0-",  One certain embodlment of the invention provides co ds of formula I,

wherein L is - elkidpwer alkoxyrengs ti e lBEUINht BrE e vBhiPBrGT Pourtdsof formula
|, wherein L is 2120, GGl iiNeis(rovdiguikatiBnN-, ivevee rbinl, @wbodlhyéhtoo'fenhélkmhéﬁﬂ@weprOV|des
compounds ofafﬁzmﬁa;d“)eﬂﬂﬁr@un Hitld - GGk Gy L3 (0ANS GRRdigUIaliBEky-1dde Arviaiswemblagiment of

the invention p(}r:(a)d)d%';:?v r&@ ngs 8? f%E(n*nlu h@fﬂq(k} Is - (%hhgc]thﬁ%gp er&ywhe(rgg,gplment of

the invention provides com Whereln atta e Isoxa oIe moiety Is
"-isoxazole-CHEKNipwer a@?ﬁé"@@ﬁéﬁ%@h%ﬁ%ﬁ’?&ﬁﬁé{‘m\ﬁéﬂt oW Pralides ¢empounds of formula |,

wherein Xis NiR5piYids/dt aliglR5 is H or lower alkyl. One certain embodiment of the invention
provides ggmpoyngs;of form [a 1, wherein R5 is 30 H or methyl. WO
2010/127 75PCT/EP2$( 9/0 5694 -13-  One certain embodiment of the invention provides

compounts of fofAEIE T Xiherein R5 is methyl.
R s lower a]kyi

10 or pharmaceutically acceptable salts or esters thereol.

One certain embodiment of the invention provides compounds of formula I, wherein L is -
CH;-0O- or CH>-NH-.

One certain embodiment of the invention provides compounds of formula I, wherein L is -
CH,-0O-.

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

attached to the isoxazole moiety is “-isoxazole-CH,-0O-"

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 1, 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, wherem 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-CHo-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 1, wherein R’ is
30 H or methyl,

Orne certain embodiment of the invention provides compounds of formula I, whereimn R’ is



One certain embodiment of the invention provides compounds of formula |, wherein X is N, Y is N-R6
and 116 is H or lower alkyl. 50ne certain embodiment of the invention provides compounds of formula

[, wherein Rgﬁﬁj&g%g@yl. One certain embodiment of the invention prg@g&%ﬁqmg@gds of formula

[, wherein R One certain embodiment of the invention provides compounds of fotinula I,
wherein R6 is 10 methyl.  One certain embodimeht of the invention provides compounds of formula I,
wherein R is aryl, aryl substituted by 1-2 halogen atoms individually selected from fluorg and chloro,
heteroaryl or hefsreitginsepeedimsaisyf 1he nusnEoRermEides corgpundsefifPEmtbbbikesTedr dsinvention
provides emstipdunds of formula I, wherein Rl is 15 phenyl, chloro-phenyl, fluoro-phenyl, pyridinyl or
fluoro-pyridinyl.  One certain embodiment of the invention provides compounds of formula |, wherein
R'is lower alkyhnaryranylepiastitiadonyt- 2 haloge pratofos coplisreadylohetenobry| stbstituzed by 1-2

halogen aforys, W—ﬁ%ﬁﬁ%&lﬂ or iowg'éﬂ{??rtain embodiment of the invention provides compounds of
formula |, wherein Rl is 20 aryl, chloro-aryl, fluoro-aryl, heteroaryl or fluoro-heteroaryl. =~ One certain

embodiment of-the invention provides compounds. of formul herei i I .akyl. aryl
substi(guted by %’H% %:F.Y %%I?%Fe(? ﬁﬁ%&e‘h‘ﬁﬁ%@?ﬁﬁ&?ﬁé%é”r%%r?@%&%ﬁﬁtgﬁf}ggﬁﬁP’f’lh%ﬁé hlglogen, or
heterocydyor Methybne certain embodiment of the invention provides compounds of formula I, wherein
R1 is 25 n-butyl, phenyl, halogen-phenyl, pyridinyl, halogen-pyridirtyl, or tetrahydropyryl., One certain
embodiment of RcrNEREEITFBIIE S (COMBEaMIY GF RSTASS I SOrpRTEAsS Rommlb byt Dpisahii, 18
chloro-phenyl, fluoro-phenyl, pyridinyl, fluoro-pyridinyl, or tetrahydropyryl.  One certain embodiment
of the invention provides compounds of formula I, wherein 111 is lower alkyl. WO

2010/127975P G ER2H 0/Rp694n kitRnaeatiainemiiedisoenbahdse fyentinn providasriampounds
of formula e,é@{hprein Rlis  One certain embodiment of the invention provides compounds of formula
[, wherein Rl i phenyl. 50ne certain embodiment of the invention provides compounds of foimula I,

wherein Rl is h&lnoe ee?t-a%yéinbodimem 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 1, 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.



One certain embodiment of the invention provides compounds of formula |, wherein Rl is
halogen-phenyl. One certain embodiment of the invention provides compounds of formula I,

wherein RI ig, 40 4:fluosa-phenyl. One certain embodimenthe invention pryides,erimpgynds of formula
I, wherein le is 4-chloro-phenyl.  One certain emhqdiment of the invention provides compounds of
formula I, wherein 121 is heteroaryl. 150ne certain émbodiment of the invention provides compounds
of formula I, wherein R' is pyridinyl. ~ One certain embodiment of the invention provides colmspounds
of formula I, wHEPSF RIS HEFITHREARE ARYETHON PESHI cFRR BT TG Ih itk for®provides
compounggiof formula I, wherein Rl is 20 halogen-pyridinyl ~ One certain embodiment of the
invention provides compounds of formula I, wherein le is 5-fluoro-pyridin-2-yl. ~ One certain
embodiment ofthe:imventandgiesdestabapotiis offoitiouleoinpyietett R2ns ik [oviercalld] or
hydroxy-:gmg:%g,glkyL 250ne certain embodiment of the invention provides compounds of formula |,
wherein R2 is H, methyl or hydroxy-mcthyl.  One certain embodiment of the invc on provides

compounds of foul ula ], w i ' : 0, - i rta iment of
the venion proass o B R RS0 L5004

-15-  OR&RE TR Embodiment of the invention provides compounds of folimila 1, wherein R2 is
methyl.  One certain embodiment of the invention provides compounds of formula |, wherein R2 is

hydroxy-methyPrSofiEiesahe Eme difiBn IBRIO IR SPEnaneis ShBotns o RHHAIE | Suherein
R3 halogen-phenyi.

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 1, wherein R’ is
halogen-heteroaryl.

One certain embodiment of the invention provides compounds of formulia I, wherein R’ is
20  halogen-pyridinyl.

One certain embodiment of the invention provides compounds of formula I, wheremn 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” 18

lower alkyl or hydroxy-lower alkyl.

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



and R.4 together with the nitrogen to which they are attached form a heterocyclyl or a heterocyclyl
substituted by 1-4 substituents individually selected from halogen and hydroxy. One certain

embodime%&f 511 iﬂyﬁgtion provides compounds of formula I, wherein Rg-ang:R4/4eg90ther with the
e e -
nitrogen to which they are attached form a heteroc]yé:_lyl or a 10 heterocyclyl substituted by one or

multiple substituents individually selected from halogen and hydro xy.  One certain embodiment of
the invention provides _coqr%%ounds of formula I, wherein R3 and le tgge}hfer with h\ghnilxrglgﬁnigo which
they are attachB§ F6FHRR TREAIHBRT I BRI GRS £ S ORBOE A & s iTor 3. Thep?y or
4,4-difluaretpiperidyl. 150ne certain embodiment of the invention provides compounds of formula 1,
wherein R3 and 124 together with the nitrogen to which they are attached foill, a heterocyclyl. = One
certain embodimept@fithenibyéinitan i thddescotompoonds offorrnutds of flereip R3vdsieRAtdgether

with the l‘}llitr(%g%?ﬂtgew jch they are attached folln a morpholino. One certain embodiment of the
invention [.})’row es compounds of formula 1, wherein R3 20 and R4 together with the nitrogen to which -

they gre attached f@é&éﬁ% \;%%xé%%‘é&?t&f‘?ﬁé/ GI¥entio RRCEIRIREMARAIMATL OIS inventian Riovides

compounds of formu 1erein R3 and R4 together, with the nitr to which th ached form
a 3-hydrayaBetiggher BB 5@%&%@%%0@"7‘?%“?%%% ifVer |oa%89(§o%?aréls %&rﬁ%ﬁxﬁgég%a#o?mula ,
wherein R&andyR4itegetheiedit tHesnisdgentsondhithiaisyeiee htemdt Rass and bydroxy.
2-0xa-6-aza-spiro[3.3]heptyl. 250ne certain embodiment of the invention provides compounds of
folinula 1, wheteia RaandciRebthgethef Withitivemitrogery idewhierpavagsapé Brasied fshsdn R
haﬁogenﬂﬁﬁﬁrﬁaﬁ% éth@lnﬁvﬁﬁ”ﬁi%] ﬁi@i@é@ifﬁ!@n@vﬁfe&betﬂ@yemiomab@wﬂe?smompmexdswwbmmwla 1, N
wherein R3 an together with the nitrogen 10 whi : iHugQzRiperidyl.
One %rt&ﬁtgﬁ%’@ ilﬁgg%%\‘“t?\fﬁéﬁl%\(/)élﬁt%nmgrcigllt es %éo%rﬂ%%%*gé%%?gﬁrg E%éﬁgﬁhg%ﬁhgg%g% lower
alkyl, hetdisgglyl-lower alkyl, hydroxy-lower alkyl or hetcrocyclyl. WO
2010/127975PCT/EP2010/055694 -16-  One certain embodiment of the_invention provideﬁz3
compounds of foxmaainembelinRe & |GWep HRIDhERIHS o RATBREIAIRYIBF Rt lo ™ Rone
certain erghodimeatetiheiinveatitnogeaviseshtampeynds atfdindufarin whereih®Bds I-bxseatyl-ethyl,

2-hydroxy-2-methy-propV:IS0R5pM ARepRNR a0 iRl iRy or

15 Ome certain embodiment of the invention provides compounds of formula 1, wherem R’
and R® together with the nitrogen to which they are attached form a heterocyclyl

. . RS
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
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 forma hydroxy-heterocyclyl.

Omne certain embodiment of the invention provides compounds of formula 1, wherein R’
and R” together with the nitrogen to which they are attached form a 3-hydroxy-azetidinyl.

. . : 3
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[3.3Theptyl.

25 One certain embodiment of the invention provides compounds of formula 1, 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 1, 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, heterocyelyl-lower alkyl, hydroxy-lower alkyl or heterocyelyl.



5 tetrahydropyryl.  One certain embodiment of the invention provides compounds of formula |,
wherein R3 is isopropyl, 1-oxetanylrethyl, morpholino, tetrahydropyryl or tetrahydrofuryl. One certain

embodime%%fztg%fmgpegtion provides compounds of formula |, wherein R@wg:pidick@syewer alkyl, iii)
lower alkyl substituted by 1-5 substituents individuglly selected from acetylamino, cycloalkyl, halogen,

heterocyclyl, hydroxy and lower alkoxy, iv) heteroaryl substituted by 1-4 substituents individually
selected from halogen and lower alkyl, 15v)cyclo alkyl, _v%?/cIoaﬁ#ﬁsup;{}%@%bxjﬁ% hyﬁga'oxy

groups, vil) he@aoesii, SToHERsE Q/dlr SRR AT £95W8 SR NaSwer alky1)2. 200ne

certain enghedunehtefthesiclybhtier phoxidebatemgyolyhds of font ula |, wherein R3 is
1-hydroxy-cyclopropyl-methyl, 1-hydroxymethyl-propyl, 1-hydroxyrnethyl-propyl, 1-methyl1H-p yrazo ly
., 1 -methyl-pyrazechykid cabodianyt-etijt A2 2xmiflperddbsmetiydmds i 2opnmalaritsdiecatHy | 1s

2,2,3,3,3-pen gﬂ oo yopyl, %anieﬁ_ ethylte! Iro{Ryfybpetacaivipnoingsethikahydrofuryl or
2-hydroxﬁf%—%&eﬁ%’}?ﬁethyl,%Zi-hydroxy-1§§3¥droxymeth}§/l-ethyl, 2-hydroxy-I-methyt-ethyl, 2- 25
hydro%y-lt?ﬁéﬁéﬂflr-‘@’c}‘ﬁ}’ll; 2-hydroxy-1-methyl-ethyl, 2-hydroxy-2-methyl-propyl, 2-hydroxycyclopentyl,

2-hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-h drogi%/-pr(l)ip l, 3.3,3= ftriflu %3(%}3%(5 égw%ropyl,

3-hydroxy-2, 2 e esRS B9 L EBLBUET, By ETBISFBHI ISSHFSP ,%%Srbfo o, piperidinyl,

pyrrolidinidofrbpiyl | tetrahydrefurl narteingdisrguoherderaiiépiidtiment of the invention

provides compounds of formula I, wherein R3 is lower alkyl, hcterocyclyl-lower alkyl or heterocyclyl.
One certain erphedimeint-oftib@inre nticr: provitdes pomigousrisrotfsiaaffarwhetergiisk  is

iy H,
10 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 sclected from halogen and
lower alkyl,
15 v)  cycloalkyl,
vi) cycloalkyl substituted by 1-4 hydroxy groups,
vii) heterocyclyl,
vii) 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
1-hydroxy-cyclopropyl-methyl, 1-hydroxymethyl-propyl, 1-hydroxymethyl-propyl, 1-methyl-
1|H-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- ethyl, 2-hydroxy-1-methyl-ethyl, 2~

25  hydroxy-1-methyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydroxy-2-methyl-propyt, 2-hydroxy-
cyclopentyl, 2-hydroxy-ethyl, 2-methoxy-ethyl, 3,3, 3-trifluoro-2-hydroxy-propyl,  3,3,3-
trifluore-2-hydroxy-propyl, 3-hydroxy-2,2-dimethyl-propyl, cyclobutyl, cyclopropyl, H,
isopropyt, morphoiino, -N(CHi),, piperidinyl, pyrrolidinyl, s-butyl, tetrahydrofuryl or
tetrahydropyryl.

30 One certain embodiment of the invention provides compounds of formula I, wherein RY is
lower alkyl, heterocyclyl-lower alkyl or heterocyclyl.

A . . . 3,
Ome certain embodiment of the invention provides compounds of formula I, wherein R™ s



WO 2010/127975PCT/E_P2010/05_5694 -17- One certain embodiment of the invention provides
lower alkyl.  One certain embodiment of the invention provides isopropyl. 50ne certain embodiment

of the invgn&@ﬁ{&ﬂq% t-butyl.. One certain embodiment of the invengigppramiglesa-hydroxy-ethyl.
One certain embodiment of the invention provides] :1792,2,2-trifluoro-ethyl. One certain embodiment

of the_' inventior_1 provides compounds of formula I, wherein R3 is 2,2,2-trifluoro-1-methyl-ethyl.  One
certain embodiment of the nvention provides compounds of formula, | ttnerein @3 i .
g{% ads ’o‘?’ ormula.l wherein R” 18

2-hydroxy-1, 1Qffemginemppdimeyhal B e8I IIMTESE SPTRCIVESioR provide 2-methoxy-ethyl.

compounds:& atiyipounds of formula |, wherein 123 is of formula I, wherein R3 is

One certain embodiment of the invention provides compounds of formula I, wherein R® s
isopropyl.

5 One certain embodiment of the invention provides compounds of formula I, wherein R? is
t-butyl.

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

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-methyi-ethyl.

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

is 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, wherem R’ is
2-methoxy-ethyl.

One certain embodiment of the invention provides compounds of formula I, wherein R’ is
20 2-acetylamino-cthyl.

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 1, wherein R is
hydroxy-isopropyl.

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

dihydroxy-isopropyl.

One certain cmbodiment 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 1, wherein R® is
30 2,2,3,3,3-pentafluoro-propyl.



One certain embodiment of the vention provide s compounds of formula I, wherein R3 is 20
2-acetylamino-ethyl.  One certain embodiment of the invention provides compounds of ormula I,

wherein R3 @V -Mgglgﬁ%z-cyclopropyl-ethyl One certain embodiment Qf theinyghign provides
compounds of formula 1, wherein R3 is hydroxy-isqpropyl. 250ne certain embodiment of the invention
provides compounds of foimula I, wherein R3 is dihydroxy-isopropyl.  One certain embodiment of the
invention provides compounds of formula I, wherein R3 is 3,3,3-trifluoro-2-hydroxy-propyl. One.

certain embodiRTErReRIAETHOSHIEN BISUIBELERTBIHS b IEMANETS WHEFEIR RS s R is

2,2,3,3,3-pantéiiuorn pdapylh Wi 260110/127975PCT/EP20101055694 -18-  One certain embodiment
of the invention provides compounds of formula I, wherein R3 is 3-hydroxy-2,2-dimethyl-propyl. ~ One

certain embodigrenipfathedbantien: providks competmndseoi-tonpuiad otfersin R3 weherein R’ is
2-hydroxys2-methyl-propyl, S5One;certain embodiment of the invention provides compounds of formla
1, wherein Rnal?s I¥-hyg§r)ox rg)etﬁgl-'propyl. One certain embodiment of the invention provides

compounds of foilLula I, wherein le is .0n rtal bodi f ' [ ige
com pojuunds of Tormu aaf? 7 eé’?é%‘ﬁf ¢ i(s)ffool\lllv‘écr%ﬁyt&éqﬁﬁegée%%%%%ggg imé%\tll%?fﬁghi%{\%{h%o%g
provides CoRYSERINERCBIIGITADYA |, wherein 1:27 is H.  One certain embodiment of the invention
provides compounds of formula I, wherein R7 is lower alkyl. 150ne certain embodiment of the
invention providss eofafotmbrdinestaliibe veRiiempReydes compounds of formula I, wherein R™ is

H.

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 formulfa I, wherein R’ is

One certain embodiment of the invention provides compounds of formula ], 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 1, 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-yimethoxy)-2H-pyrazol-3-yl}-morpholin-4-yl-methanone, 5-
(5-Methyl-3-phenyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5~
(5-Methyl-3-phenyi-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-
yl)-amide, 5~(5-Mcthyl-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-yimethoxy)-2H-
pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, 5~(5-Methyl-3-phenyl-isoxazol-4-



methyl. One certain embodiment of the invention provides compounds of formula I, wherein Rs is H.

One certain embodiment of the invention provides compounds of formula I, wherein R8 is 20 lower

aIkyI. On%‘,%%aq% odiment of he invention provides compounds offpipyiasieberein R8 is
methyl. One certain' embodiment of the |nvent|ongDrOV|des compounds of formula | selected from the

group consisting of 25

[5-(5-Methy1-3-phenyl-isoxazol-4- yImethoxy) -2H-pyrazol-3-y rl]Bmorpholl -4-yl-methanone

(5-Methy Yoagshrsrin2Boxazeniead s Rarglic Aof Wr%fzéré%ﬁ%é BRRESH TRy 8%?&82“5“

(5- Methygz}arq@h@xmmﬁaymblé S/lnadﬁhmydyc) -t pyoepdol Badt e Aoy lic-Beid-derabrrdeospyfan-4-

{1) argug M %ﬁ?kérz&l@%%ﬁ&iﬁidﬁﬂ%ﬁ?&cﬁrﬁ@rmwus ,acj8-(4- .
tetrahydrg-furan.3- t e 0xazo 7
carboxyliC A eraﬁhm?@%ﬁ A, o e i S MBSV sl

|soxazol 4 ylme
pyrazble B‘%a%%y[ﬁ:(écf@(’@w&%fﬁ% Tfﬁ?.f@‘zg @W@‘? g pHemyiRRSsE 5 %2 }A}Iﬁ)
2010/127975 ROT/ERRALD/DE56Sde 5953y4m§mmwpmbyimaysxwméwwmﬁa@m]c@I~
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morpholin-a-yl (r)nl ?ﬁié}gg F— Oc{a% O X TX % etra vdm an-4- e 5-(5- Mcthyl -3-
methyl-is$X4 BT f’2 3ca plpeﬁ%) am|
Fluoro- ph@ﬁ%}@rﬁétﬁ@ﬁ%%f @W&%M%]Bﬁ’ﬁ@%"g @eﬁﬁgmﬁr‘é@( W?Fo d% 1- 5 ylamide,
543- MyFlm@mw&m@thwsmwmeymmkwﬁm&ram@@mtagxg/{tctmﬂiro-pymﬂ-
gljgl(i (Ij:II I’S Si?g@eth 1—3~ yridin-2 -zi isoxazol-4- Imethoxy) llH—pyrdzoie-S carboxy ic actd amid
m azo az er3zcar isopropylamide,
ST e e et -ﬁ?-?emoxy AR o
(tetrahydrplpgremod-YEynymsmede- g ?@Méi’ﬁ‘ﬁlﬁg 2,2, 2-trifluoro-ethyl)- dmide 5- [3 ( Fiuoro»-pymdm—
pyridin-2- yLyspzaﬂﬂhﬂbwmmoxyy}ﬂzﬁhmﬁzﬂbﬁaeanh@meamﬁlusepnbﬁyimwcl@ 8u@-301)-
Meth &' 3-pyfi n }94 ??ﬁ%?{?lpffrﬁ@m@Wﬂ)nﬁb?ﬂ%@%ﬁﬁﬁfﬁ&ﬁk%a@ﬂpﬁmole 3-carboxylic

(tetra ydro-p ran )
5-(5- Moty LS ‘-I?/ng?ﬁ‘d?z v Ry [ T R
(S)-2- hymnwoierﬁ@ﬁﬂmh%c%?d&’%w@ idm3ZyTjusrmetmiiinsosdyormgetoy-
yImethOxyﬁﬁzgymmtﬁ;ﬁ@mmyymaﬁﬂ:{&%ﬂ}xmm@mﬁe‘sbpk);mﬁadmie 5-[3-(5-Fluoro-pyridin-

543-(5- FllﬁO? -RYH Efl ys%%&@@?bﬂléﬁ%@%%ﬁ M?ng}’c]a%)gw@-@w KaaxHig-agidazide,

tetrahyd -3-
(523r( Flrtgo il %‘%@Tﬁa@%ﬁ% %%1( 1215' lm*"i‘%’ﬁ pyral?éﬁ‘mél car%":Lrbo %hgcalmd
tert- butylma@%{%m@%%%ﬁﬁﬁ@@ﬁw#@ﬁ?yﬂ%éx@?g}ﬂr SRSy IDE Wh%@l’e 3-carboxylic

acid (2-hygiyaxyrietbydirbnidie, acid pyrrolidin-1-ylamide, 5-[3-(5-Fluoro-pyridin-2-yl)-isoxazol-4-
543-(5- FI% f%&? rhﬁ }(}9&;6[@@“8&%%%1& %Wb%ﬂﬁﬁhﬁ&éaﬂﬁﬁl%@%h@ﬁmamb

isopropylamide ) 3
543 (5- ISP TP Ry PRl (RS By e e S aboyic 5
N',N'fimetsyhiiyideazigesadmethoxy)-2H-pyrazole- 3 carboxylic acid ({S)-2-hydroxy-1-me hy -ethyl)-

5-13-(5-Fluphaepyridim2yy-F)hethgthydiamiazoldeiimathtilyp:2 bty dzetbo3darbostyligrabidro-
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 -methyi-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid ((R)-2-hydroxy-1-methyl-cthylj-amide, 5-(3-Butyl-5-methyl-

30  isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-(3-Butyl-
5-methyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5-(3-Butyl-5-
methyi-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl}-amide, (§)-3-
((3-butyl-5-methylisoxazol-4-ylymethoxy)-N-(tetrahydro furan-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-yimethoxy)-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-3-methyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide, 5-(3-Butyi-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-(3-Butyl-5-



morpholin-4-ylamide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2H-
pyrazole-3- carboxyllc acid pyrrolidin-lI-ylamide, 543-(5-Fluoro-pyridin-2-34)-isoxazol-4-

ylmethoxy]- %{5 225 .3 -carboxylic acid morpholin-4-ylamide, 5-(3-Buty=prpsihyizsayazol-
4-ylmethox pyrazole -3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 5-(3-Butyl-5- 25

methyl-isoxazol1-4-ylmethoxy)-2H-pyrazole-3-cartoxylic acid ((S)-2-hydroxy-1-methyl-ethyl)- amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
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35 ylmethoxy]-2-methyl-2H-pyrazolc-3-carboxylic acid (2-hydroxy-2-methyl-propyl)-amide, 543-
(4-Fhioro-phenyl)-5-methyl-isoxazo1-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S or

R)-3,3,3-tr|ﬂ%)(a{9 %}Hygg,gxy propyl)-amide, 543-(4-Fluoro-pheny0-5-methyhig@Xaami=dsos
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic aciq ((R or S)-3,3,3-trifluoro-2-hydroxypropy1)-amide,

543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethioxy]-2-methyl-2H- pyrazolc WO
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y1)-5- metbmlﬁs@(f&mhé}yﬁm&mmﬂﬂ@Htgyrhzblé%mmiwﬁcca@%ﬁ@ﬁ%%ﬁ@ fSrEPeRYTYRs amide,
543-(5-Flug J@yﬂfi;g Asy-armetimkisonazabhyimatesyl-2id iRy sbiake: dzcarbevyticxavidc,

;e(;tdb”t_ﬂ;m' eSLS- gggr']%onoz% din-anhmethviisgxasaldadmeionylRH eueelesscarboxylic

543-(5- FImm@rﬁ@ﬁl}wﬁ%’ﬁ&ﬁ%@éﬁﬁﬁ%yﬁﬁ?&ﬁ%@i S5 ﬁa%% SRy S e acid
|sopropylaﬁad@h&ﬁazﬁﬁ-ﬂiwgmmtbytmmyl)n&m&hﬂ =pypseieD- @aylnwaw&@] H-pyrazole-3-carboxylic
acid N',N- g %Bé@ }fﬂé 93; &8-(5-fluoropyridin-2~y})-5-methylisoxazol-4 ~yhmethylamino)-1-

S PGSR e SRl ARG R sl seasmenie acid
25 yl)methylammo) 1-methyl-N-(3-methyloxetan-3-yl)-1H-pyrazole-5- carboxamide and (3-((3-(5-
fluoropyridin-2-y1)-5-methylisoxazo l-4-y})methylamino)-1-methyl- 1H-pyrazol-5-yl}(2-0 xa-b-
azaspiro[3.3Jheptan-6-ylmethanone,

or pharmaceutically acceptable salts or esters thereof.

One certain embodiment of the invention provides compounds of formula 1 selected from

30 the group consisting of

[S-(5—Mcthy1~3-phenyluisoxazo1~4-y1methoxy)~2H—pyrazol-3—yl]-morphoIin—4—y1—
methanone, 5-(5-MethyZ—S—phe}ayl-isoxazo1—4—y1methoxy}-2H—pyTazoie%—carboxylic acid
isopropylamide, 5-(5~Mcthy1~3—pheny1—isoxazo1—4»ykmeth0xy)-?.H-pyrazoie-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide, 5-(5«Methy1—3*phenyl.-isoxazo1~4-—y1methoxy}—2H~pyrazo1@—3-

35  carboxylic acid (tetrahydro-furan-3-yl)-amide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-
2H-pyrazole-3-carboxylic acid N'N'-dimethyl-hydrazide, 5-(5-Methyl-3-phenyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-cthyl)-amide, 5-(5-Methy!l-3-phenyl-



morpholin-4-ylamide, 5-13-(5-FIUoro-pyridin-2-y1)-5-methyl-isoxazol-4-y|methoxy]-2H-

pyrazole-3- carboxyllc aC|d pyrrolidin-lI-ylamide, 543-(5-Fluoro-pyridin-2-y1)-isoxazol-4-

ylmethoxy] &%&\{ 3 -carboxylic acid morpholin-4-ylamide, 5-(3-Butyt-papatasigexazol-
4-ylmethoxy)- pyrazo e-3-carboxylic acid (tetrahydro-pyran-4-yl1)-amide, 5-(3-Buty1-5- 25
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carbdxylic acid ((S)-2-hydroxy-1-methyl-ethyl)- amide,
5-(3-Butyl-5-methyl-isoxazol-4-yImethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydrofuran-3- yl) -amide,
5-(3-Butysosamethylmsshass ﬁyﬂﬂéﬂ‘? yeorRoFyc okt 8ol Ssytit ak ? ForEheNs DS
(2-hydroxyetabydtopyretiethy-dihytramiaad; carboxylic acid morpholin-4-ylamide, 5-[3-(4-Fiuoro-

5-(3- Buty b3 eihyl-iroxRg kA MIMetha Pfé/)} l'igy FRZRISRICAURRYIG agid piperidin-1-ylamide, 5-

O iy L s oo

5. memyu@mzsqum{ﬁdﬁywmspw@we%% &saam%&& HSbeTHEmIaE B RtiA 5-

methy!-isexazal--yinathdispai-pydazdte; 3-¢ateRiicapitibhidnethyelinyhzahddmhosyl-

((3-butyl-5ym 36' é%xéazrfaéx%raé')i&@tﬂeisya%%&&%H@@qumﬁb% yhedHroyFazRe B cattaxamide,
0

é@iaiiﬁii?éé G i e

H-pyr
morphohm—ﬁi?mﬁeYhméh@lﬁ'(léfBﬁWEB hﬁ%ﬁﬁ?@%%}%a%ﬁ% l §?/’)P’§i-1? %W%%e 3- carboxylic
acid (8, 2-slisaethy! petdhydydipyran By tiraihicy)-5 Hzp ButpleShmmtioylyisoxed diegahydro-pyran-
y'metholxyy%ﬂmwg Sasaﬁhos%%@m M. Noﬁ%ﬁWﬂﬁ%ﬁ@@ﬂ@kﬁp@aﬁﬂ&%M&m% wid
isoxazo gle’3-carb olin i
2010/1276%’()5%%%& 118%%3&% % t?gylf @9 g%%l rﬁle 60 lgryzﬁ%th%?a%g%g%%cgrbox lic acid
pyrrolldlnmememfbg{&w@my?tcgwmld%%%% ﬁ@ﬁﬁ&rf‘&@?ﬁlﬁ?rﬁfg @flﬁQFB%}ﬂf %
piperidin-tyaemigie; 2sdiatioib-(imathtiy }-3iphemyistxarod4AmethOrypaiefirazoleyd-carboxylic
gCI{/Id tﬁ hlyaS 5?5 £ I@Y% ﬁ{}&'{é)e I1dm-2 yl)l -5 m?thy 1soxazgiH4 F}),r methcl)xy 1-2H-pyrazole-3- carévoxyhc

ethy m azo me razole-3-carhc
(tetra-hydtO4AFEAZS: X}l 5%1%&% (1§ meﬂ’gg ﬁig{ y mé‘(i:)z)?gzgo { %M@%@) H
pyrazole- 35@:@@@@7&%@@1@’1(@@@& Wﬁ@@l% [3- (5‘ Fluom’py"‘dm -2-yl)-5-methyl-
2- Methy1I&;ﬁézme;u%@hphﬁnmﬁspmzoie@wmmmymmwm@mm&ﬁﬁm@mg

2-Methy1-5: ngmg -RRhenviisaxa ?7 W%Zji%g@i@a%xwmwhﬁ&qm?@ﬁmwlamlde
N met“yfggyg’ e%sgxr%é Ayt oy 2By 22018 R AT VIR ARG acid

(4-Fluoro lmhmigbil}lﬁ-ﬂ*iém?msfok%ﬁ%f@%ﬁ@?ﬁ@%y]zﬂ%étWF%*W%%T& BRetst Heid
N',N1-dimeshyohyeirazidaylic acid pyrrolidin-1-ylamide, 5-[3-(5-Fluoro-pyridin-2-yl)-isoxazol-4-

543-(4- F"itﬁﬁ%ﬁ | gg}y zi,z %H1¥'3'§%@c77841é1a¥ QP?W%%@%MQFMY@ﬁ@JESSM?Dm&@z@@d

piperidin- Flu Qros he }SmCe

4- ylmethoxﬂ]‘?efﬁgﬁ%’ T 69:%281% %ﬁrcar oxytic ;E(eér R r‘hgﬁ’raﬁ“4‘“ %ag‘id@ 5-(3-Butyl-5-
543- (2S5 Fluortpyhdseyayd: Mm%h@w&a%ﬁrmﬁwﬁ@tﬁtﬁéyﬁ’%}ﬁéﬁﬁiﬂi&)ﬁypﬁﬁé@ cartfsdyAreAkid
pyrrolidin- Qmﬁﬁ Yamiglgryl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-

543-(4-Flug Pﬁg VAN r%e@séaaqw@fﬁyma@mem}znmm Q%Wﬁﬁ@%’a:&a{ﬁwm acid

|sopropylam| 3-(4- Fiioro- h - 70l-4:yIm i
methyl- 2I—|(- ?ﬁé’é %’6‘)?’ tg&de é% aahm%%o ?@K %u? i%}%ﬂ 4F¥%%%h0 nyl) -5-
methy!- |smm14~§/1mémmw Mé&ﬁﬁrﬁﬂ}ﬂdﬁ%ﬁﬂomﬁﬁlﬁhﬁ ﬁglgadsaq;}. BEyH-5- moth
543- (éraFll&%@@mﬁyimmghyzﬂqummwmmhpuybam@myhzﬁu@mazué-Mmé%ﬁhalmd
(521 :t,] Bzirlc;)l% %gtljﬁfil 19'5%&%13/4 yrazole-3- carboxyhc acid 1sopr0pylafn1de 5- (é -Butyl-5- d
uoro-phenyl) IS e razo G xylic aci
((5)-2,2,2-IRHIBFSRFAER rﬁg‘fﬂ% éﬁﬁ%ﬁpﬁzﬂ DR e R CHRHRF U BRRAYS
543-(4- FIdéﬁ@bhﬁh&mﬂ&hvﬁ@ﬂXy‘{ZiédkaB@}Q&h%YDe?ﬁéS@Vflgm?ﬂlﬁI‘-V%%%Z@Pél@1Ea5rboxyllc acid (2,2,2-
trifluoro-ethulcaanides, BABA4¢Ebano-phenyiliSoraesiiyi-idpretbog s Nfethlbyy ety lh- 2k
35 pyrazole-5-carboxamde, [5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-yl}-
morpholin-4-yl-methanone, 3-(3-Butyl-5-methyl-1soxazo i-4-yimethoxy)-2H-pyrazole-3-
carboxylic acid (2,2-dimethyl-tetrahydro-pyran-4-yl)-amide, 5-(3-Butyl-3-methyl-isoxazol-4-
yimethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide, 5-(3-Butyl-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholim-4-ylamide, 5-(3-Butyl-5-



pyrazole-3-carboxylic acid (3-methyl-oxetan-3-yl)-amide, 543-(4-Fluoro-pheny0-5-methyl- 25
isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carbOxylic acid

(3,3,3- trlflu%% ngfqg%propyl) -amide, PCT/EP2010/055694
543-(4-Fluoro-pheny0-5-methyt-isoxazol-4-yImethQxy]-2-methy1-2H-pyrazole3-carboxylic acid

(2-methoxy-ethyl)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (1-hydrox op. ethyl)
[3-(4-FlushetsAdere- sty et s s st o‘i&ﬂg%}(?ﬁ&ﬁ@%éﬁ" @%zo?/ey Eég car%o;)(?{1 d 30
(2- hydroxymctﬁW)-anmm1~4-y1methoxy)—2H -pyrazole-3-carboxylic acid pxpendm—] -ylamide, 2~ Methy
543-(4-Flyoxosplaen ﬁﬂi eiaisnxagphdidmetiepirone thykBbipiazcie(3-tatomybihdpid
(1- methyl 1 1 aml & enyl—{S{)X&ZOl-4 Imethox )ZH yrazole-3-carboxylic acid
543-(4- FIY oro eny tﬁqells%xaf hl Imetho ]L met g)y azler ? c%rbm%lﬁ acid
(2-acétyld §W%1éi‘éf1)sam1de 2 Met yl-5- (5 hyl-3-p ny -136%az0l-4-yimsthoxy
[3-(4-Flugregzhenybandinybis Gieazdiviinptmstinodyg i Ramisthyr Methyina s bieesiehibbhgid-acid
(3-hydroxys2 Z:imethydmepyinranides- 543-(4-fHiioro:pheniel Ravmethi-isoxatol4-@enyl-

Imeth 2-meth I
e A e >

((S)-3,3, @Wu F&%Wc‘f@ﬁ?‘?ﬁp@ﬁ/’k?%rﬁﬂﬁz‘% £oXaz0
y|mexboxymmmgwmpymw-mmmamx@?@@isﬂrﬁﬂmﬂ@mwréﬁhwﬂ@%ﬂam|de,
543-(4-Flyp F%h?a?@ztiaxl OXEZPhénd-FRetOXyIn-matbyh2ihpydzeibeXy et hyl-
2010/127 5PCT/ /05 694. 27- 0 id (R Xgﬁqﬁy L:amide.
543-(4- FIu . %ﬁzér?y K‘I %%%A’z%eﬁ%f zagtrrl?ci)ﬁxijllg mi\itb JI %ﬁgﬁé\g‘l@%@%ﬁxﬂc acid
((5)-1- hy&dﬁ?ﬁ@ﬂm&w %ﬁr@gazole 3-carboxylic acid morpholin-4-yiami -{3-

{543-(4-F oo piemyff-inethydidoramtiokyhiethtn 22 msurplo Brasybazpligagidy ppsrolidin-1-
hydtLq>?y2 eHdin- llsy 3 @’glaa | %?%(&ré%ﬂﬁqg@@B@M@)&mﬁpyma@%nm&mﬁm%]g 5
metny az e- ar OXVYIIC acC 1 }FH}@I]I

methyl- |s§>"ép ﬁo&y ?(“i ﬁ ggggg razo%e 3- cg 5 ﬁ{&gﬁ éﬂéﬂ E&ﬂ%@t N

box IC’a I
R,2R)-2- h%?bk‘y% c acid ( etrahydrmpyran— y am? e,(g [3-(4-Fluoro-phenyl)-5-

543-(4- FIumﬂrjdh@mmh)}’éémyhﬂ&wﬂsp}eaﬂnﬁhy}’rW%WZFW@M@,%%W}E%%d ©
S,28)-2-h ﬂ %yﬁlgﬁ DRE sz %@&ﬁo@fﬂ%ﬁh}@m yipaBole-3-carboxylic acid (2-hydroxy-
R o ek '%@M@&y&%@%ﬁ%
pyrazole- @%ﬂ’fﬁ'@)’@%%@?@ (3(’8?} Lig . W@Ir(&%/ fﬂf}luBfﬂﬁ)T%ﬁh t%%@?’(ﬂ Iéh% %r;nep
" methyl-isoxazgbdsymttficxytahéiiphaboRgrazotBy L= pmme@mbgﬁw%iiﬁ 6 y1)
me;hanOHEI%M@@M}@&JQ%ﬁxkﬁmaﬂ@wt}mﬁﬁmmywhbmamw -2Hrboxylic
e e e
2-yl- |é’éxa2$ﬂx429|1rﬁefllf65‘<§1’§léﬂ gwa%alezél @é{?ﬁ%@&r %f&ﬂ‘ég)cf § owy T lé‘fﬁo y]lfP mlde
543-(5-Flugtpydin-§1)-HhbinHsoxphcl-theihpkiboagp Payéneyopy- wr@ﬂwél E@%’@J@ync acid
(tetrahydra:furaps3nelds ﬂ&e&@@tﬁ%ﬂn&rlﬁ{k@yﬂﬂl&m&ﬂdﬁmm isoxazol-4-
Ayimeth o s nﬁﬁyﬁgﬁag@ atboxylic, AN NG st den el Emnide. -
[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)-3-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-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid (2-acetylamino-ethyl)-amide, 5-
[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yimethoxy]-2-methyl-2H-pyrazo le-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-Fiuoro-phenyl)-5-methyi-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazo Je-3-carboxylic acid
((S)-3,3,3-triflucro-2-hydroxy-propyl)-amide, 5-[3-{(4-Fluoro-phenyl)-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((R)-3,3,3 -trifluoro-2-hydroxy-propyl)-
amide, 5-[3n(4—Fluoro-phcnyl)-5-meih_yi»—isoxazolufi-yl-mcthoxy]~2-mcthyl-2H-pyra:zole»3-



20 Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-ethyl)-amide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-Rykznlei3rearboxylic acid (tetrahydro-pyran-4-yl)-amide,  pCT/EP2010/055694
5-(3-Buty1-5-methylisoxazol-4-y|methoxy)-2-meth)ﬂ7gH-PyrazoIe-3-carboxy|ic acid
(2-hydroxy-ethyl)-arnide, 543-

Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazqgle:3-carboxylic acid isq- 25 propylamide,
i e sy e b oo e e e S SR
(2-hyd roﬂwigamé{hwmmmycg]ﬁd@,thyl-2H-pyrazole—3—carboxyhc acid ((S)-1-hydroxymethyl-propyl)-
5-(3-ButydnRde qthyt-isormsal-gigimpthaxyh2hisethyl2 - pynatoter Bearsbyly/ It aoidzol-3-y1}-(3-
(tetra_hngfjipagqnié_?élﬁﬂ- 211_%1 érl(l%b%gt)él[@-@gill[}xk&w:ﬁmethyhisoxazol—4-y1meth0xy]nzn

NI Sethyi- -pr?r

Imethoxy zole-3-carboxylic acid (tetra-hydro-furan-3-yl)-amide
g-Metﬁyl%@hﬂé{%R@%?é??é@ﬂ?‘b’-‘ﬁ%ﬁ‘fiﬁ&Tf%%%é%ﬁ%}%m t rgiyﬁi%gg’)' rigzhci) é?gz%eaﬁ)gt))%/lic acid
30 (tetrambmmlﬁﬁmm%%mﬁﬁmﬁﬁéﬂ?ﬁ:@hW@&ﬁ?&@ Ktz g ¥ Yinethoxy]-
g-hme;hyl-%%r éﬁﬁﬂ)}%f@fa}r@?}yﬁ@aﬁm(maﬁydpmamﬁséxyaaammfpﬁﬁsﬁgﬁmwl@ﬁbnyl_g

- roxymet -1SOXAaZ0Il-4-VYII: = = s 1 niae,

213, (4-F|yag?%%%‘%ﬁa@ﬂf?%%ﬁ%%?&@@%%z‘?ﬁ*@‘%ﬁ"?&ﬁxﬁiﬁfﬁ%iﬁ.&%@ggﬁ?ﬁ poxyiic acid
amide, SABSHAYEASFO SR E R A RO AS A o g e st (CRPLRYOS
y1methoxyp®xhetiy F@idpyFecit-Busarbpbend atimedig-momneirh-gmgihomidemsshsH-
|(:2|U20r30épgﬁﬂ)é%t&gﬂl)éwmid-{W?@ﬁﬂﬂﬂ“thﬁﬁwl-%v?thmﬁaHﬂGdeﬁF@m@ﬁzg% acid

1Ly O, 0,0 Uuoro-pr - ; -IQro-pne| - INVGL@X ] > ' -
yImethoxﬁggﬁélﬁ?ﬁ%ﬁfpyrr%ezo e?%ﬁég@?ﬁ;}{ %%B?r%ﬁlﬁygz%%i%‘gff tﬁ%ﬁfi_ »
(4-FluoroJpRdaTayes XWﬁQHW%S(%(%E&W?‘H&H%%%%ME Eﬂﬁ-'Qix-?z-)f)yra—%fg%g-%arboxylic WO
2010/1279%BRGTERE0I0/055604de8- MethpledreS ey rdrandiyDdrifepszo -4-yimethoxy)-
54%—((%5Fl%ﬁﬁﬁﬁ%g@-&ﬂgﬁ%@m@tdﬂgfdrm&m&r&-wm)%ﬂmy]-?Zmﬂsrvﬁ—wmmﬁhataws&cﬁwboxylic
acid (3-m -oxetan-3-y1)-ami - o xv-1- - -
Fore phen 0 SR w ﬁye“{lsafﬁa‘ﬁb‘ymihb%ﬁz BT o
aza-spiro3BFhepRe st W@ﬁ%@ﬁé“@@'ﬁ(@?@?ﬁ%@ 8}:‘3135*’%\‘/5‘1%’%&%%%%’“3 zflso_f z%%‘?jl%-
yimethoxydaPsostivyb2#pyrdzcte-BucarBatyieitiddépfopiiareaeida-oh ShmbpHEnsls-
hydroxymethyd ol-dryiipethoxyla2omathyiihtyoir azals-Ncatihexilic aaithzide, 5-{3-(5-

(tetrahydrapyran-d-yQ-amide, .1 icoxazol-4-yimethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
543 T GGy Sy B T ol p

Irox yl-iIsoxazol-4-ylmeéthoxy]:2-methy1l- 2H- zole-3-carboxylic
acid amidé2-5x E‘{Ziycﬂ‘nllé{}bgﬁﬁéﬁgﬂ35(%3]/:&?8Wﬁ%fﬂ%"—#é@gig%}@ms?X‘%Dl' 'yl%gﬁoxﬁé
yimethoxyir2tmgefip2tmpladzolse rhrbeid lictdinde 2 amifiud i cusigd S Arideyb Janevto
Chloro-phegyh;a1-ysieneanethieisoxarppl d-ylnsthakyklimetdyR tydpyraaalgipaarboyldic acid
(2.23:3.3-gentaluorg:propylsamide, 3 (hGhlarorabepyind udissoyaihisasazol 4-
ylmethoxy -5-%1etfr1r§/- -pyrazole-3-carboxylic acijd cyclopro glam@q,%(ﬂ-}g-cpl ro- hen}{g.)-
&y Ry BTG arbr P STRE R DRI P e TN S (D )
trifluoro-I-nasithizl-eetiyd)prvideth5iadeiDcide. SHA G Hyaradysssarplokassioay)r2 methyl-
methoxy}-2emeihyk R RyFeEe)Ac3nGarheis @cis (Zrhydypaiildl; dileBylefhyday ise 5dB4-
oo RN Ly LR azal g metiax e et et asaladecarbeic acid
(3-inethyl-oxetan-3- ’%-aml e, (54 (Z4 hloro-pheny1)-5-hydro eth I-|slo zol1-34- o ai
yimethoxyfd syl ﬁgﬁﬁpﬁé&fgwiﬁmﬁgﬁﬁﬁhfléiﬁk%efé%ﬁﬁéé -"é)-ff}?lf)z-?neéx%% one, ]gf§1cz4-
ChloregphényQifrdryergeymethylrstxazii-t4yinethmbgRenicmgropmsyarites s kiR sulacid
(tletrazydrozfﬂ{a e 'Q@dﬁ%ﬁ@@bm@-@aﬁmﬂd}&mﬂrwymﬁmbj%E@thzllfllm-phenyl)—
ylmethoxy]-2-methyl-2H-pyrazol-3-yll-(4 4-diflyaro-pineridin:|- et iDabarButy1-5-
hydroxymét%‘é@irgggﬁo]i}ﬁ{?%%%ﬂ%gﬁ%?%gﬁ;l%%%ﬁga%%%g Eﬁ%@ggﬁl}%cz% f,g-triftuc]r%_
ethyl)-amideBoaauige- S-Ry M-SR RPRANE BB SR ﬁﬁﬂxﬂzﬂfeﬁﬁx} 5%‘/ a7016-3- carboxylic
acid cyclobutylarkides:t-ddetty hdd(Garidet iy 13 34 hidie-2hpnidd Sdzdtoaynedmosgyezs-4-
1H-pysazolg:3s6RHRAXIG-aRIAS) r2abyrroxyrbongtb ety D; aemitteorb-biegtydrbd (5 ity 1-3-
B e e
(5-methyl- -pyﬁcﬁn-@-] [1S0%azo -f—y et oxg/)-l -pyra%o e-3-carhoxylic.acid .
(tetrahydrof}?y“iia(ﬁ’a%/i’ aﬁn@él,uoro—propyl)uaml ¢, 5-[3-(4-Fluoro-phenyl}-3=hydroxymethyl-isoxazol-4-
5-[3-(5-Flugptoxlysidip2ayd-5-Aibthybistxazertoyietssk(]-mamsinyilmsmelzon) 3widboxlic acid
((S)-2-hydroxy:dseshissaiivhyaridennltEkAoMethictphgriimdQyl-2H-pyrazole-3-carboxylic
isoxazol-4-y1)-vinyl]-2H-pyrazole-3-carboxylic acid iso-propylamide and 5-[(Z)-2-(5-Methyl-3-
phenyl-isoxazol-4-y1)-vinyl1-2H-pyrazole-3-carboxylic acid iso-propylamide,



or pharmaceutically acceptable salts or esters thereof. = One certain embodiment of the invention
provides compounds of formula | selected from the group consisting of

355-(5- Methggﬁ dg % %-yl-isoxazol-4-ylmethoxy)-lH-pyrazole-3-carbo>§)6iﬁﬁﬁm(iﬁgggg)pylamide,
5-(5-Methyl-3-pyridin- isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic WO
o

2010/127975PCT/EP2010/055694 -29- acid (tetraliydro-pyran-4-yl)-amide and
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25 ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ( -hydroky-cyclopropyimetityl)-amide, 5-
[3~(4~Fluoro—pheny1)-5-methyl—isoxazo1a4~y1methoxy]—2-methy1—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, 5-[3-(4-Fluoro-phenyl)-5-methyl-
isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2-acetylamino-ethyl)-amide, 5-

30 [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-
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-pyrazo le-3-carboxylic acid ((S
or R)-3,3,3-trifluoro-2-hydroxy-propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-

35 ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((R or $)-3,3,3-trifluoro-2-hydroxy-
propyl-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazolc-
3-carboxylic acid ((R or S)-1-hydroxymethyl-propyl)-amide, 5-{3-(4-Fluoro-phenyl)-5-methyl-
isoxazol-4-yimethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S or R)-1-hydroxymethyl-
propyl)-amide, 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyi-2H-pyrazole-



acid (2-hydroxy-2-methyl-propyl)-amide, 5- { [3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
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or pharmaceutically acceptable salts or esters thereof WO 2010/127975PCT/EP2010/055694 -36-
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phenyl)-3-methyl-isoxazol-4-ylmethyl}-amino } -2H-pyrazole-3-carboxylic acid ethylamide, 5-

20 {[3-(4-Fluoro-phenyl)-5-methyl-1soxazol-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 (2-hydroxy-1-methyl-ethy!)-amide, and (5-{{3-(4-Fluoro-
phenyl)-5-methyl-isoxazol-4-ylmethyl]~amino } -2H-pyrazot-3-yl)-(2-oxa-6-aza-spiro[ 3.3 Jhept-6-
yl)-methanone,

25 or pharmaceutically acceptable salts or esters thereof.

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

5-{[3-(4-Fluoro-phenyt)-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-

30 isoxazol-4-yimethyl]-amino}-2-methyl-2H-pyrazole-3-carboxylic acid amide, 5- {[3-(4-Finoro-
phenyl)-5-methyl-isoxazol-4-yimethyl}-amino } -2-methyl-2B-pyrazole-3-carboxylic acid (2,2,2-
triffuoro-ethyl)-amide, 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino } -2~
methyi—ZH-pyrazole-B-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 5-{[3-(4-Fluoro-phenyl)-



35 methyl-isoxazol-4-ylkvinyll-2-methyl-214-pyrazole-3-carboxylic acid
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5-methyl-isoxazol-4-y11-vinyll-2-methy1-2H- pyrazé -3-carboxylic acid (2-hydroxy-1,1-
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2-Methy logettnraethyin i ienyBicbXhrobpltmétione i ipyrandié-Sroaridkphvndid-methyl-
(tettrﬁhlygr;qa l‘iég}r mlgcza %ﬁﬁﬁmrmﬁm&m@m@n@z@m&wﬂw&

methy razole- CI .mqrpholi K )
" 543-(4-FI %% 8D Coaas 348 Tn?]i “201‘?13 BrPoiic agd s acid
(tetraﬁyd@%ﬁﬁ@%?@ﬁﬁd% ﬂ}(dr -Fluoro- phenyl) -5- methyl 1soxazol 4-y methyl]-amino }-2- met yl-

{543-(4-Fiibsorpheiesilydbmefiy bisbiapolpytméthdhdsb gropsthiyhREpy debiuByly (2 yx 6=

aza-spirop3 BSEAZQMW %)21'}4 %&e@ é@ﬁi@ﬂn&@m@l@tﬂyﬁﬂt@%@ﬁﬁﬂ pyridin-
ylmethOX)é) r OX “C rah ran; c%lf%ia(lm éd dro n-4 1 -amid.
543-(5-Fl or O]S xaz oxyf‘% met yra arbo fc acid

(tetrahydrblpwaﬁ&(&ﬁylaﬁﬁl?a@&@@%@@%ﬁéﬁ%ﬂ@rﬁm&w@Wr%}?&%ﬁl@rWé’fﬁ - 15
é hmeéthyl Zldaﬂ)crmieesieaelﬂtlmsﬂgammgt{WMynmm&ﬂﬂimzﬂmé%eéylg

rox A IR puide,
543y(4 F%Hé%?b@ﬂé&%% g‘lﬁg et Qmﬁ—%ls%gﬁﬂ ?m flgt nglbz metgé/l gﬁg;@ﬁzigfy%m%yhc acid
(tetrahydr ﬁFS‘ﬁ%’ B?m% o StoLpheny )b oxan

hydroxynﬁéﬂh@d%ﬂ%é@@ﬁ%ﬂf@ﬁ%@‘ﬁﬁéﬂﬁyﬁ Zﬁtw&&%@h%%%‘ﬂ?é’rﬁ&é seriahpaREeso
pyran-4- yS.-)c&f’ﬂdeamde N-cy¢ opropyl -3-((3~(5-fluoropyridin-2-y1)-5-methylisoxazol-4-

(5;?“((1:5& e e R Moy é&%i&;ﬁ%&ﬁby&mﬁi@wk?cmﬁml@ﬁétayr)azqt@-@scarboxylic acid
hydroxymetf WR%‘%&I%%T%{T#%‘ e%‘??}?% i/arzé]%f)f% Df?talbxa Tl e ca[; %’jﬁebte‘; -y1)-met
hanone, sﬁg%ﬁcﬁw@pwéwy%yé Fryfﬂ? Byl 03152611‘11%}%5&7? D5ty hyloxetan-

2H-pyrazalg 3-tiarpaxybt: deidrtietuatiyedrantli(aui¢ 3§ fraomigderidinf33(4-Fnotodilenyd)s- 25
methyl-isqxazakdy g‘ﬂﬁ@l?‘ﬂ&% %TE%W%D%S RUBzeler6 e boediaacid Aoy -2-
U3-( Fluoro phenyl)

methyl-propyl)- amlde methyl-isoxazol-4-ylmethylkarlino} -2-
methyg-2H-py &Z@l&% garhexylic acid grrahydiapyandagt)-amide, 5- {[3-(4-Fluoro-phenyl)-

5-met yI isoxazo methylkamino } -2-methyl-2H-pyrazole-3-carboxylic acid

(3-methyloxetan-3-y1 amld [(5-meth ridi e 1-2H-
30 pyrazole- 3a§ar€f)§xl)3} ic aCi (%Hprarh gg%){}%%%%%k%%% éej&i r%él%ﬁﬁ%g%ﬁr%%y%%%%%Z

ypisoxazolbq- SR EAEN-morpholino-1H-pyrazolc-5-carboxamide, 34(345-
fluoropyridin-2-y1)-5-methyliso xazol-4-yemethylamino)-1-methyl-N- (tetrahydro -2H-pyran-4-

y1)-1H-pyrazolé-8c&ttenmmkersieS- o hybrepsmaint 20rmytsy Hratpns oxaashy- 2 H-pyrazole-3-
yOmethylanbaqyilc medhpkiyd@-methybexetarodylidatitt pyd 26l Boachday e muol-
s SIS Sy et ey
Eon?pour?c?lafg% E‘uéﬁg?ﬁ %“8% ?ﬁwg’ Tormara 1%, t#grvﬁet%&fraggg jwnrﬁl ﬁ"ﬁf 9Fformula I
to a compétmw@ﬂfbﬁrﬁmﬁa(ﬁ-metb]’ﬂe@ﬁ%ﬁ@eﬁyy%%rﬁbo%%@ﬂb%{%ﬂﬁtm]rédﬁf@%?ﬂ% é(iéé‘i’ﬁﬁ%nd of
formula Il toy@methyl)-amino]-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, -methyl-3-
((5-methyl-3-(pyridin-2-yh)isoxazol-4-yDmethylamino)-N-morphelino-1H-pyrazole-5-
30 carboxamide, 3-((3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-
(tetrahydro-2H-pyran-4-y1)-1H-pyrazole-5-carboxamide, and 3-((3-(S-fluoropyridin-2-yI)-5-
methylisoxazol-4-ylmethylamino)-1-methyl-N-(3-methyloxetan-3-y1)-1H-pyrazole-5-

carboxamide,
or pharmaceutically acceptable salts or esters thereof.

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

the group consisting of



5 compound of formula I,  wherein any residues and variables have any of the meanings as defined
herewithin. One certain embodiment of the invention is a process for preparing a compound of

formula l, \/\@8}}?}5%%3% comprises reacting a compound of formula feR4NHbhysitzgsaompound of
10 formula Ill, 1II' ~ wherein any residues and varlig les have any of the eanings as defined herewithin

and R is lower alkyl or H. WO 2010/127975PCT/EP2010/055694 -39-  One certain embodiment of -
the invention is a compound as described here within for the use as a ed'canlent. ., One certain .
Ao R e

embodiment o tH&# éﬁ\‘[ﬁ%‘%‘%@%ﬁ?‘?ﬂﬂ%ﬁ’é’ﬁ@’&%’é’ (ge aslfherapeutically
active substanpglaB@neSekataitr@mibobimbnhofthsinveritibnlisvinsiraporriazalydese B Rerewithin
for the usgfplsthacierareyic, amsiioPrenharisisaatment(sf grlisorsies- oncanpidopltediated by the
GABA A clogacepiar, or il ean beigalen via MadUAlB Ol R GARAA.PRARERRLALI 5. One

certain em oéﬁfneﬁ(?o the mvention is'a comp as descri ewithin_f ]?:{1 ,aS
theraéeuﬁ@éhylﬁ%ﬁﬁ?éosltfbg{hﬁ@édf}ﬂzFﬁ‘é’%ﬁ%ﬁéﬁﬂl‘@“&mPﬁf‘ﬁﬁhﬁ%ﬁ&%&a?ﬁ% %ﬁg diseases and
disordersrietateghtoghes GBI AsaSerebdptlrvinyOridleprtaim lerhisodionshe etithel ibicitBing-a
compoungs leSeEbS bereplinoG igisg - e erpEICRahSop D LG ment of
acute neurcloaical disoiders, Sionc seyologieal dRRIES ROUANEISAINESS AFElmerS cisease
memory GRSt SERIS oA positive. negative and/or cogriitve s ri?s ssociated Wi
ohizoph RSBV AT AR AR HETER BT Sy he OO D s
disorterspdisgtdensinflcrgtetiny thiffims aanyorivihictaterah stierdsisliatSyyhenitietadsed by
AIDS, psyenntq slisoriers-shistancedndusesagychotio.disorderrardeky slisatdersicgenaralized

e SRR, S e el depr s Ao s o

' _1|sb rkinson's disease, re tIeRS§ Eﬁ S 3n§c/i ome, cognition
20 deficieviey! HidBraBrgoREtRmbart deHe ARy HeBY tiesHrEbp Lo ‘rq ?6%5 hiatric
conditionSpaychiesis) dtentiyi-seficithiptractivi2tisomdesladwopethill peih (ke ang-attentional
disorglers,QLdon URG,A8-ERlIVE @NDANCRISFluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl}-2H-
pyrazole-3-carboxylic acid ethylamide, and 5-§(E)-2-[3-(4-Fluoro-phenyl)-3-methyl-isoxazol-4-

yi}-vinyl}-2H-pyrazole-3-carboxylic acid amide,
or pharmaceutically acceptable salts or esters thereof.

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

20 the group consisting of

5-{(Z)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl} -2-methyl-2H-pyrazo le-3-

carboxylic acid isopropylamide, 5-{(Z)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yi]-vinyl}-
2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, 5-{(E)-2-[3-(4-
Fluoro-phenyl)-3-methyl-isoxazol-4-yl}-viny!} -2-methyl-2H-pyrazole-3-carboxylic acid

25 isopropylamide, 5-{(E)-2-[3~(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl} -2-methyl-2H-
pyrazoie-3-carboxylic acid ethylamide, 5-{(E)-2-[3~(4-Fluoro-phenyl)-3-methyli-isoxazol-4-yl]-
vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-2-methyl-propyl)-amide, 5- {(Ey-2-
[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylj-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-

30 methyl-2H-pyrazole-3-carboxylic acid amide, (1,1-Dioxo-1,6-thiomorpholin-4-yh-(5-{ (E)-2-[3-
(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyl } -2-methyl-2H-pyrazo I-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-

35  methyl-isoxazol-4-yi]-vinyl}-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-
ethyl)-amide, (5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyi-isoxazol-4-yl]-vinyl} -2-methyl-2H-
pyrazol-3-yl)-(2-oxa-6-aza-spiro[ 3.3 Jhept-6-yl)-methanone, and 5-{(E)-2~[3-(4-Fluoro-phenyl)-



One certain embodiment of the invention is a medicament, comprising a compound as described
herewithin. 250ne certain embodiment of the invention is a pharmaceutical composition comprising a
compound %&ﬁﬁ& %q-herewnhm as an active ingredient and a pharmagegiiealiyaseeptable carrier
and/or a pharmaceutlcally acceptable auxiliary su% ance. One certain embodiment of the invention
is a pharmaceutical composition, comprising a co pound as described hcrewithin for the therapeutic
and/or prophylactic treatment of a disorder 30 or conditi dlat%g bCy dt?ft?dABA % ¢o receptor, or
that can Beteaatioarphdduiatio ot e BR A R &P ?: pior e yaroxy:
2010/1279+=RETIRPR2040I)55694 -40- and/or prophylactic treatment of diseases and disorders which
are related to the GABA A a5 receptor.  One certain embodiment of the invention is a
pharmaceuticak gaarpasiiataibpapssitieadempeterd tisrdeScribed herewithin for the therapeutic
and/or prophylactic treatment of acute 5 neurological disorders, chronic neurological disorders,
cognitive disorggsscAlZhempisiseastemamatyndeficiis ssohizaphienia fpositive stlegadieomnd/or
cogm%ve %rg[%tgmc{s) %Q%%tted with schizophrenia, bipolar disorders, autism, Down syndrome,
neurofibrom type 1, Sleep disorders, dlsorders of circadian rhythms amyotrophic lateral sclerosis

(ALS), demenlga]v? Hsfegi ‘d%nx%q' sxg cJisorder 13% é@pgg— wead payahatigdizgider, anxiety

disorders, 10 gen alize

%anlc dIS dls?jﬁcl‘ir{ r?‘ses Q/e/compulswe
d|sorders(taifalﬂé‘d§f’ré’§§361§dfaé’rmmé'aé"(qiic B%%Orﬂw&‘éﬁ 8 AP BERINSSHS ease restless
leg syndremaéyGoghiandeficnoyxgisorddrsombit Lm#ayéﬁm@méﬂifa(%w(ﬁiﬁ%ﬂﬁ}é}ss’%&l@ssmn
neuropsyghieliy @qngﬁae§y;1mef?@rsmt}gﬁ:&m@eBaﬂayﬁarg@ﬂvaim@ﬁ@eﬁmm@mmmln stroke
and atten rders.or for use Nitiy e

bon {g E?e %Eg ugFosphienyl-> '5' Xi. oﬁfnpn?eq ﬁﬁq ¥R 8@%?%&%%?8?@%}1“%%%1@

inve descrl ereW|t for the’ manu cture Oﬂo ‘a medicament for

the therapetrtie el proptil a@ﬁ@ﬁ%ﬁn%ll}f{%@ AoriEH S ContitBR EAXtEEEY the GABA A a5
receptor, ghibibeanite ireateld-Siambodyiation dfahnehGixBayAas-recepide. 5-[3-Cnkleitain

emdk;odim 1g{ntla ?geﬁggﬂ,ﬁsfq?ﬁma@ﬁ@e@&?ypma@ﬁ@ﬁcwaﬁbla:esamﬁmmae dowithe therapeutic
and/or pr reatm o1 dise ISOr A%e& receptor.
g F‘?’g?'ﬁ% Qe of3f e mg @?ﬁ U 9&?{3 goungggésg[)ﬁd9 f’;&&&%% &é’ i

One certa n veh e us

cri %Ferem in Sor the
mandﬁct@r@@iﬁlaiﬁfémm?ﬂ%ﬁ%ﬂ%r%?ﬁ%ﬁﬁ?%ﬁé?@r%&ﬁﬁ‘yﬁ%ﬁ?lﬁ@a ng%ﬁ% "WEGiB %)(} ological
d|sorders,schy@meymu@agjmmgyﬂac&m@ﬁm@kmb@w@wammmﬁeﬁlgeagie 25 memory
deficits, seliznpaRiR. PR béﬁFth%%%@@ﬂds’qryqag@ﬂié%wm@&@ﬁasmammwmmmmphrema

bipolar dISOI‘d utism, Down. euro br m i I rs, disorders of
circadian Wy?ﬁ?jes SHVSHOS wﬁ era e?rguss egr'\ge%n?éo@ CﬁSﬁP pql&Rf e

otic disorders,
substancéﬁmwgeglﬂﬁ@%@w&i@?t%%m SPYERRIGAZE 65 ?&%@{Y S&hic disorder,
deIusmmam@r@lem)@bmg»{él@;mpmmwmémmtelsm@héw@eﬁtw -Aceidns,
movemenhﬁ* QedssR. Rarki Qié%ﬁ%ﬁetﬁ%ﬁ%ﬁﬂegﬁy&%m&e{scpgmlmcd&flﬁi&f}ﬂyﬁ'sorders

multi-infar f?ementl mood d| ﬂ{gthg}e ssmgﬁu §r*ﬁgllr 8[1561 > -HQAt@QE‘a- |§e -
attentlon a& |so er, ne F é%tafggq roke and at der oy for use as
cognitive Mmhénone @1%/% -Cekhlprerplsadine FRERER d as

described iI@I@Mﬂ@il&-S&idfdk@eMmdmmm}athdpﬂwmwréammodﬁ@w@r%r condition

mediated by.the CGABMAA. g 1o thakean beppiad Mia meshiationcnf (he@ARAN a5

receptor. WO E)p]%%ly o d? CS-I%F? 9%10/19)513 6@%@1} 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-pyrazo le-3-carboxylic acid (3-methyl-
oxetan-3-yl)-amide, 2-Methyl-5-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-amino]-2H-

30 pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yl)-amide, 1-methyl-3-((5~-methyl-3-(pyridin-2-
yl)isoxazoi-4-ylymethylamino)-N-morpholino-1H-pyrazo le-5-carboxamide, 3-((3-(5-
fluoropyridin-2-yl)-5-methylisoxazol-4-yl)methylamino)-1 -methyl-N-(tetrahydro-2H-pyran-4-
yi)-1H-pyrazole-5-carboxamide, 3-((3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-
yl)methylamino)-1-methyl-N-(3-methyloxetan-3-yi)-1H-pyrazo le-5-carboxamide,

35 or pharmaceutically acceptable salts or esters thereof.



-4 1-  One certain embodiment of the invention is the use of a compound as described herewithin for
the therapeutic-and/or prophylactic treatment of acute neurological disorders, chronic neurological
disorders, c&qp'%\{&,gl@%ders, Alzheimer's disease, memory deficits, schigzapbpeniaygesitive, negative
and/or cognitive symptoms associated with schizqggl”renia, 5 bipolar disorders, autism, Down
syndrome, neurofibromatosis type I, sleep disorders, disorders of circadian rhythms, amyotrophic
lateral sclerosis (ALS), dementia caused by AIDS, psychotic gisordershsubst%nggﬁwdygoed Bgychotic
disorder, anxiétyues hndirerRfiot tha kBN UL Al BEhIR REGIE GSSionar disorder,
obsessivé/esniphisiédiseittins pdouteptiness ehsardes drerjingldictionromwinfertdsdtbérs
Parkinson s disaase s esians 1eg shReramereogniton L ddpbeoienoy fisouters multbinfenct démentia,
mood disgiders, flepression RAMPRSYERIRTE CRndliens RauShasS, aliepliarrdefisiumeradivi
disorder, neuropathic pain, stroke and attentional disorders or for use as cognitive enhancers.  One
certaif erﬁ%ﬂﬂ%ﬁ’ﬁgﬂ%‘m%ntion is a method for the therapeutic and/or prophylactic treatment of a
disorder or condition mediated by the GABA A cc5 receptor, or thag 15 carn, be treated via modulation
of the GABA ﬁ/é% e or, particularly for the therapeutic and/gg pro Rctic treatment of acute
neurological d orql' rs, chronig.ngurological disorders,, cognitive Wiséfders, Alzbémer's diggase,
memory defig:i ) izophren Sitiv, (,Jnegati\ze_andlo.ncog itie sy torr?@}wfwnh
schizophrefa, bipol Igis utisfp, Down syndrome, nelrofibromatgsis'type™, sleep_djsorders,
disorders of circadian rhiythms, amyotr@aphjgdateral 20 sclerosis (ALS), dementia caused WAIDS,
psychotic disorders, sulgtance-induced psychotic disorder, anxiety disorders, generalized anxiety
disorder, panic disorder, delusional disorder, obsessive/compulsive disorders, acute stress disorder,
drug addictions, movement disQrders, Parkinson's disease, restless leg sygdrome, cognition deficiency
disorders, multi-infarct dementiay mood disorders, depression, neuropsychiatric conditions, psychosis,
attention- 25 deficit/hyperactivity '§&§Fedr|}1h|europathic pain, stroke and Att€tFRINgd disorders or for use
as cognitive enhancers, which method!comprises administering a compoundi as described herewithin
to a human being or animal. One certain embodiment of the inventionf is a method for the therapeutic
and/or prophylactic treatment of a disdrder or, conditiﬂta related to the GABA A a5 receptor, 30
particularly for the therapeutic and/or prophMactigfreatment of gcute neurological disorders, chronic
neurological disorders, cognitive disorders, ' 3s€, mem@ry deficits, schizophrenia,
positive, negative and/or cognitive sympt iated i renia, bipolar disorders, autism,
Down syndrome, neurofibromatosis type I, sleep disdrders, disordersyof cigcadian rhythms,
amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, p otic35 disorders,
substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder, panic disorder,
delusional disorder, obsessive/compulsive disorders, acgug]ﬁ stress disor er{ﬁ%[%grg\gghcl:}lions,

de

movement disoFAEFS TPENTREANE HSaRLE e P Sy RSB EbEhitToR Teticiency disorders,

multi-infarct dementia, mood disorders, depression, neuropsychiatric WO
2010/127975P R nGmbsgoent of the invention 15 a process for preparmg a compound of formula

I, which process comprises reacting a compound of formula R*R*NH (1) with a compound of

10 formula I,

T

M g

1

R L/k)\{oﬂ_ﬂ
i

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.



-42- c_onditio_ns, psychosis, attention-deficit/hyperactivity disorder, neuropathic pain, stroke and
attentional disorders or for use as cognitive enhancers, which method comprises administering a

compound %?pﬁﬁgﬂ%%hgrewithin to a human being or animal. The prefafriggebasiaations using the
compounds of the present invention are cognitive §9§Iisorders, schizophrenia, positive, negative and/or

cognitive symptoms associated with schizophrenidand Alzheimer's disease. Most preferred

indications are schizophrenia and Alzheimer's disease. Particularly preferred is the.indicatign
Alzheimer's diSBassTtinTER R dMEBUAHL 6 S ERIL ﬁ@a??ﬁ@%’r@agﬁ ({f %eg em{gmi%ﬁrt?l}g following

e iR HCCoraance W
schemesu®ha starilngmeaterial is commercially available or can be prepared in accordance with
kno_wn 10 methods. Any previously defined residues and variables will continue to have the previously
defined meanipgcusiess etherdisenincicatethverTihe presentsompos ddscobedrirataythamdomién

pharmac%géiggu%pa(b%gggg@gﬁ@\l,{%gg&maprepared by a process comprising the steps of: A) Reacting
a compound of formula 1 with hydroxylamine hydrochloride in a suitable solvent, 15 such as ethanol

and water in the presence,of AHASE FUED A3 AAKAKS SABLAY doxide 0. giNe-&aamprLRgt of
db

formula 2, followed by reacting the compound of formula 2 with a chlorinatin :
N-chiorosliE R ATHER S RABILE IR BEch BRI 15 S L S s oF At B o
ON 111l HEREH RInDkig8020Stherae it Syiehadgnsdidasivnadiie S 31B) A €068 of formula 3 is
then reacted further to a compound of formula 6 by reacting i) with a compound of formula 4 in the
presence of a SuitalelesbasehsdicieaisdfisthytanTiien iiv a soitabladsiventegbeh hesesrifbiaféihor

ii) with a cRmpeYRd HtirimmaRdndhenissangs-oha switaplachased/suchasifietiylaminen?sin a

suitapje solvent, suchas dictylether, \WQ 2930012 A{RGT/EP2010/055694

One certain embodiment of the invention is a compound as described herewithin for the
use for the therapeutic and/or prophylactic treatment of acute neurological disorders, chromic
neurological disorders, cognitive disorders, Alzheimer’s disease, memory deficits,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,

15 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 discase, restless leg syndrome, cognition

20 deficiency disorders, multi-infarct dementia, mood disorders, depression, neuropsychiatric
conditions, psychosis, atiention-deficit/hyperactivity disorder, neuropathic pain, stroke and

attentional disorders or for use as cognitive enhancers.

One certain embodiment of the invention is a medicament, comprising & 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 o5 receptor, or that can be treated via modulation of the
GABA A a5 receptor.

One certain embodiment of the invention is a2 pharmaceutical composition, comprising a

compound as described herewithin for the manufacture of a medicament for the therapeutic



-43- Scheme 2: Synthes_is of intermediates 6 C-1) A compound of formula 6 is theﬁ reacting to a
compound of formula 8 with i) a reducing agent, such as lithium aluminum hydride, in a suitable

solvgnt, SP‘%’O@?@I&?{E???EO give a compound of formula 8, or  u-1) a hydealgiemgemssuch as NaOH
or Li01-1 in a suitable solvent such as THE, MeOH, gr EtOH, water to give a compound of fonnula 7,

ii-2) followed by reacting a compound of formula 7 With a reducing agent, such as lithium aluminum

hydride or ethylchlor [ [ ide i j
THE or UF? TBBEHEH STl HOUIECE W0 2Dt B/ BT 8 0055604
44 C-Zﬁéc&;ﬂmpound of _formula 8 is further reacting with a compound of formula 9 in the presence of
trlphenylphosphln_e and diethyl azodicarboxylate (or diispropyl azodicarboxylate), in a suitable solvent,
such as THF, Gngiveraicempotindofcothniavedtion dompoerhonfirnh GRITOSHIANISEFRERENY in the
presence, gf 8 siiahleibase.aurh-asRRsivnRarhendaiin maltablepbysaivertosuainasDAME to give
a Corgpogggrgf‘ofg%ra? lékgo%dlérs, &%ﬁg{g‘ geﬁ'm%/ gltcl‘i a@o?[lé%%%%ﬁ%e&s’lo]fders, 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,
10 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 use as cognitive enhancers.

15 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 a
disorder or condition mediated by the GABA A o5 receptor, or that can be treated via
modulation of the GABA A a3 receptor.

One certain embodiment of the invention is the use of a compound as described herewithin
20 for the therapeutic and/or prophylactic treatment of diseases and disorders which are related fo
the GABA A u5 receptor.

One certain embodiment of the invention is the use of a compound as described herewithin
for the manufacture of & 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 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/compulisive

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 co gnitive 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 o5 receptor, or that can be treated via modulation of the GABA A as receptor.



D-1) Alternatively, compounds of formula 6 can be reacted with benzaldehyde in the presence of a
base such as sodium ethoxide in a suitable solvent such as ethanol under reflux to give a 10
compound 9@;5%119197;% followed by reacting a compound of formula 12pwithzeosestusisig agent, such
as lithium aluminum hydride or ethyl chloroformate, in the presence of sodium borohydride and a
suitable base such as triethylamine in a suitable solvent such as THF or water to give a compound of

formula 13. 15 Scheme 5; Synthesis of intermediates 13 D-2) Compounds, of farmuyla 13 can react
with a compo&ii§ SEeHmS P fHTRRE! Bféggﬂfg’ée%tﬁﬁﬁﬁ y‘fﬁﬁ8§26%%pﬁlagﬁaﬁweﬁﬁ%%%ﬁ%@%me (or

diispropyfeaztigictadnapeyitite jritier spivpbyéesoivarretsth a€ TRIEIGRICRIEBMBBOIETS! FsTtifa 15.

- WO 201Q/4.24R¢RRCTHBRR1)/026604vA5-disdiea2C KiSehenie 6dBynthesismfivnternigitistes 15
D-3) A C%ﬁ chg:}]ageggaforrcpsli!tl%elSB%ﬁi%a&ﬁMJhggﬁM{Re sy} QXidizingnagant fuekbBsrenia,
psmlum( 11T)-oxide ahc?sodl_ufn taperiodate In thef resence of ben Itrl%thglgmmgniu[ln ghloride

in theSpredantes o SeitabiE SO N AT S SRR HSNS [O&E%E?ﬁ}%‘et%ﬁﬁ V\%e Shelevated temperatures

to give a ebeivpadingl bl formuten $&rophicAytRaHbewsys retleShg arsatipeuneidntotaPTEchatl a
reducing %&ﬁ;&}&§%ﬁﬁ%&§@%@%&@ﬁ@ﬁ%ﬂd gigvalsyitaklesdiveniay chesaiirethandktp Gbeedar,
compound of farmula Qr. ji-1) alternati ctegbwith AD
WA e SR S R e sy
Compoun%ﬁéﬁ&ﬂﬁulén?g‘?mem disorders, Parkinson’s disease, restiess leg s 10

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

syndrome, cogn

conditions, psychosis, attention-deficit/hyperactivity disorder, neuropathic pain, stroke and

attentional disorders or for use as cognitive enhancers.

One certain embodiment of the invention i3 a method for the therapeutic and/or
prophylactic treatment of a disorder or condition mediated by the GABA A a3 receptor, or that

15 can be treated via modulation of the GABA A o5 receptor, particularly for the therapeatic 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

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, acuie stress disorder, drug addictions, movement disorders,
Parkinson’s disease, resiless 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 ceriain embodiment of the invention is a method for the therapeutic and/or
prophylactic treatment of a disorder or condition related to the GABA A od 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, muiti-infarct dementia, mood disorders, depression, neuropsychiatric



ii-2) which_ can then be reacted with lead tetraacetate in a suitable solvent such as benzene and thén
reacted with a reducing agent such as sodium borohydride in a suitable solvent such as methanol to

give a comReynghgfhtesmula 17. Scheme 7: Synthesis of intermediates FCTRP2)MEsMmpound of
formula 17 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.

Me02C 17 Scheme 8: Synthesis of intermediates 1 E)Aco 0 2 b ted
with a cofTBELINGSof REYFINSs AU HES prgsence%)fE TGN p Fehy pﬁﬂgpﬁlnggﬁg{ggé% %tgg(%cé%lgce)i;zte

(or diisprefyhizediGarbyletddr A AeaBIESHVERICS TN AP B fmula 21.
WO 2010/423876P6 TR 20 09B5R8H4 14T urfag 0 or T e B i

The preferred indications using the compounds of the present invention are cognitive

5 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 indication Alzheimer’s disease.

The compounds of formula I can be prepared in accordance with the following schemes.
The starting material is commercially available or can be prepared in accordance with known
10 methods. Any previously defined residues and variables will continue to have the previously

defined meaning unless otherwise indicated.

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

prepared by a process comprising the steps of:

A) Reacting a compound of formula 1 with hydroxylamine hydrochloride in a suitable solvent,

15 such as ethanol and water in the presence of a base, such as aqueous sodium hydroxide to
give a compound of formula 2, followed by reacting the compound of formula 2 with a
chlorinating agent such as N-chlorosuccinimide in a suitable solvent, such as DMF to give a

compound of formula 3.
. +OH
o NIOH Nl
JR—— [R—S
RVLLH R1/LH R‘/|\CE
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

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

in a suitable solvent, such as chloroform, or

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

75 in a suitable solvent, such as diethylether.



Scheme 9: Synthesis of intermediates 21 F-1) A compound of formula 8 can be converted to a
compound of formula 22 by reaction with an oxidizing agent such as pyridinium chlorochromate in a
suitable sol\@{%tﬁﬂﬁﬁ% gDCM, which 5 can be convertgd to a compoundgf.feumiia.23.4y reaction with
tetrabromomethane in the presence of triphenylphosphine. A compound of formula 23, upon treatment
with isopropylmagnesium chloride in a suitable solv&nt such as THF, can provide a compound of
formula 24 and then reacting a compound, of formula 24 with tributyltin hydride and AIBN to give a
compound of formula 25, followed by redction of compound of formula 25 with iodine in 10 a suitable
solvent such as chloroform to give a co nd of formula 26. 8 22 23 262524 Scheme 10:
Synthesis of intermediates 26 F-2) A comp of formula 26 can be reacted with a compound of
formula 27 in the presence of lithium chlori c( coppero) iodide and tetrakis(triphenylphosphonium)
palladium(0) in a 15 suitable solvent such a§ THF to Ve a compound of formula 28. WO
2010/127975PCT/EP2010/055694 -48- IE02E 98272

NfO
SOH 4 j / R2
. .
R1ACE p OMe
3 R i) ©
I
\» 6
o OMe
5

Scheme 2: Synthesis of intermediates 6
C-1) A compound of formula 6 is then reacting to a compound of formula 8 with

i) a reducing agent, such as lithium aluminum hydride, in a suitable solvent, such as THF

5 to give a compound of formula 8, or

ii-1) a hydrolytic agent such as NaOH or LiOH in a suitable solvent such as THF, MeOH
or EtOH, water to give a compound of formula 7,

ii-2) followed by reacting a compound of formula 7 with a reducing agent, such as lithium
aluminum hydride or ethylchloroformate in the presence of sodium borohydride in a suitable

10 solvent such as THF or water.

“f’o R?
R’ %

o7 ~OMe

H—V 5 i)
Ny NTQ
Ap s
o7 ~OH OH

7 8

Scheme 3: Synthesis of intermediates 8



Scheme 11: Synthesis of intermediates 28 F-3) Alternatively, compounds of formula 8 can be
chlorinated by e.g. thionylchloride to a compound of formula 39, which reacts further with a

triphenylph i{)j% }9 gt}g respective 5 phosphonium salt of formula 40. A compQungtabformula 40 can
then react vﬁﬁ% %ém-ﬁohnd of formula 41 (41-1 or 41-2), which was prepaﬁgd ac!({:{graTng to scheme 12,

under presence of a strong non-nucleophilic base &tich as LIHMDS to a compound of formula 42.
Ester 42 can, after being separated into E and Z isomer, and be coupled with a suitable amine

promoted-hy) ah stransr P et isds ECrietgR e BichMpammacbe fdmmi 43n fggresence
2010/12787 %RGI OPROADIRS 268 4did Dy 1 zedkiar Bo@yNGONIg -00shMpIHO-QI{d8Yo)xAans; 46 a
MeNHN%MﬁI@"s‘olvenN s}igfnzﬁ%ﬁ'\k)ogﬁ% Q—compound of formula 10. A compound of formula 10 is

further reacting in the presence of a suitable base, such as cesium carbonate, in a suitable

5 solvent, such as DMF to give a compound of formula 11.

'\f’O R’ ,\ro R’

o HO RJ\{_ Rﬁ){

SO =y M

R \_NH

OH  MeO.C \\l'\l \M'f\J
2 NH N

MeQ,C MeO,C
8 9 10 11

B

R

Scheme 4: Synthesis of intermediates 11

' D-1) Alternatively, compounds of formula 6 can be reacted with benzaidehyde in the presence of

a base such as sodium ethoxide in a suitable solvent such as ethanol under reflux to give a

10 compound of formula 12, followed by reacting a compound of formula 12 with a reducing agent,
such as lithium aluminum hydride or cthyl chloroformate in the presence of sodium borohydride

and a suitable base such as triethylamine in a suitable solvent such as THF or water to give a

compound of formula 13.

N-Q -
| )R N-C N-O
R1 Y ; | Vi \ !
R — o~ \
OMe
© o’ ©H OH
6 12 13

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,



SOC12/DCM --KA'R2 PP113/toluene -"k__ -OH(78%)-CI1(92.6%)-PP113+ Scheme 12: Synthesis of
compounds 43 G) Compounds of formula 28 can further react with a compound of formula 29 or a '
compound Q{%ozwwl% to a compound of formula 50 or with a compoupg-pkieriawesss or a
compound of 5 formula 32 to a compound of formyla 33, i) under Mftsunobu inversion conditions (such
as Ph3P/DEAD in THF), or ii) in a base promoted% kylation (such as Cs2CO3 in DMF). Scheme 13:
Synthesis of cor&oounds 50 and 33 H) Gempounds of formula 8 ¢ [

—

such as PCCito a compound of foimula 34, and then react with ca

suitable red S spdiu cwlghoborohydrlde tg Jla 36. The ester
36canb ydrol zedtot 37 and further coupled with a suit promoted by an

activation agent suchrhs EDCT to agl@ ? und &t formula 38. Scheme 147 Synthesis of compounds 38
WO 2010/127975PCT/EP2010/05568% 251 - 1-1) Compounds of formulaA&;ormula 17, formula 21,
formula 28 formuja 50 and formula 33 can further react according to sta a(\@i methods
~ 6
MeQ,C

15
Scheme 6: Synthesis of intermediates 135
D-3) A compound of formula 15 can react further with

i-1) an oxidizing agent such as osmium(VIIT)-oxide and sodium metaperiodate in the
5 presence of benzyltricthylammonium chloride in the presence of a suitable solvent such as tert-

butanol, dioxane and water at elevated temperatures to give a compound of formula 16,

i-2) followed by rcacting a compound of formula 16 with a reducing agent, such as sodum
borohydride in a suitable solvent such as methanol to give a compound of formula 17, or

ii-1) alternatively, a compound of formula 15 can be reacted with AD Mix-o with
10 methanesulfonamide in a suitable solvent such as tert-butanol and water to give a compound of

formula 18,

ii-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.



i) with a compound of formula 11 to compounds of formula I, or ii-1) to a compound of formula 111, and
5ii-2) further with a compound of formula 11 to compounds of formula I. N-O 2NN12Nr2WC'N-13 | | /R2
RaalRiRI Ororor " F25 Me02C 17 NaOH, H20 or Li OH, MeOH, VHF, H;Qf)ﬁz@l%%éiyﬂ Il Scheme

15: Synthes‘i‘g 0 %lgfnpounds of formula 1

-46-
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Scheme 7: Synthesis of intermediates 17

D-4) A compound of formula 17 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.

O
D e
=N "“*IIV
N\l NN
-‘Rg \Rﬁ
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.



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, WO 2010/12797 P 55694 -52- i)
under MitsuR8H RV&TEidn conditions (such as Ph3P/DEAD in THE), or %ﬁﬂﬁ%ﬁe%%?noted
alkylation (such as Cs2CO3 in DMF). Scheme Ié?Synthesis of compounds 50 and 33 5The
corresponding pharmaceutically acceptable salts with acids can be obgined by standard methods
known to the person skilled in the art, e.g. by dissolving the compouid of foggnula 1 in a suitable
solvent such as e.g. dioxgp,or THE and adding an appropriate 4 the corresponding acid. The

products can usually be iso{ated ¥ filtration prdgy chromatography. The_conversion of a compound of
formula! into a pharmace alﬁ/ accgptaWh% base 10 can be cafjed out.by treatment of such

a compound with such a basenNOne posgi thod to form such a salt is e b@ addition of 1/n
equivalents of a basfk(/‘]es It Such as e.g. M(OH)1 ﬁ[}grein M = metal or a Ln_gpium cation and n =
number of hydroxide ahiaris, to a solution of the ¢ ound in a suitable soivent (e.g. ethanol,
ethanol-water mixture, tetrahydrofuran-water mixture) and to removéigfe. Solvent by evaporation or
lyophilisat ion. 15The convegsion into pharm2@eutically acceptable esters o2dompounds of formula |
bearing a carboxy group can be carried out e.g. by treatment of a suitable carboxy group with a
suitable algphal ysingBeiPocandensaiiag Teagent such as benzotriazol-1-yloxytris(dimethylamino)-
phosphonium hexafluorophosphate (BOP), N,N-dicylohexyl-carbodiimide (DCC), N-(3-
dimethylaﬁﬂig@@&@%@ﬂ&%ﬂﬁwﬁ%@miﬂzﬂd&_hm{}@ﬁ@mﬂ@c@%&@wmwI::ydf@f2a6t>i@alvitwo
201 20A 010300t - YN DL NN el s mstDMbiem et fluar ashiate
(TPTU), or by direct réaction With 3 Suitable alcohiol under aci lic condltlonﬁ??, as for example in the

presefce @ ROt HeIARaERIPRRENY AFolRTBIE AdidYsIfRTHE R &Y b ATE AN HEE SAvVEFsion into
pharmaceutically acteptabtedshesploficonipoumtscahformulforbekringpa hydroxireospicaribe carried
out with i@ﬁﬁ@,@%@%&%%%@qﬁ melhasls. solviisafamas tTeiF prepaiaiar is behgesaribed in the
examples, i rompouniis.Cllolita Lasyelesabiisimadite Riadyrls fanhe BiEnaed gecording
to analogous methods or accordin flo ﬁ1epmet ods set forth herewithiri, Star_ng materials are

commerckiy agampsendabiRiimie 9a{ﬁ1-l9ﬁvé‘§ﬂjﬁéeﬁ?é‘%r‘gc%‘wﬂ%?ﬂ6’(@‘1{%\;\%‘&1‘%@ 5’&?8? [ analogy

theret®. a suitable solvent such as chloroform to give a compound of formula 26.

|\f’0 R N-C ) ;\g—O 2
R1 / : 1 [ / R = of 7
R _ R . Br
OH 0
Br
8 22 23

|

-0
1 '\?'i R i\igi R o ) )R
R _ R _ \
I Sn(Buj, 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 i the presence
of lithium chloride, copper(I) iodide and tetrakis(triphenylphosphonium) palladium(0) in a
15  suitable solvent such as THF to give a compound of formula 28.



101t will be appreciated that the compounds of general formula I in this invention can be derivatised at
functional groups to provide derivatives which are capable of conversion back to the parent compound
in vivo. Phawoag{%lgijzigggests The compounds of formula I and their ph@@&gﬁg{m@%ﬁccepyable .
salts and esters possess 15 valuable pharmacological properties. Compounds of the present invention
are ligands for GABA A receptors containing the a8%ubunit and are therefore useful in the therapy
where cognition enhancement is required.  The compounds were invegtigated in accordance with the
test given hereinafter: Membrane preparation and binding assay Zoﬁwe ffingy of compounds at GABA
A receptor subtypes was measured bygerypetition for [3H]flumazent CPmmol; Roche) binding to
HEK293 cells expressing gt (stably transte ed) or human (transiently tkansfected) receptors of
composition at 133y2 2, a3333y2 E&ES?Z-.—G@LI—peHets were suspended in Krebs-tris buffer
(4.8 MM KC1, 1.2 mM CaC12,1.2 mM 25 #, 120 rnM NaCl, 15 rriM T Nt 7.5 binding assay
buffer), homogenized by polytron for ec on ice and centrifuged for0 nim at 4 C (50000 g;
Sorvall, rotor: SM24 = 20000 rpmi). The cell pellets were re-suspended in Kyebs-tris buffer and
homogenized by polytron for ca. 15 sec on ice. Protein was measurdd€Br&dford method, Bio-Rad) and
aliquots of 1 mL were prepa# d and stored aé-SO C. 30Radioligand binding agsays were carried out in
a volume of 200 mL (96-we %Iates) which cHhtained 100 mL of cell membranes, [311]fiumazenil at a
concentration of 1 rilM for al, a2 and a3 subunits and 0.5 TIM for a5 subunits and the test compound in
the rangeSshame10-Syatbes ! [isesiae Binding was defined by le M diazepam and typically
represented less than 5% of W02010/127975ITTJA)2010/055694 -54- the total binding. Assays were
incubatedFtdJedditimatir ForoompRindt 4 € farauim s catedorbd aeied uni-fitter PRIy ilfration
using a Pagkatahhinnfe sienaladifashiil withticé:tbll witbhabtifer iS5G hokphinis; ipHHEZ. Byspeftavadrying,
‘;'tef'l@Ft?i _ﬁ&kﬁﬂ&'ﬂ@;‘%ﬁtk\éﬁyow&%ﬂ%@%?%Qﬁ%&g&iﬁg%ﬂﬂ@ﬂﬂ@ ﬁpéﬁﬂi{?@rnh%éa\é@lwaﬁ weses@lealated using
xcel-Fit (Micros are eans of two determinations, e,gom
accompa Wﬁ?ggaﬁr@%i re?_{ep "?e)St‘rﬁeT’:1 1% ﬁ%eés_a’[%e aeie(gieé%r? %el gasosgChegrl]ed lt%’eurggr)(fegye ?ésag%%?rr?foaunds
were fourkiressorsassiaoRISI st st AdEMENT BT FSCHREHIA TN 48 JtinltsBRtABY at GABA
A receptosofid Qehaht @ less EMasdt prstensedsarkteonepplad deithith auikib{n M@ Hromatptdfersad
embodimg%&%ﬁowmagfgb@ﬁwgmgg@gﬁgigpmmwjve for the a5 subunit relative to the

al, ot2 and a3 suburiit. Representative test results are listed below. Ex.




hKi GABA A a5 (nM) Ex. hKi GABA A a.5 (nM) Ex. hKi GABA A a5 (nM) Ex. hKi GABA A a5 (nM)
41.3443.18744.71300.9232.4
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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,
i) under Mitsunobu inversion conditions (such as Ph;P/DEAD in THF), or

i) in a base promoted alkylation (such as Cs;CO3 in DMF).
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Scheme 13: Synthesis of compounds 50 and 33
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MeO,C

H) Compounds of formula 8 can further be oxidized by an oxidant such as PCC to a compound
of formula 34, and then react with compounds of formula 35 with a suitable reducing agent such

5 as sodium cyanoborohydride to a compound of formula 36. The ester 36 can be hydrolyzed to

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

as EDCI to a compound of formula 38.
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OH = 1.MeOH/mol sieves

2.NaCNBHgzAcOH

8 34
N—Q N—0
R1)1\fkR2 R1/YLR2
NH NHR3R4/EDCI/HOBYDIPEA NH
h 3
J 10-40%) ~ R
X1 ( X]
')\%,OH )YIHVNR4
o] o)
37 ' 38

Scheme 14: Synthesis of compounds 38
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I-1) Compounds of formula 10, formula 17, formula 21, formula 28, formula 50 and formula 33

can further react according to standard methods
i) with a compound of formula [I to compounds of formula I, or

ii-1) to a compound of formula II1, and

5 {i-2) further with a compound of formula II to compounds of formula I.
N-O 2 2 N-C, 4
R R
L e A
o] or =
R
N ! N
NN S NH NN
\Rg -.Ra
MeO,C MeO,C MeQ, C MeG,C MeO,C
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dioxahe i
85-95 °C
th-on
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Scheme 15: Synthesis of compounds of formula 1

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 formuia 32 to a compound of formula 33,
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i) under Mitsunobu inversion conditions (such as PhaP/DEAD i THF), or

ii) in a base promoted alkylation (such as Cs;COs in DMF).

i\?fo R’
R' 4
R
+ R5-OH / &
=N
N-O 29
| R? MeO,C 50
R’ 4 + RS
—— 30
NH
/fl\!i + R5-OH
31
MeO,C \
.+-

28 \’)&

Scheme 16: Synthesis of compounds 50 and 33

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 cotresponding 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
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.

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 0-(1,2-dihydro-2-0x0-1-
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pyridyl)-N,N,N,N-tetra-methyluronium-tetrafluoro-borate (TPTU), or by direct reaction with a
suitable alcohol under acidic conditions, as for example in the presence of a strong mineral acid
like hydrochloric acid, sulfuric acid and the like. The conversion into pharmaceutically
acceptable esters of compounds of formula I bearing a hydroxy group can be carried out with
suitable acids by analogous methods.

Tnsofar as their preparation is not described in the examples, the compounds of formula 1
as well as all intermediate products can be prepared according to analogous methods or
according to the methods set forth herewithin. Starting materials are commercially available,
known in the art or can be prepared by methods known in the art or in analogy thereto.

Tt will be appreciated that the compounds of general formula 1 in this invention can be
derivatised at functional groups to provide derivatives which are capable of conversion back to
the parent compound in vivo.

Pharmacelogical Tests

The compounds of formuia I and their pharmaceutically acceptable salts and esters possess
valuable pharmacological properties. Compounds of the present invention are ligands for GABA
A receptors containing the a5 subunit and are therefore useful i the therapy where cognition
enhancement is required.

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

Membrane preparation and binding assay

The affinity of compounds at GABA A receptor subtypes was measured by competition
for [3H]flumazenil (85 Ci/mmol; Roche) binding to HEK293 cells expressing rat (stably
transfected) or human (transiently transfected) receptors of composition alf3yZ, o2P3y2,
a3p3y2 and aSB3y2.

Cell pellets were suspended in Krebs-tris buffer (4.8 mM KCl, 1.2 mM CaCl,, 1.2 mM
MgCly, 120 mM NaCl, 15 mM Tris; pH 7.5; binding assay buffer), homogenized by polytron for
ca. 20 sec on ice and centrifuged for 60 min at 4 °C (50000 g; Sorvall, rotor: 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.

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, 02 and
o3 subunits and 0.5 nM for o5 subunits and the test compound in the range of 10-107 x 10° M.
Nonspecific binding was defined by 10° M diazepam and typically represented less than 5% of
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the total binding. Assays were incubated to equilibrium for 1 hour at 4 °C and harvested onto
GE/C uni-filters (Packard) by filtration using a Packard harvester and washing with ice-cold
wash buffer (50 mM Tris; pH 7.5). After drying, filter-retained radioactivity was detected by
liquid scintillation counting. Ki values were calculated using Excel-Fit (Microsoft} and are the

means of two determinations.

The compounds of the accompanying examples were tested in the above described assay,
and the preferred compounds were found to possess a Ki valie for displacement of
[PH]flumazenil from a3 subunits of the rat GABA A receptor of 100 nM or less. Most preferred
are compounds with a Ki (nM) < 35. In a preferred embodiment the compounds of the invention
are binding selective for the a5 subunit relative to the a1, a2 and «3 subunit.

Representative test results are listed below.

£y, | DK GABA | [ hKiGABA | . hKiGABA = . | hKiGABA
" | A oS (nM) ) A b (nM) i A o5 (nM) i A oS (aM)
1 413 44 3.1 87 447 130 0.9
2 324 45 47.3 88 8.7 131 36.5
3 3.] 46 409 | 89 20.3 132 50.6
4 6.6 47 50.3 90 244 133 4.1
5 14.6 48 23.3 91 1 134 52
6 17.5 49 19.3 92 9.5 135 24
7 36.3 50 3.5 93 14.7 136 10
) 18 51 114 94 6.3 137 1.4
9 6.2 52 7.4 95 8 138 11.0
10 3.8 53 1.2 96 427 139 3.0
11 4.9 54 12 97 435 140 3.8
12 23 55 29.6 98 49 141 8.1
13 0.5 56 6.1 99 24 142 4.8
14 9.3 57 6.] 100 5.8 143 7.4
15 2.5 58 4.3 101 0.9 144 29.3
16 11.1 59 1.8 102 12.6 145 9.6
17 1.2 60 13.2 103 5.7 146 15.2
18 1.2 61 7.4 104 6.6 147 47
19 17.8 62 7.1 103 5.4 148 5.4
20 4 63 13.1 106 8.1 149 67.5
21 2.5 64 16.1 107 17.8 150 26.2
22 6.7 65 5.8 108 3.1 151 13.6
23 1.9 66 6.5 109 9 152 20.9
24 3.5 67 2.4 110 2.7 153 43.4
25 13.6 68 5.3 111 52.5 154 13.0
26 2.3 69 3.5 112 45.1 155 57.1
27 7.8 70 16.7 113 39.6 156 3.9
28 3.4 71 16.3 I 114 16.2 157 51.0
29 10.4 72 1.5 115 20.5 158 220
30 25.2 73 9.4 116 18.2 159 39.9
3] 6.4 74 2 117 6.8 160 25.4
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hKi GABA hKi GABA . hKi GABA hKi GABA
Ex. Ex. Ex. Ex. -
A a5 (aM) A g5 (nM) A g5 (M) A of (mM)
32 15.7 75 3.7 118 5.1 161 19.4
33 20.2 76 10.8 119 20.2 162 30.3
34 5.7 77 45.8 120 28.0 163 99.5
35 6 78 30.2 121 49.6 164 11.8
36 53.5 79 6.5 122 1.6 165 41.1
37 22 80 23.5 123 13 166 55.6
38 38.7 81 5.9 124 2.0 167 16.2
39 5.8 82 29.5 125 0.4 168 77.7
40 21.5 83 11 126 15
41 27.2 84 35 127 29.3
42 15.9 85 27.6 128 1.2
43 9.7 86 39.2 129 11.8

Tabie 2: human Ki (hKi) values

Pharmaceutical Compositions

The compounds of formula I as well as their pharmaceutically acceptable salts and esters
can be used as medicaments, e.g. in the form of pharmaceutical compositions. The
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
e.g. tablets, coated tablets, dragées, hard gelatin capsules, soft gelatin capsules, solutions,
emulsions or suspenmsions. Rectal pharmaceutical compositions are e.g. in the form of

suppositories.

The compounds of formula [ and their pharmaceutically acceptable salts and esters can be
processed with pharmaceutically mert, inorganic or organic cxcipients for the production of
tablets, coated tablets, dragées and hard gelatin capsules. Examples are lactose, corn starch or
derivatives thereof, taic, stearic acid or its salts etc can be used as such excipients c.g. for tablets,
dragées and hard gelatin capsules. Suitable excipients for soft gelatin capsules are e.g. vegetable
oils, waxes, fats, semisolid and Hquid polyols etc. Suitable excipients for the manufacture of
solutions and syrups are e.g. water, polyols, saccharose, nvert sugar, glucosc etc. Suitable
excipients for injection solutions are e.g. water, alcohols, polyols, glycerol, vegetable oils ete.
Suitable excipients for suppositories are e.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
pressure, buffers, masking agents or antioxidants, They can also contain still other
therapeutically valuable substances.
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The dosage, at which compounds of the invention can be administered, can vary within
wide limits and will, of course, have to be adjusted to the individual requirements in each
particuiar case. In the case of oral administration the dosage for adults can vary from about 0.01
mg to about 1000 mg per day of a compound of general formula I or of the corresponding

5 amount of a pharmaceutically acceptable salt or ester thercof. The daily dosage can be
administered as single dose or in divided doses and, in addition, the upper himit can also be
exceeded when necessary.

Examples of compositions according to the invention are, but are not limited to:

Example A

10 Tablets of the following composition are manufactured in the usual manner:

ingredient mg/tablet
Compound of formula I 5

Lactose 45

Corn starch 15
Microcrystalline cellulose 34
Magnestum stearate 1

Tablet weight 100

Table 3: possible tablet composition

Manufacturing Procedure
1. Mixitems I, 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 foliowing composition are manufactured:

ingredient mg/capsuie
Compound of formula I 10

Lactose 155

Corn starch 30

Talc 5

Capsule fill weight 200

Table 4: possible capsule composition

20
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Manufacturing Procedure

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

3. Fill into a suitable capsule.

5 The compound of formula 1, lactose and corn starch are firstly mixed in a mixer and then
in a comminuting machine. The mixture is returned to the mixer; the talc is added thereto and

mixed thoroughly. The mixture is filled by machine into hard gelatin capsules.

Example C

Suppositories of the following composition are manufactured:

ingredient mg/supp.
Compound of formula I 15
Suppository mass 1285
Total 1300

10 Table 5: possible suppository composition
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 T 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.
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Expertmental Part

The following examples 1-119 are provided for illustration of the invention. They should not be

considered as limiting the scope of the invention, but merely as being representative thereof.
Exampie |

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

O

a) 5-(5-Methvi-3-phenvl-isoxazol-4-vimethoxv)-2H-pyrazole-3-carboxvlic acid methyl ester

To a stirred solution of 3-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
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
using a 5 x 50 ¢m 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]".

) [5-(5-Methyi-3-phenvl-isoxazo-4-vimethoxy)-2H-pyrazol-3-yll-morpholin-4-yl-methanone

A solution of trimethylaluminium (2 M in toluene, 0.92 mL, 1.3 mmol) was added dropwise
{(exothermic) to a solution of morpholine (111 ulL, 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
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+HT",
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Example 2

5-(3-Methyl-3-phenyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid isepropylamide

H
N

\ZI

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

5 carboxylic acid methyl ester (100 mg, 0.32 mmol) was converted, using isopropylamine instead
of morpholine, to the title compound (14 mg, 13%), which was obtained as a colorless oil.
MS: m/e = 341.3 [M+H]".

Example 3

Sw(S-Methy}-3—phényl—isoxazol—4-yimethoxy)-ZI:'l-pyrazole-S—carboxylic acid (ietrahydro-
10 pyran-4-yh-amide

H
N= N—|
{
04 O‘(/)w/g

As described for example 1b, 35-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.32 mmol) was converted, using 4-aminotetrahydropyran

mnstead of morpholine, to the title compound (52 mg, 43%), which was obtained as a colorless
15 oil. MS: m/e = 383.2 [M+H].
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Example 4

Rac-S-(S-Methyl—?ﬁ-phenyl-isoxazol~4-yimethoxy)-ZH-pyrazole-3-carb9xylic acid  (tetra-
hydro-furan-3-yl)-amide

5 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 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 5

10 5-(5-Methyl—3-pheny!—isoxazol—4-ylmethoxy)—ZH.-pyr’azole—3-carb0xylic acid NN’
dimethyl-hydrazide

As described for example 1b, 5-(5-methyl-3-phenyl-isoxazo I-4-ylmethoxy)-2H-pyrazole-3-
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+HT".
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Example 6

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

5 To a solution of 5-(5-methyl-3-phenyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.32 mmol) and ethanolamine (29 mg, 0.47 mmol) in toluene {1 mL} was
added 1,5,7-triazabicyclo[4.4.0]dec-5-enc (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-phenyi-isoxazol-4-ylmethexy)-2H-pyrazole-3-carboxylic acid amide

W
O
H,N / \N
o K
15 As described for cxample 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] .



A ct5 (nM) 3215.7755.7 118 5.1 161 19.4 33 20.2 76 10.8

WO 2010/127975 PCT/LP2016/055694
-62-

Example 8

5»[3—(4—Flu0r0-phenyl)~5-methyl—isoxazol—4—ylmeth0xy]—2H—pyrazole—3-carboxylic acid
morpholin-4-vlamide

Ou )
N\ N
O\JNﬁ H =

5 a)  5-3-(4-Fluoro-phenyl-5-methyl-isoxazol-4-vimethoxy]-2H-pyrazo le-3-carboxvlic  acid
methyl ester

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

15 mmol), instead of (5-methyl-3-phenyi-isoxazol-4-yl)-methanol, was converted to the title

compound (420 mg, 9%), which  was obtained as a  white  sohd.
10 MS: m/e =332.2 [M+H] .

[} 5-[3-(4—Fluoro—nhenvl)»S—methvl-isoxazo1—4—vlmethoxv1-ZH-nvrazole—S-carboxvlic acid

morpholin-4-vlamide

As described for example 1b, 5-[3-(4-fluoro-pheny!)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol), instead of 5-(5-methyi-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—F]uor0—pheny]}-5~meti1yl-isoxam3—4-ylmethﬁ)xy}-ZH-pyrazole-3—carboxylic acid
20 piperidin-1-ylamide
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As described for example 8b, 3-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yimethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol) was converted, using I-
aminopiperidine instead of 4-aminomorpholine, to the title compound (78 mg, 65%), which was
obtained as a white solid. MS: m/e = 400.2 [M+H]".

Example 10

5-[3-(4-Finoro-phenyl)-5-methyl-isoxazol-4-vimethoxy]-2H-pyrazole-3-carboxylic acid
pyrrelidin-1-ylamide

Ou /|
N
CN"E F

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

I=

To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazoie-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.
MS: m/e = 315.9 [M-HJ".

b) _ 5-[3-(4-Fluoro-phenyh)-5-methyi-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylic  acid

pyrrolidin-1-ylamide

To a solution of 5-[3-(4-flucro-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)-
1,1,3,3-tetramethyluronium tetrafluoroborate (152 mg, 0.47 mmol), N,N-diisopropyl ethyl amine
(270 pL, 1.6 mmol) and N-aminopyrroliding 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 chioride (saturated) and 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:methanol = 100:0 to 9:1) afforded
the title compound (91 mg, 75%) as a white solid. MS: m/e = 386.2 [M+H]".
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Example 11

5-{3-(4-Fleoro-phenyl)-5-methyl-isoxazol-4-yimethoxy]-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide

O,
\ N
o)
O /\N
NH N
N =
N

5 As described for example 8b, 3-[3-(4-fluoro-phenyl)-5-methyl-isoxazoi-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid methyl ester (100 mg, 0.3 mmol) was converted, using N,N-
dimethylaydrazine instead of 4-aminomorpholine, to the title compound (25 mg, 23%), which
was obtained as a white solid after recrystalisation from ethyl acetate. MS: m/e = 360.2 [M+HT .

Example 12

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

As described for example 8b, 5-[3-(4-fluoro-phenyl)-5-methyli-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]".
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Example 13
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy|-2H-pyrazole-3-carboxylic acid

(tetrabydro-pyran-4-yl)-amide

5 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
4-aminotetrahydropyran instead of 4-aminomorpholine, to the title compound (100 mg, 82%),
which was obtained as a white foam. MS: m/e = 401.2 [M+H] .

Exampie 14

10 5~(5-Methyl—3-pyridin—2-yl-isexaz0§—4—y¥methoxy)-—iH—pyrazole—3-carboxy1ic 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 & 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 HCl (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]".
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administration, such as oral, sub-lingual, buccal, pé?enteral (subcutaneous, intramuscular,
intravenous), rectal topical, mtranasal and trough mhalatlon or insufflation, and comprise at least one
compoung prEharyieexiical ‘ rs thereof, with any

pharmaceutlcally swtable mgredlent ex0|p|ent carrier, adjuvant or vehicle. Oral pharmaceutical
compositibms anspension of N-chiorosuccinimide (6.0 g, 33 mmol) in chloroform (20 mL) was added

A EEEE b

~ pyridine (0.26 mL, 3.3 mmol) and a solution of (E)- and/or (Z)-pyridine-2-carbaldehyde oxime

(4.0 g, 33 mmol) in chloroform (103 mL) during 15 min at ambient temperature. After sturing

5 for 30 min at this temperature a solution of ethyl (E)-3-(1-pyrrolidino)-2-butenoate (6.0 g, 33

mmol) in chloroform (4 mL) was added. The resulting suspension was warmed to 50 °C and a

solution of triethylamine (12 mL, 86 mmol) in chloroform (10 mL) was added dropwise over a

period of 1 h. Stirring was continued for 0.5 h at 50 °C and for 30 h at room temperature. The

dark brown solution was washed with water (100 mL) and the aqueous layers were extracted

10 with dichloromethane (50 mL) and dried over sodium sulfate and evaporated. Purification by

chromatography (Si0,, heptanc:cthyl acetate 8:2 to 1:1) afforded the title compound (4.43 g,
58%) as a yellow oil. MS: m/e = 2333 IMHHT

¢} (5-Methvi-3-pyridin-2-vl-isoxazol-4-vi)-methanol

To a solution of S-methyl-3-pyridin-2-yl-isoxazole-4-carboxylic acid ethyl ester (4.1 g, 18
15 mmol) in THF (229 mL) at 0 °C was added lithium aluminum hydride (367 mg, 10 mmol). And

the resuliing mixture stirred for 1 b at room temperature. Water (1.9 mbL) was added carefully

followed by aqueous sodium hydroxide (15 %, 1.9 mL) and water (0.54 mL). The resulting

suspension was stired 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-vi-isoxazol-4-yimethoxy)-2H-pvrazole-3-carboxylic acid _methyl

ester

As described for example 1a, (S-methyl-3-pyridin-2-yl-isoxazol-4-yl)-methanol (500 mg,
2.6 mmol), instead of (5-methyi-3-phenyl-isoxazol-4-yl)-methanol, was converted to the title
25 compound (281 mg, 36%), which was obtained as a white sotid. MS: m/e = 315.1 [M+HT .

¢} 5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-yimethoxy)- 1 H-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 methy! ester (70 mg, 0.22 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-

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



10 e.g. tablets, coated tablets, dragees, hard gelatin capsules, soft gelatin capsules, solutions,
emulsions or suspensions. Rectal pharmaceutical compositions are e.g. in the form of suppositories.
The compounds of forggfgla 1 and th_eir pharcheutic_a!ly acceptable saltsperﬂgﬂ%gg,sggg be processed
with pharmé@gﬁﬂ&%{ﬁ inert, inorganic or organic excipients for the production of 15 tablets, coated
tablets, dragees and hard gelatin capsules. Exam“SI—é“s are lactose, corn starch or derivatives thereof,
talc, stearic acid or its salts etc can be used as such excipients e.g. for tablets, dragees and hard
gelatin capsul&sasggpiabfe 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. wates-(SelfetBybaquividiusa: yhisontagobdry phsthee BidlSuiaptie Socarbipdits fithjetEBi-solutions
are e.g. \f@tﬁr@_gmﬁohymm glycerol, vegetable oils etc. Suitable excipients for suppositories are
e.g. natural or hardened oils, waxes, fats, semi-liquid or liquid po lyo Is etc. The phalinaceutical
compositions can contain preservati so ubilizers, stabilizers, wetting agents, emulsifiers,
sweeteners, colorants, flavorants, sglts fgr varying the osmotic 25 pressure, buffers, masking agents
or antioxidants. They can also contain:stM other therapeutically valuable substances. WO
2010/127975PCT/EP2010/055694 -56-  The dg@gage, at which compounds of the invention can be
administered, can vary within wideni d will, f-gpurse, have to be adjusted to the individual
requirements in each particular case. i1 the Qf dral adpninistration the dosage for adults can vary
from about 0.01 mg to about 1000 mg per day of a-€o un general formula | or of the
corresponding 5 amount of a pharmaceutically acceptalge salt or egier thereof. The daily dosage can
be administered as single dose or in divided doses and, in additioh, the upper limit can also he
exceeded when necessary.  Examples of compositions according to the invention are, but are not
limited to:Apx@mpis-A 40 Tahiets vddhe-fcHawing sempbsifeyl-awemahtfdotatimdin-Bieuserdinanner:
ingredieng @%@Q}L@c C%g;@oqﬂgkg,fl fopmula %75 Lqﬁpse@ég Cﬁﬁﬂcﬁjarghiél.S converted, using 4-

aminotetrahydropyran instead of isopropylamine to the title compound (85 mg, 99%), which was
obtained as a colorless oil. MS: m/e = 384.2 [M+H]".

Exampie 16

10 5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid  ((8)-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 methy! ester (70 mg, 0.22 mmol), instead of 5-(5-methyl-3-phenyi-isoxazol-4-

15 ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using L-alanino! instead
of ethanolamine, to the title compound (40 mg, 50%) which was obtained as a colorless oil. M3:
m/e = 358.2 [M+H]".



Microcrystalline cellulose 34 Ma._ nesium stearate 1 Tablet weight 100 Table 3: possible tablet
composition Manufacturing Procedure 1. Mix items 1, 2, 3 and 4 and granulate with purified water. 2.
Dry the granules at 50C. 15 3.Pass the granules through suitable milling equipment. 4.Add item 5 and
mix for thregvrﬂiﬁ%fg§7367npress on a suitable press. Example B Capsuleps fﬁ)ﬁ%{"f%]%w&g composition
are manufactured: ingredient mg/capsule 10 Comgtund of formula 1 Lactose 155

Example 17

5-[3-(5-Fluoro-pyridin-2-yl)-8-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
(2.2, 2-trifluore-ethyl)-amide

O,
A
o)
N NN
N/ —
F{ﬁ H F
F

5 a) (B and/or Z)-5-Flyoro-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 HCI (4 N) was added to acidify the muxture 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-vi)-5-methyl-isoxazole-4-carboxylic 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 ethyt (E)-3-(1-pyrrolidino)-2-butencate
(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 mk, 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,, heptanc:ethyl
acetate = 100:0 to 20:80) afforded the title compound (5.83 g, 67%) as vellow oil
25  MS;m/e=251.1[M+H]".

e) [3«(5-Fluoro-pvridin-2-yD-5-methvi-isoxazo-4-yli-methanol

To a solution of 3-(5-fluoro-pyridin-2-yh-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,



| Corn starch 30 Talc 5 Capsule fill weight 200 Table 4: possible capsule composition WO
2010/127975PCT/EP20101055694 -57- Manufacturing Procedure 1. Mix items 1,2 and 3 in a suitable

mixer for 30\?&%%?12%‘79“ item 4 and mix for 3 mir]utes. 3 Fill 'into a.s¥m§ﬁw§ggg45The o
compound ot formuld 1, lactose and corn starch are firstly mixed in a mixer and then in a comminuting

m_achine. The mixture is returned to the mixer; the®8ic is added thereto and mixed thoroughly The
mixture is filled by machine into hard gelatin capsules. Example C Suppositories of the following
Compositﬁ)ﬁ araadi amiiestviised ﬁﬁ@; 5 @ﬁ%@s‘ﬁ{m 3 to room temperature over 1 h, the mixture

was cooled to 0 °C and water (0.2 mL) was added carefully followed by aqueous sodum

hydroxide (15%, 0.2 mL) and water (0.6 mL). The resulting suspension was stirred for 4 h at

ambient temperature and fikered over Hyflo®. The filtrate was then concentrated and
5 purification by chromatography (SiOz, heptane:cthy! acetate = 50:50 to 0:100) afforded the title

compound

(1.47 g, 71%) as a light yellow solid. MS: m/e = 209.1 [M+HT"

d) 5-[3-(5-Fluoro-pyridin-2-v1)-3-methyl-isoxazol-4-ylmethoxy}-2H-pyrazole-3-carboxylic acid
methvl ester

10 As described for example la, [3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-yI]-methanol
(350 mg, 2.46 mmol), instead of (5-methyl-3-phenyl-isoxazol-4-yl)-methanol, was converted to
the title compound (370 mg, 45%) which was obtained as a white solid. MS: m/e =
333.0[M+H]".

&} 5-[3-(5-Fluoro-pyridin-2-vD)-5-methyl-isoxazol-4-yimethoxv]-2H-pyrazole-3-carboxylic acid
15 (2.2 2-trifluoro-ethyD-amide

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-vlj-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-HHT



Compound of formula I Suus' omass 1285 Total 1300 10 Table 5: possible suppository composition
‘Manufacturing Procedure The suppository mass is melted in a glass or steel vessel, mixed thoroughly
and cooled to 45C, Thereupon, the finely powdered compound of formula.}.is.agdad-fagreto and
stirred untiIWﬂ&glgfiﬁg%?%ed completely. The mixture is poured into suppository moulds of suitable size,
left 15 to cool; the suppositories are then removetf ffom the moulds and packed individually in wax
paper or metal foil. WO 2010/127975PCT/EP2010/055694 -58- Experimental Part The following
examples 1-1E3amglerbided for illustration of the invention. They should not be considered as limiting
the scope of the invention, but merely as being representative thereof. Example 1 5

[5-(5-Methy3-G-bhenyisoidinel-21yrmttiodisoxoyrhabpethany hidfppatioley-riatraighacid

tert-batylamide
O,
WA
O
OW VAR
N —
NN

1t r-

5 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, 03 mmol}) was converted, using
tert-butylamine instead of 2,2,2-trifluorocthylamine, to the title compound (25 mg, 22%) which
was obtained as a white solid. MS: m/e = 374.1 [M+H] .

Example 20

10 5-{3-—(5—Fluoro-pyridin—Z-y‘i)-S-methyl—isoxaz01-4mylmeth0xy}-2H~pyrazo]e-3~carboxylic acid

(2-hydroxy-ethyl}-amide
OH
F . ﬁf

_ -
WA WA
O
N
O

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-yimethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title

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



a 5- 5-Methyl.-3- hen 1-isoxazol-4-lic acid methyl ester To a stirred solution of
5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester (1.30 g, 9.15 mmol) and
(5-methyl-3%§)h%[r)1 I/-izs%%gzol-4-yl)-methanol (1.73 g, 9.15 mmol) in THF {3Q M HkaaEHC under argon
was added ﬁheny phosphine (3.12 g, 11.9 mmol), then diethyl azodicarboxylate (2.07 g, 11.9 mmol)
was added dropwise. The reaction mixture was wi }r'ned to room temperature and stirred overnight.
The reaction mixture was then evaporated. Purification by chromatography (silica, heptane:ethyl
acetate = 1:1 ExemgeMbromethane:methanol = 9:1) gave a colorless oil (800 mg) which was triturated
with diisopropylether and further purified 15 using as x 50 cm Chiralpak AD column at ropom,
temperatsHid-(SiFtperoipppdipahseprethe i Baprbyisime eyl HelenbrraboadififE afford
the title cgmﬁgm,{g&) mg, 9%) as a white solid. MS: m/e = 328.3 [MHr. b. 5- 5-Meth 1-3- hen.
1-isoxazo 1-4- A solution of trimethylaluminium (2 M in toluene, 0.92 mL, 1.3 mmol) was added
dropwise 20 (exothermic) to a soluly'on of moTho tine (111 tthy,1.3 mmol) in dioxane (3 mL) and the

resulting mixture was stirred at roorm temperature for ]E]'u Th olution of 5-(5-methy1-3-
phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxyfic acid{nethyl ester (100 mg, 0.32 mmol) in
dioxane (2 mL) was added. The resy|ti ixture w. ated'gt 90 C overnight and then cooled to

room temperature and then poured info {eign
which was then washed with brine, dried sodium sulfate and evaporated. Purification by
chromatography (silica, dichbromethanddmetianol = 9:1) afforded the title compound (47 mg, 40%),
which was obtained as a colorless oil. MSSn/e = 369.1 [M+H]. WO 2010/127975PCT/EP2010/055694
-59- Example 2 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-21-1-Pyrazole-3-carboxylic acid
isopropylamisiecrig dessrhetiofesaiieftooro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxyl-2H-
5-(5-meth 5%5@]?.%}{}1!&@@@0&&&/1{{&%}%%&8#'B%izﬁlg;?’ﬁ@ canboxylioacidonethyklesteind 00 mg,

0.32 mmaql) was conyverted, using,isapropylamine instea in ' (14 mq,
396, whiRHTRS GBI BE AL & ot B RIS, UL o R (TP S SompaHcs
5-(5-Mettykgopréryl 48 vust-seidiiomn 2340 A5 dlé-3-carboxylic acid (tetrahydro10

pyran-4-yl)-amide
Example 22

salt solution and extracted with 25 ethyl acetate

10 5—[3-(5—Flu0ro—pyridin»Z—yl)-S—methy]-isoxazol—4~ylmeth0xy}—ZH-pyrazole—3—carb0xylic acid
N'N'-dimethyl-hydrazide

O\
W
0
o, /T VA
NH ol WF
—N
\

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 NN-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]".



As described for example Ib, 5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazo le-3 - carboxylic
acid methyl ester (100 mg, 0.32 mmol) was converted. using 4-aminotctrahydropyran instead of
morpholine,_to the title compound (52 mg, 43%), which was obtained as il. MS: m/e =
383.2 M+HI Q48507127975 CT/EP2010/055694 -60- Example 4 AR IRA
Rac-5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-"i?t—pyrazoIe-3-carboxy|ic acid (tetrahydro-lb
ran-3-yl)-amide 5 As described for example Ib,
545-methy1-3piaeylkigdxazol-4-yImethoxy)-2H-pyrazole-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, 3% Aol evpgrabitehel-SomethiiltssolinHiSimatb oxgeDiD jirakdle-B-canhony Beiapid
5-(5-Methﬂgfggﬁhgwlyiggﬁagol-4-yImethoxy)-2H-Pyrazole-S-carboxyIicacid dimethyl-hydrazide As
described for example Ib, 5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyraz0le-3- carboxylic acid
methyl ester (100 mg, 0.32 rnmol) was converted, usin imethylhydrazine 15 instead of morpho
line, to the title compound (26 mg, 24%), which was obtain
WO 2010/127975PCT/EP2010/055694 O

O /1
/“"\’ N
O\”/Nﬁ H F

5  As described for example 17¢, 5-[3-(5-fluoro-pyridin-2-yl)-3-methyl-isoxazol-4-ylmethoxy}-2H-
pyrazole-3-carboxylic acid methyl ester (50 mg, 0.15 mmol) was converted, using
4-aminomorpholine instead of 2,2,2-trifluoroethylamine, to the title compound (57 mg, 94%)
which was obtained as a colorless oil. MS: m/e = 403.3 [M+H] .

Example 24

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

0 7
4 \N N N\
N—N ﬁ
H F

2) 5-[3-( S-Fluoronnvridin—2—V])-'S-methv1~isoxazoE—4~vlmethoxvl—EH-nvrazo1e-3—carboxyli.c 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-ylmethoxyl-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/c = 317.0 [M-H]"

by 5-[3-(5-Fluoro-nyridin-2-y)-5-methyl-isoxazol-4-vimethoxy]-2H-pvrazole-3-carboxylic_acid

nvrrolidin-1-yvlamide

20 As described for example 10b, 5-[3-(5-flucro-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-



-61- Example 6 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(2-hydroxyethyl)-amide 5 To a solution of |
5-(5-methyt-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acj h 100 mg, 0.32
mmol) and &Y a?%?é/rﬁfi%@ (29 mg, 0.47 mmol) in toluene (1 mL) Wa)é add‘e{%lgh‘:?}mw0(?9%1-5%5‘£ ’
1,5,7-triazabicyclo[4.4.0]dec-5-ene (16 mg, 0.11 mi¥ol) and the reaction was heated at 90 C under
argon overnight. After cooling to room temperature, the mixture was evaporated and purification by
chromataigeapny-sitiozdishlcformetherie Trihanplie 100:0Me Sy wiicficd Toethtiitewppdund (30
mg, 28%),1whighwas obiained astanwhiie salitie MSidnvs =n34 3 2{Ma fii-ENample 7
5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid amide 0, 15 As described
for example 6,lg(ggfmlgyl-:%-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-s- carboxylic acid methyl
ester (100 mg, 0.32 mmot) was converted, using ammonia in methanol instead of ethanolamine, to the

titte compoypn k028, WRIGH o] W -';t% | " ~iR99. -figharWO
2010/12%%8%#?’@%%@%/%%’5%@@ f}%\%g%o(gﬁggggggé@; DIy ROS Al Thbor
543-(4-FIBBPYBASIRAY % methyl-isoxazol-4-ymethoxyl-2H-pyrazole-3-carboxylicacid
morpholin-4-ylamide 5 0
a)5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2 -p;/?t‘azole-S-carboxylicacid methyl ester

— H 0

Q N-

\_/MN\,“;
GO H

a) 5-Fluoro-pvridine-2-carbaldehvde oxime

To a solution of 5-fluoro-2-formylpyridine (5.0 g, 41 mmol) and hydroxylamine hydrochloride
(3.06 g, 44 mmol) in cthanol (3.2 mL) and water (9.6 mL) was added ice (18.6 g). Then a

10  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
temperature for 30 min. Then HC! (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-vi)-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
HC1(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 sodum sulfate, fiitered

25 and evaporated. Purification by chromatography (silica, heptanc: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]".



As desc_ribed for example la, [3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-3711-methaliol (3.1 g, 15
mmol), instead of (5-methy1-3-phenyl-isoxazol-4-y1)-methanol, was converted to the title
compound(420mg.9% WhICh wasobtainedasawhitesolid. 10 MS: m/e = 334.2 IM+diks

107055694
b)543-(4- Flﬁ%?oz??ﬁeny -5-methyl-isoxazol-47ylmetharboxylicacid morpholin-4-ylamide As described
for example | b, 543-(4-fluoro-pheny1)-5-methyl- -isb%azol-4- -ylmethoxy]-2H- pyrazole-3-carboxylic acid
methyl ester (100 mg, O 3 mmol). mstead of 5-(5- methyl -3-phenyl- 15

4 y i e A gt Hethyl ester, was converted, using 4-

amlnomorphollne mstead of morphollne to the title compound (45 mg, 37%), which was obtalned as a
colorless Bil. M Solrdien=of02-85iuet] - IExidinpleyb-isoxazole-4- carboxylic acid ethyi ester (1.0
543-(4- FUIJQ'%OTI%S nyb)Eamethylispxazokdtadrpettionyi2Hihyraz olesBraartioxdylitacid 2@, 233

pperidi Lyap %v AR ITARCTISR NS0 Songhadestibed orerampioih

. 543-(4- quoro methyl-isoxazol-4-ylm razo carbox I ester (100
mg, 0°3 nﬁ!i‘ﬁ%lf‘w n@eﬁeﬁ?%@’ﬁ?@rlﬁggrﬁmoﬁ%% 3#1\ eéfdg Qfm ¥rﬁ%(%1é$%alﬁ$ 40 'Eﬂe tl(teI:e(
compoung®(78 Mgx85IbEnwivieh w%%dt%ﬁﬁed@s@@vﬁ?fé %@waq\ﬂ@eﬁlrlﬁé‘mﬁ%@rﬂwhﬁ—lﬂg@%’mpIe 10

543- (rldFltIL%%emﬂ@l@ylm BetyHEo X0 ey MRthaxyifR Hrdy rezdlet 3vdarbBiflicabic combined
pyrrolidin:|-yi

heptane:ethyl acetate = 100:0 to 1:1) afforded the title compound (249 mg, 30%) which was
10 obtained as a light yellow solid. MS: m/e = 195.1 [M+H]".

mldeand filirate were then evaporated. Purification by chromatography (sifica,

&y 5-13-( 5_Fluore-pyridin-2-vl)-isoxazo-4-yimethoxy]-2H-pyrazole-3-carboxylic acid methvl

ester

As described for cxamplc la, [3~(5-fluoro-pyridin-2-yl)-isoxazol-4-yl]-methanol (1.0 g,

5.2 mmol), instead of (5-methyl-3-phenyl-isoxazol-4-yi)-methanol, was converted to the title
15  compound (444 mg, 27%) which was obtained as a white solid. MS: m/e = 319.1 [M+HT".

e} 5-3-{ 5_Fluoro-pyridin-2-vi)-isoxazol-4-vimethoxyi-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-yimethoxy)-2H-pyrazole-3-carboxylic  acid (tetrahydro-

™ 9 B
NJH%'} ~N
/O

N—~nN

25  pyran-4-yl)-amide

a) 3-Butvi-5-methyi-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,



4) 5- 3- 4-Fluoro- hen -5-methyl soxazol-4-hoxy]-2H-pyrazole-3-carboxylic acid 10To a solution of
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3- carboxylic acid methyl ester
(200 mg, 0. @v %8‘1’) i}éj,]é)xane (5 mL) was added aqueous sodium hydrgxeg: £2,M,3s0epL, 6.0 mmol).
After heating at C‘: or 2 h the solution was cooled to room temperature and neutralized with
aqueous hydrogen chloride (2 N). The precipitate ‘Wiis then filtered off and dried to afford the title
compound (191 mg, 100%) as a white solid. 15 MS: in/e = 315.9 [M-HT. b5- 3- 4-Fluoro- hen5 e h |
isoxazol- ANIMBX?]CQHWC%%@ #loarae AIREL FEP BB IRY- Pél%rd@’eﬁg“&tﬁﬁgﬁuﬁ was
5-43-(4-flutoredphe 8 L5 fonethly [ tisoxezmbd -y metho syt pycazol |e- 8o baitory lihati 0@ 1mg, 0.32
mmC}'I) in Pgw&(ﬁnm;i Wﬁéﬁg%geg?ﬂz% Hl'@?'if%@&ﬁ'%ﬂoﬁlﬁarﬁp (4 70 33 kRInE USRI The
tetrafluoro rate m mm iisppro 0

N-arninop$t ﬁ’d.é‘é%ig(% Mo, 0 el ‘Fﬁég I’éﬁs%ftlé g#e%%@%?%&? srztﬁlrrirél%il%g\]/e ight at
room fenfpursiven T St o ek b e AEPAURBUS SBARMARHISHAS (eskihatec)
and extragted witbr etiayl aﬁeiaied'l{h@’/sommlaeubotigantcﬂay)argiwel@nh@ﬂmmﬁedﬁvwﬂh%?@mcmic acid

solution %&&&r%@ ﬁ@ﬂ%ﬁﬂ%ﬂg%ﬁ@@x&ﬁm@e@ﬁ%mwﬂ%ﬁe@m% dried bl Sodivinasdlfate,
filtered and eva ed. Gon e %’]l(t)t%;[lo and, I’Ifl%atlﬁrhga/ 899{@&3@@%&%&“‘3’} 00:0 to 9:1)

dichlorometh mn%) thanol = eftitlec 0% whlte solid.
Ve 0 S T S Tt
5-13- (4 Fluoro phenyl) ShTethyI |soxazol 4- Imethoxyl -2H-pyrazole-3-carboxylicacid

543-(4- quoro phenyl) 5 methyllsoxazol 4 ylmethoxy] 2Hpyrazole-3-carboxylic acid methyl ester (100
mg, 0.3 ninol) siesconvbned  Bsingyk Nathatrigtrpaekhebstedis ofd-simanergRdite Hoithe title
com poun%ﬁ%ﬁ %Tﬁ@o@w\/ﬂ@dﬂ@@ ehiained as@Eewhite salieddfterureatystatisatipdirendthyl acetate.
MS: m/ €3 nw&/ aﬁ&%‘n 111%2 zligtcr 1 h the reaction mixture was qucnched dropwme with

en meth

543-(4- Fluoro Isoxazol-4-ylmethoxy1- razple=3-carb C
Isopr(opyl ﬁa@ptte s salt Solutzon The reaction r¥ur>rc]ture WX‘% fﬁteredpglng % e @ %% %8S dth ethyl
15 acetate. The combined organic extracts were washed with Seignette’s salt solution then dried,

fltered and concentrated. Purification by chromatography (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-3-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester

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

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

pyran-4-vl-amide

As described for example 1b, 5-(3-butyl-5-methyl-isoxazol-4-yimethoxy)-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 example 8b, 543-(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
insj[ead of 4-am;i510mor holine, to the title compound (50 mg, 46%), which-\wasahiained.as a white
solid. MS: n1& 2588, ﬁ/l+1-l]* WO 2010/127975PCT/EP2010/055694 -65- Example 13 543-(4-Fluo
ro-p henyl)-5-methyl-iso xazol-4-y|methoxy]-2H-pfr@“zole-B-carbo xylicacid
(tetrahydro-pyran-4-yl)-amide 5 As described for example 8b,
5-13-(4-fluorofpeengit)23-methyl-isoxazol-4-ylmethoxy]-2Hpyrazole-3-carboxylic acid methyl ester (100
mg, 0.3 mmol) was converted, using 4-aminotetrahydropyran instead of 4-aminomorpholine, to the title
COmMpoUNEHEBAYIES-BRILY, Minvictrokdsybisetrmsy adt DinpeofeshrakbexyHk 2011 E S mple 14 |
0 5-(5-Mq@y&@m@mﬁm&&oxacoM-ylmethoxy)-ll-1-pyrazo|e-3-carboxylicacidiso- propylamide a)
(E)- and/or (Z)-Pyridine-2-carbaldehyde oxime To a suspension of 2-pyridinecarboxaldehyde (47.8
rnL, 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 itym hygroxide (50 g, 1.25 mol) in water (51 mL) was added
within a 30 min period (temperaturéifese fr C to + 10 C) whereupon most of the solid dissolves.
After | h stirring at room temperature the rebUlting=mixture was then acidified with Hu (5N). The
precipitate was then filtered off and dried to affgrd the title nd (47.7 g, 78%), which was 20
obtained as an off white solid. MS m/e = 123.3 [M¥H]I.QVO 2 10/&7975PCT/EP2010/055694

5 As described for example 6, 5-(3-butyl-5-methyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.34 mmol), instead of 5-(5-methyl-3-phenyl-isoxazol-4-
yimethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using L-alaninol instead
of ethanolamine, to the title compound (7 mg, 6%) which was obtained as a colorless oil
MS: m/e = 337.4 [M+H]".

10 Example 28

Rac—S—(3»Butyl—5—methyi-isoxazol—4-«yimetheXy)-2H—pyrazele-3-carb0xy]ic acid (tetrahydro-

furan-3-yi)-amide

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

15 carboxylic acid mecthyl 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]"



-66- b) 5-Methyl-3-pyridin-2-yl-isoxazole-4-carboxylic acid ethyl ester To a suspension of )
N-chlorosuccinimide (6.0 g, 33 mmol) in chlorofonn (20 mL) was added pyridine (0.26 mL, 3.3 mmol)
and a solution of (E)- and/or (2)-pyridine-2-carbaldehyde oxime (4.0 g, 3 i roform (103
mL) during i%grﬁ?rg%%lzagn?fbient temperature. After stirring 5 for 30 min at t%@er%%iegf/éﬁt%}r%ia solution of
ethyl (E)-3-(1-pyrrolidino)-2-butenoate (6.0 g, 33 n?ﬁ’rol) in chloroform (4 mL) was added. The resulting
suspension was warmed to 50 C and a solution of triethylamine (12 mL, 86 mmol) in chloroform (10
mL) was addeBx@mpWid® over a period of 1 h. Stirring was continued for 0.5 h at 50 C and for 30 h at
room temperature. The dark brown solution was washed with water (100 mL) and the aqueous layers
were extra¢ieB diphsinaiciiiveraathandnBlony) 2Hepariow isvkraduismicurisié afdlevhipsrated.
Purificatign RPNHRIE2, heptane:ethyl acetate 8:2 to 1:1) afforded the title compound
(4.43 g, 58%) as a yellow oil. MS: mie = 233.3 [M+H]t 5-Meth 3.d. 2- 1-isoxazol-4hanol To a solution of
5-methyl-3-pyridin-2-yl-isoxazole-4-carbokylic acid ethyl ester (4.1 g, 18 15 mmol) in THF (229 mL) at
0C was added lithium aluminum hydride (367 mg, 10 mmol). And the resulting mixture stirred for 1 h at
room temperature. Water (1.9 mL) wa ed cayefully followed by aqueous sodium hydroxide (15 :(,,
1.9 mL) and water (0.54 mL). The regylting gusfgension was stirred for 15 mm at ambient temperature
and filtered over Hyllo1CO. Concentration dnhd tr§
(2.88 g, 86%) as a light 20 yellow solid. MS:

rboxylic acid methyl ester As
described for example la, (5-methy1-3-pyridin-2-yl-isoxazol- pnethanol (500 mg, 2.6 mmol),
instead of (5-methy1-3-phenyl-isoxazol-4-y1)-methanol, was converted to the title 25 compound (281
mg, 36%), which was obtained as a white solid. MS: nilg'= 315.1 [M+Hf. e5 5-Meth 1-3din-2-
1-isoxazol-4etlH-zole-3-carbox lie acid iso- amide As described for example Ib,
5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-211-pyrazole-3- carboxylic acid methyl ester (70 mg,
0.22 mmal ingteadal Srb-melhyk-3ahepyBisanazoh30-id raethaxy)r2thpyia2bdex3-oar3oxylic
acid methyl - ¢ 0 ISORF ne. ling:. 0 the title, s@mpound
e e o
2010/1 27550 BB é%é%ef‘.-- compotnd (12 mg, 10%) which was obtaned as a white solid.

MS: m/e = 353.3 [M+H} .

Example 30

10 5-(3-Butyl-5-methyl-isoxazel-4-yimethoxy)-2H-pyrazole-3-carboxylic acid ((R)-2-hydroxy-

i-methyl-ethyl}-amide
/—{ %

HO N
H

HN, _ yZ
N~ O O
N

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]".



Example 15 5-(5-Methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-11-1-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide 5 As described for example 14e, 3- carboxylié acidacid methyl ester (70
mg, 0.22 mmal) was converted, using 4- aminotetrahydropyran mstead k/l 5] e to the title
compound (Ygg) L é@%}g which was obtained as a colorless oil. MS: m/e ¥ I+H]" . Example 16
10 5-(5-Methy1- 3 pyr|d|n -2-yl-isoxazol-4- ylmethoxy)g-“lH -pyrazole-3-carboxylic aC|d ((S)-2-
hydroxy-1-methyl-ethyl)-amide As described for example 6,

5-(5-methy1-3Eppiie 2lyl-isoxazol-4-yImethoxy)-2H-Pyrazole-3- carboxylic acid methyl ester (70 mg,
0.22 mmol), instead of 5-(5-methy1-3-phenyl-isoxazol-4- 15 ylmethoxy)-2H-pyrazole-3-carboxylic acid
methyl esieB-Ratybmethztisosivgltdalbnition s Ead praatiadotamiorlio #ridild, 2ariidumd(40 mg,
50%) whigihypasmidained as a colorless oil. MS: m/e = 358.2 [M+H] WO
2010/127975PCT/EP2010/055694 -68- Example 17
543-(5-Fluoro-pyridin-2-y0-5-methyl-is¢xazol-4-ylmethoxyl-2H-pyrazole-3-carboxylie acid
(2,2,2-trifluoro-ethyl)amide 5 a) (E g )-5-Ffuoro-pyridine-2-carbaldehyde oxime To a solution of
5-fluoro-2-formylpyridine (5.0 g, 41 mmel) ag droxylamine hydrochloride (3.06 g, 44 mmol) in
ethanol (3.2 mL) and water (9.6 mL) was adtled‘ice (18. 6 g). Then a solution of Na011 (4.0 g, 100
mmol) in water (4.6 mL) was added dropwise g the temperature between -5 C and
5 C. The reaction mixture was then stirred at roory per ure@or 30 min. Then HC1 (4 N) was
added to acidify the mixture and the resulting precipitate was f red off and washed with water to
afford the title compound (4.41 g, 79%) as a light brown ’MS: rn/e = 141.0 [M+H]t b)
3(5-Fluoro-pyridin-2-v1)-5-methyl-isoxazole-4-carbo acid ethyl ester

5 As described for example 26d, 5-(3-butyi-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (100 mg, 0.34 mmol) was converted, using 2,22-
trifluorocthylamine 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]"

Example 32

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

VA
N
H

[

HN

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 mstead

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]".



To a suspension of N-chlorosuccinimide (4.63 g, 35 mmol) in chlorofo (21 mL) was added 15 pyridine
(028 mL, 3.5 mmol) and a solution of (E and/or Z)-5-fluoro-pyridine-2-carbaldehyde oxime (4.86 g, 35
mmol) in chloroformé,}lo rith) during 15 min at room temperature. After sfirrip in at this
temperature"%oszgi'&ﬁ Aot ethyl (E)-3-(1-pyrro|idino%—Z-butenoate (6.36 g%yﬁ%@évﬁ% éﬁ‘lioroform (4.4
mL) was added. The resulting suspension was wa fred to 50 C and a solution of triethylamine (4.83
mL, 35 mmol) in chloroform (4.4 mL) was added 20 dropwise over a period of 30 min. Stirring was
continued for E&mpte5 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 tnL) and dried
over sodifu(d dhlfialcsanetbyviaisoxatidnitylgivtasaxAtbpowrdi-Perifeantin byaekton@tbyrapry (Sio2,
heptanc:%@m)agﬁgage = 100:0 to 20:80) afforded the title compound (5.83 g, 67%) as yellow oil. 25
MS: m/e = 251.1 [M+H] . j3-41-Fluoil-isoxazo17-4- 1 -methanol WO
2010/127975PCT/EP2010/055694 F89- 2.3 mmol) portionwise. After allowing to warm up to room
temperature over 1 h, the mixture sz;?\:fm(ed to® C and water (0.2 mL) was added carefully followed
by aqueous sodium hydroxide (15%, 0.2 m d water (0.6 mL). The resulting suspension was stirred
for 4 h at ambient temperature and filtered éver g. The filirdte was then concentrated and 5
purification by chromatography (Si02, heptangjgthyl acetate = 58.50 to 0:100) afforded the title
compound (1.47 g, 71%) as a light yellow solid. M$* i@ = 200.1 [pi+FIf. d 5 3- 5-Fluoroid in-2-5-meth
soxazol-4- Imethox -2Hazole-3-carbox lie acid methyl este B described for example la,
[3-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-yl]-meth (350 mg, 2.46 mmol), instead of
(5-methyl-3-phenyl-isoxazol-4-y1)-methanol, was corverted to the title compound (370 mg, 45%)
which was obtained as a white solid. MS: m/e 333.0[W-14]-". 5 3 5-Fluoro-'din-25-h 1-isoxazol-4- |
ethox52Ha azele-3iearb@ lieaeigids £2,2533riftudro-ekiy)-amideoAs-gesatibed-2H-exempledb,

> 13-(5 oiRcIDie PTGV Pt IO HpMARRR s rarbmAli At mainy! ester
(100 mg, 0.3 mmol), instead of 5-( -met”ly;-]g)-phen)é ﬁ(ai\ol-é-wmetg{)xl@-2Hq-%yr{:§f§8]%-§-c%rboxyllc
acid methyI AP iy BsniRetPTIRING 2 2 2 tifaoroéthylAiihe s ehd SPSrBnEiREES fhe title
compoundi@5nvieg; 23/8)[Mihlith- was 20 obtained as a white solid. MS: rn/e = 400.0 [M+Hf. Example
18 Rac-5-13-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-fur@ms3ayld-Hmide :

10 (<8 or R)-3-((3-Butyl-5-methylisoxazol-4-yDhmethoxy}-N-(tetrahydrofuran-3-yl)-1H-

pyrazole-5-carboxamide

H
s
m 0
N
N O
H

The stereoisomers 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 ethanolheptane (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).



25 As described for example 17e,
5-13-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-2Hpyrazole-3- carboxylic acid methyl ester
(100 mg, 0.3 mm g was converted, using rac-3-aminotetrahydrofuran instead o
2,2,2- trlfluor‘g&ﬁ% %Hg to the title compound (46 mg, 40%) which was bb: ii:r%%‘ U2 White solid. Ms:
mie = 388.2 [M+HT. WO 2010/127975PCT/EP20$6/055694 -70- Example 19
5-13-(5-Fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
tert-butylamidéxampleldScribed for example 17e,
543-(5-fluoro-p)ridin-2-y1)-5-methyl-i5oxazol-4-31methoxy]-2Hpyrazole-3-carboxylic acid methyl ester
(100 mg, @-B(maty was)ch (B cBusg]-Ganng Helisdudbdhyiprnntiesy-of-K @25 fl uvswsihjlamhihg; to the
title compouRdeS Randedmiddich was obtained as a white solid. MS: m/e = 374.1 [M-(FIr. Example
20 10 5-13- 5 Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2H-pyrazole-3-carboxylic acid
(2-hydroxy- ethyl) -amide OH As described for mple 6,

5-13-(5-fluoro-pyridin-2- y1) -5-methyl-i50x ~4-yImethoxy]-2H- pyrazole-3-carboxylic acid methyl

|soxazol-4-ylmethoxy)-2H-pyrazole -cajiboxylic acid methy ~was converted to the title
[ ite sOIT: S'd‘n/e =362.1 [M+H] . WO
2010/127975PCT/EP2010/055694 1- Exampl b1
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4- Irﬁ‘éthoxy(DZH -pyrazole-3-carboxylic acid
isopropylamide

5 The stereoisomers of rac-5-(3-butyl-5-methyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic
acid (tefrahydro-furan-3-yl)-amide (example 28, 150 mg) in ethanolheptane (1:1, 4 mlL) were
separated usimg 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 (53 mg).
10 Example 36

[5-(3~-Butyl-5-methyl-isoxazol-4-yimethoxy}-2H-pyrazol-3-yl|-morpholin-4-yl-methanone

NF N--H
QTS
O

As described for example 26d, 5-(3-butyl-3-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]".



5 As describéd for example 17e,

'5-13-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-37 1methoxy1-2Hpyrazole- 3 -carboxylic acid methyl
ester (100 0,3 mmal) was converted, using isopropylarnine instead thylamine, to
the title com‘&) 2{'dg '&ngr%g 29%) which was obtained as a white solid. Mcg&%é;zﬂgjgkg F28%L1V1 tHr.
Example 22 10 5-13-(5-Fluoro-pyridin-2-y0-5- metﬁi}l-lsoxazol 4-ylmethoxyl-2H-pyrazole-3-carboxylic
acid N',N'-dimethyl-hydrazide As described for example 17e,
543-(5-fluoro-gdiiie 37 )-5-methyl-isoxazol-4-ylmethoxy1-2H- pyrazole-3-carboxylic acid methyl
ester (100 mg, 0.3 mmol) was converted, using 15 N,N-dimethylhydrazine instead of '
2,2, 2-trifl RoroSti3AB - teethslisexesvhd admd e g Hs0vs pvolich cenosblitinedasida whilelsolid. MS:
m/e - 36 1g2nbMiPlle:’MR RO LN M/ 94BPAnTUkeY 2010/055694 -72- Example 23
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxato1-4-ylmethoxyl-21-1-pyrazole-3-carboxylic acid
morpholin-4-ylamide 5 As described for ¢xample 17e,

543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4- ylmeﬂmxy] -2Hpyrazole-3-carboxylic acid methyl ester
(50 mg, 0.15 mmo1l) was converted, using 4 rphdtine instead of 2,2,2-trifluoroethylamine, to
the title compound (57 mg, 94%) wh ess oil. MS: mie = 403.3 [M+H].
Example 24 10 5-[3-(5-Fluoro-pyridin-24/1)-5-methyl-isgkam1+4-yImethoxyl-2H-Pyrazole-3-carboxylic
acid pyrrolidin-l-ylamide a) 0
5-(3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-vimethoxyl-2H-pyrazole-3-carboxylic acid As
described for example 10a, 543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H- 15
pyrazgle- %§aa@§z¥w@a agid rethylester (58.maus L5 mmol).dpsieadiofbikdnid iLuHorphesy -
5-methyl- |so§<a ql -4-ylmetho eﬁ 12H; @yr Qe-3i arlboﬁ.te%% methyl &q{ggﬁggas&q@/e%dz to the title

compouna iIch was obtained a

0 [M-1
5-3-(5-FIUBPSEYF ?aﬁw@aiffm%émgﬂa%&fa%&F@R}m@ﬁ%?%%ﬁ“ﬂdsg}réﬂ%% "?&3781 &kg?f{? ](a\éfP mg,

pyrrolidin98Aamilieh was obtained as a colorless oil. MS: m/e = 391.3 | [M+H]".

Example 38

10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-
hydrazide

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]".



WO 2010/127975PCT/EP2010/055694 -73- isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid, was
converted, to the title compound (18 mg, 39%) which was obtained as a white solid. MS: rrile= 387.2
acid mors PUBVHSTEide. ) 5.Fiuoro-pyridine-2-garbaldehyde oxime Toaaaitanor o
5-fluoro-2-formylpyridine (5.0 g. 41 mmol) and hyo%xylamme hydrochloride (3.06 g, 44 minor) in
ethanol (3.2 mL) and water (9.6 mL) was added ice (18.6 g). Then a 10 solution of NaOH (4.0 g, 100
mmol) in wateExampildPwas added dropwise over 10 mm keeping the temperature between -5 C and
5 C. The reaction mixture was then stirred at room temperature for 30 min. Then FIC1 (4 N) was
added toB@aifyticsmiztiayt isexhzhb4oduichg nie2Rbinatasnde earbarotian dsithsHeerihelifrater to
afford th%ﬁtﬁggmpound (4.41 g, 79%) as a light brown solid. MS: m/e = 141.0 [M+Hr. 15b 3
'5-Fluoroisoxazole-4-carbox lie acid eth lester To a solution of N-chlorosuccinimide (17.34 g, 130
mmol) in DMF (128 mL) was added 5-f|uoro-pyridine-2-carba| hyde oxime (18.2 g, 130 mmol)
portionwise over 2 h at room temp and-gs the reaction d up to 60 C the mixture was
cooeld back to room temperature |th ice- r ﬁpltlng mixture was then stirred for
64 h at room 20 temperature. To thiSsolutioy w ede yI 3-(N,N- dimethylamino)acrylatc
(18.6 g, 130 mmol) and triethylamine (36.2/L, 2
mixture was then stirred for 1 h at room temperattire and pouredonto a mixture of ice water and HC1
(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 $odium sulfate, filtered 25 and
evaporated. Purification by chromatography (silica, heptane:ethylacetate = 100:0 to 1:1) afforded the

title produgt (4196194 7 470) c%%%ﬁbwﬁ&iobﬁ%ﬁ‘@ﬂ@ﬁﬁd&ﬁk@%ﬁ&o%ﬁfﬁ&&x&x&%&%&&]i— WO

2010127875 5CHE 200/ aet 3- 5-Flugidin 2 h o
-(5-FLuof o B B RO RS T LB e ot Soxﬁ?%“}fe“ PSS

09,4
was adde’@Wl@ﬁ%ﬁé@ﬂ%ﬁﬂlﬂtﬁﬁ}ﬁﬁmtﬁﬁ?ﬂ@%m 27%) which was Sk
colorless oil. MS: mfe = 364.4 [M+H] .

52 mL)

Example 40

10 5-(3-Butyl-3-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid pyrrolidin-1-

ylamide

a) 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3 ~carboxvlic 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: /e = 278.0 [M-HY.

3} 5—(3—Butvl—S-methvl-isoxazol-4—vlmeth_oxv')-2H-nvrazo1e~3—carboxvlic acid pyrrelidin-I-
ylamide

20 As described for example 10b, 5-(3-butyl-5-methyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-
carboxytic acid (140 mg, 0.5 mmol), mstead of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-



mmol) at 0 C and the reaction mixture was stirred at room temperature for 1 h. The mixture was 5 then
cooled to 0 C and water (88 utL) added followed by sodium hydroxide (15% solution, 88 ji L) and then
again water (264 pL) and the mixture then stirred overnight at room tem ‘ cipitate was
then filtered‘%ﬂ glf&/{/%{’gﬁed with THF. The combined washings and fiItrEﬁ?eé @v}g&ggﬂtyear% g/gaporated.
Purification by chromatography (silica, heptane:etr%}racetate =100:0 to 1:1) afforded the title
compound (249 mg, 30%) which was 10 obtained as a light yellow solid. MS: m/e = 195.%+Hr. d)
543-(5-FluioredpyitidtReyljasiexazobaxyhinatioxwisaqnypredole-Buc HHs RyeoHE’ (hbthy/ E5fdr  As
describedfqriexaniited 3s(o-inier eopyrinin- 2nel) B@Ep+4yl]-methanol (1.0 g, 5.2 mmol), instead
of (5-methy1-3-phenyl-isoxazol-4-y1)-methanol, was converted to the title 15 compound (444 mg,
27%) which was.ghtgingd as a white solid. MS: m/e = 319.1 [M+H] . e) 5-13-
5-Fluoro'din-soxazol-4ethox -2H-zole-3-carbox lic acid morsholin -4-ylamide As described for example
Ib, 543-(5:fluoko-pyrdin.2-w1)-| 70| -A- - 2 YRoSAROXMigECIGpatayhaster (70
mg, 0,22 ;r’nkr?%%%%s%%%ﬁ%%é%@ﬁyﬁ@ﬁ%?ﬁ%&ﬁgﬁ%&%&/Imeglﬂoaxy)-ZH-py?)azole-3-carboxylic
acid rﬁetﬁi}?@’é r, was converted, using 4-aminomorpholine instead of morpholine, to the title
compound (32 mg, 38%) which was obtained as a white solid. MS: ink = 389.1 [M+H]t. Example 26

5-(3-Buty1-5-methyl-isoxazol-4-y|nmy)-ZH-pyrazole-S-carb ic acid (tetra hydro-25

pyran-4-3/0-amide 3-But 1-5-meth|1 soXazolgi4-carbox l.ic ac#l eth 1 ester To a suspension of
N-chlorosuccinimide (16.1 g, 121 N, (25¢'mL) Fhom temperature was added
pyridine (0.95 g, 12.0 mmol) then a solutionjof pehta oxme (¥2.2 g, WO
2010/127975PCT/EP2010/055694 '-75- 121 mmgiyh chloroform (250 mL) was added dropwise over
20 min. The reaction mixture was stirred at 50 C for 2 h thepscooled to room temperature and a
solution of ethyl (E)-3-(1- pyrrolidino)-2-butenoate (22.1 g, 121 mmol) in chlorofmm (120 mL) added

dropwise. The reaction mixture was warmed tq 50 C and a solution, of t ietlwlamigﬁ %12.2 g %21 mmol)
in As described for example 26d, 35-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazoid-3-

carboxylic acid methy! ester (218 mg, 0.74 mmol) was converted, using l-aminopiperidine
instead of 4-aminotetrahydropyran, to the title compound (228 mg, 85%) which was obtained as
10 a colorless oil. MS: m/e = 362.2 [M+H]".

Exampie 42

2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid (2-

hydroxy-ethyl)-amide _
7/
NN
N
O :
O

15 a) (E)-2-Hydrazino-but-2-enedioic acid dimethyl ester

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 & 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-toluenesutfonic acid (45 mg, 0.24 mmol) and the resulting



5 chloroform (120 mL) added dropwise. After 15 h the reaction mixture was cooled and extracted with
water then citric acid (10% w/w aqueous solution). The combined aqueous phases were extracted with
dichloromethane, and then the combined organic phases were dried, filt§@gﬁgﬁ&gg&gptrated.
Purification Yﬁ? 33%?35%59raphy (silica, heptane:ethyl acetate ---- 100:0 to 9:1) afforded the title
compound (10.9 g, 43%) as a pale yellow liquid. M3 m/e = 232.2 [M+HTr. 10 b)
(3-Butyl-5-methyl-isoxazol-4-y1)-methanol To a stirred solution of . '
3-butyl-5mirsthylisecdzoleciiaibodylic Afier soninsier @B deupemindlFiRHIES (166 S tinder
argon anghahAcGt wastadeadiiihiuon akminlmetydrisel (@108 v, S8l thmoliindfive potidhs mefter 1 h
the reactipn MpLIGWES AHERE S ALaBiseH BRIANRIGE Sal solbisian, FiTRaagtion mixiure was

e fi

filtered and rate extracted with ethyl 15 acetate. The combined organic extracts were washed
with SeigC egt_%s dsa)lit §§’,|Hlt£ n lt_B driaezgﬂ J_i-lggcra«% O%gccgﬂgwmggggurification by chromatography

(silica, h afforded the title Compound (7.5 g, 95%) as a yellow

liquid. MS: m/e - 170.3 [M+HI, c) 5:(3-Butyl-5;methyl-isqxazol-4- -2H-p sgarboxylic
acid methy &stRPIRsYesdH Teod2 ¥62r%ygrﬁ¥p%1ee [EW gﬁ?ﬁ%éﬁeﬁ%%ggggiﬁig% 1 yﬁéﬁf&% EZA g,
14.2 mmaNBA IAgacdbfo@ mitRFrILshaTy B RGHIA AT PRBH AT \Had B}T\{}_‘é BN e itle
compoung@diié(@. g% pwhichavasdbtathte sswtinbitegolidstingd fare= hglite (rike V) BB-But
1-5-methykisQyazel:4-yimetinyiR donwazala-B-aroxylic)asid ((@iahyslioprandyijiamid As
described for exam l?%@-’ S/é?:ql#t% - %} yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- 25 carboxylic acid
methyl esfig’rykfﬁ?}artrgg, 3 ol), instead of 5-(5-methy1-3-phenyl-isoxazol-4- yhnetho xy)-2H-pyrazo
i

Ie-3-carpxy Li c methyl e ’ o§r_1rtezg ._ag,irlwl%e%ﬁgm'r_lrat;%%g LTRI E@ad.%id )
morpWoIl e -to-the ttl i ; Was O . MSTile = 363.0
[1\44EIl . iAOy2ed

5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyralole-3-carbOxyllc acid
((S)-2-hydiexy!-stiethlysetimjipantide hydoxs-aBsprised fot-exdptiicgacid methyl ester (200 mg,
5-(3-buty}-5smgthylyispxarslrcnnethaxy)2Hpyraanigrthatbioxytic aci mathyhester il 00ing, 0.34
rmmol). INS{gaci L2 {SeneliX!s R pendseup sl IME g bt aygazale ikabar iaias metny
ester, was converted, using L-a aninol instead o aeéthg@/s(tinzé)lam|n‘(?, the gglgﬁc&m ound (7 mg, 6%)
whicH wadZesistrr yats @%ﬂ‘&s} il HFRODAREa8 S A TR T ERERPIS S '
Rac-5-(3-Butyasb rmepkydtisOxar Gl - Flineatesiy) 2HxPypa 1ok iR A0 HehaRl purification by
(tetrahydrofiaRrdoYadpn@idesa, 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 IM-+H]"

&) 2-Methyl-5-(5-methvl-3-phenyl-isoxazol-4-vimethoxy)-2H-pyrazole-3-carboxylic_acid (2-
20 hvdroxy-cthyh-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-Z-Methyl-5—-(5-methy]-3-—phenyl—isexazolwci—ylmeth0xy)-2H-pyrazole—3~carboxylic acid
(tetrahydro-furan-3-yh)-amide



As described for example 26d, 5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyraz0Ole-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, 8%}, h}glned as a
colorless oi & fHEY %/49 2 [M.-4-Hr. WO 2010/127975PCT/EP2010 % 694 77 Example 29
5-(3-Buty1-5-methyl-isoxaml-4-ylmethoxy)-2H- pyr%%ole 3-carboxylic acid
(2-hydroxy-1hydroxymethyl-ethyl)-amide 5 As described for example 27

5-(3-butyAs5- dmhi»bq%of(azcﬂxﬂfnwmetbe;ié@HW%Q&WS@&?WW&%%%@W%@F@@@ g, 0.34
mrnol) W?frg%ggrj@%&@ng Z-anaisond , 3prapandiolinsteadodf, linalenindt 5 65 threthiste ‘epheppund (12

mg, 10% !,O_Vxh'c H3nA0R nsgﬁ%%%x@a fe:splifoMfic AU b3 Rl RYARAI 34 rac-3-

5-(3-Butyl-5-m thy |soxa eth Xy) yrazo% arbo I|c

(R)-2-hy BRUSGETAAIGEH, (S e Rt 5, W0 s mg, s0%) wirich was

5-(3- mjtyctb&méthg/hlsd&dzﬁmlyM’ﬁem&(yﬁ@HZdMéiﬂle 3- carboxyllc 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 obtBiasapis4d colorless oil. MS: m/e = 337.3 [M+H]. WO 2010/127975PCT/EP2010/055694
-78-

Z-Methyl-5—(5-methy]—3-phenyi—isoxazol—-i—ylmethoxy)-ZH-pyrazole—3-carb0xylic acid
(tetra-hydro-pyran-4-yl)-amide

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 Z—MethyE-S-(S-methy1—3-phenyi-isoxazol—4-ylmeth0xy)~2H-pyrazole—3—carboxylic acid

o
L)
O
O
H.N /

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

amide

pyrazole-3-carboxylic acid methy! 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]".



Example 31 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-211-pyrazole-3-carboxylic acid
(2,2,2-trifluoroethyl)-amide 5 As described for example 26d,
5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid methyl ester‘gtloo mg, 0.34
mnol) was B AN H2,7a7§ing 2,2,2- trifluoroethylamine instead of 4-amino?§?é%%%?8’8§f’r%)n, to the title
compound (120 mg, 98%) which was obtained as-&colorless oil. MS: m/e = 361.2 [M4-1]-. Example 32
10 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-21-1-pyrazole-3-carboxylic acid isopropylamide As
described for &sample £6d, 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-aminotétiseyiaybpyFameththa-titlengbinpoimeti 49T th B9Y6) Rvipiohavls obiainagizs acld delorless oil.
MS: mie —,?b%%,ﬁr{;}ﬁtHl. WO 2010/127975PCT/EP2010/055694 -79- Example 33
5-(3-Butyl1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid (2-hydroxyethyl)-amide HO
5 As described for example 27, 5-(3-
acid methyl ester (110 mg, 0.38 m
titte compound (110 mg, 91%) whic
Example 34 10 (-)-(Sorethylisoxazol-4-

as converted, using ethanolamine instead of L-alaninol, to the
& obtained as a colorless oil. MS: m/e = 323.2 [M+H]|I.
A Imethoxy)-]\l}l_-_@pfrahwrofuran-3-y1)-1H-

N

A3

O
5 As described for example 42¢, 2-methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (150 mg, 0.46 mmol) was converted, using
isopropylamine instead of cthanolamine, to the title compound (57 mg, 35%) which was
obtained as a colorless oil. MS: m/e = 355.3 [M+H]".

Example 47
10 2-Methyk-5-{5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide
O\
W
O
Nl N
NH
/
/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, 037 mmol) was converted using

15 N,N-dimethylhydrazine mstead 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]".



pyrazole-5-carboxamide The stereoisomers of
rac-5-(3-buty1-5- methyl -isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid

(tetrahydro-furan-3 amlde (example 28, 150 mg) in ethanol:heptane @} ilaloagss 15 separated
using a 5 xg(?cm |ra'Ipak AD column at room temperature using an isopropanol:heptane (2:8)
mobile phase with UV detection at 220 nM. The S polar component (-ye sign of rotation) was
obtained as a colorless oil (60 mg). WO 2010/127975PCT/EP20101055694 -80- Example 35 (+)-(R or
S)-34(3-Buty IE3amgibifsoxazol-4-yOmethoxy)-N-(tetrahydrofuran-3-y1)-1Hpyrazole-5-earboxamide 5
The stereo isomers of rac-5-(3-buty1-5-methyl-isoxazo 1-4- ylmethoxyigI -2H-pyrazole-3-carboxylic acid
(tetrahydferiuebfiBeyd)phmigh-fexetipld 2aaidotmpsthemiromsEpthAEny 22 b yswedexliparated
using a 5;xigverr Ghitaipaknidk-salumn 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 (53 mg). 10Example 36
(5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-

for example 26d, 5-(3-buty1-5-methylisoxazol-4-ylrgethg XH-pyrazole-3- carboxylic acid methyl

ester (100 mg, 0.34 mmo 0 was co’rﬁ/er}q}q, usij nstead of 4- 15 aminotetrahydropyran

to the title compound (61 mg, 51%) whic ob ss oil. MS: m/e = 349.2 [M+FI]I
N~

©

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

As described for example 42d, [3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl}-methanol (Example
8a, 3.1 g, 15 mmol), instead of (5-methyl-3-phenyl-4-isoxazolylymethanol, 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—Flu0ro~phenvl)—S—methvl-isoxazo1—4uvimethoxv1—2-methyi—QH-nvrazo1@—3—carb0xvlic

acid methvl 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:cthyl 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 o 5~T3—(4—Flu0ro~nhenvl)—S—meth.vluisoxazo1—4-v1methoxv}-2—methv]~2H-pvrazole-SmGarboxvﬁc
acid N'N'-dimethvik-hvdrazide

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 methy] 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] .



WO 2(110/127975PCT/EP2010/055694 -81- Example 37
Rac-5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylicacid(2,2-
dimethyl-tetrahydro-pyran-4-yl)-amide 5 As described for example 26d, . .
5-(3-butyl-é@?]é?mﬁ-%%i;azol-4-y|methoxy)-2H-pyrazoIe-3- carboxylic ac%crﬁgfﬁglme/g?g?(iloo mg, 034
mmol) was converted, using rac-2,2- dimethyltet_raéffifdropyran instead of 4-aminotetrahydropyran, to
the title compound (130 mg, 98%) which was obtained as a colorless oil. MS: nVe = 391.3 [M+H]t
Example 38 1B8:@B/1-5-methyl-isoxazol-4-yImethoxy)-211-pyrazole-3-carboxylic acid
N',N1-dimethylhydrazide NH As described for example 26d, 5-(3-butyl-5-methyl-isoxazo
1-4-ylmeth{Bey)-Pripyraben gl3s-cariokyilicrasid-fptnglieets 2100 thid; Ai3ayrssndty vetd eomiisrted,
using N,M—@&W@yﬂﬁyﬂiaﬂmiaﬁ instead of 4-aminotetrahydropyran, to the title compound (65 mg,
59%) which was obtained as a colorless oil. MS: mie = 322.3 [M-f-H]. WO
2010/127975PCT/EP2010/055694 -82- Example 39
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2R-Pyrazole-3-
described for example 26d, 5-(3-buty1-5-methyl-isoxaz0l-
methyl ester (100 mg, 0.34 mmoD was cenvertegs ing 4-amin pholine instead of
4-aminotetrahydropyran, to the title compo , 27%) W \ obtained as a colorless oil.

3
MS: m/e = 364.4 [M-tH]t Y N~
NTH F

5 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
1-aminopiperidine instead of N,N-dimethythydrazine, to the title compound (62 mg, 52%) which
was obtained as a colorless oil. MS: m/e = 414.3 [M+H]".

Example 50

10 5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carbexylic
acid morpholin-4-ylamide

Wi
o
O\ I,
O/’/\NIN El\r
o/ 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 converied, using

15 4-aminomorpholine instcad 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]".



Example 40 10 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid
pyrrolicllin-lylamide ) 3-Bu 1-5-methyl-isoxazol-4-ylmethoSrazole-3-carboxylic acid As described for
example 10a, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3: i¢ ACI

ester (163 ngO .?%IF\%%%I), insteﬁd of Y Y Y %éﬁﬁ%%&%},@ﬁ ety
5-13-(4-fluoro-phenyl)-5-methylisoxazol-4-ylmeth@?y]-zH-pyrazole-3-carboxylic acid methyl ester, was
converted, to the title compound (140 mg, 90%) which was obtained as a white solid. MS: mile = 278.0
[M-HI. b5- 3-BExaiBplethil-isoxazol-4 Imethox -2Hzole-3-carbox lic acido lidin-1- vlamide WO
2010/127975PCTTP2010/055694 -83- ylmethoxy]-2H-pyrazole-3-carboxylic acid, was converted, to
the title cHRRELTNL(SE-pigndB%Rinethidkisyeazobiajiedthexy vhieeSull R B e33R aviicH] .
Example Mﬁ;@g&y&;ﬁ_ﬁm&isoxazol-&ylmethoxy)-ZH-Pyrazole-3-carboxy|ic acidpiperidin-1- 5
ylamide As described for example 26d, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid methyl ester (218 mg, 0.74 mmol) was ¢ d, using 1-aminopiperidine instead of
4-aminotetrahydropyran, to the title compound (228 mg, 8%%) swhich was obtained as

Ou /)
N
o F

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

acid

To a solution of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy}-2-methyl-2H-pyrazole-
3-carboxylic acid methyl ester (250 mg, 0.72 mmol) in dioxane (3 mL) was added aquecous
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 cthyl 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-HJ.

b) S—T3-(4—F1u0r0-phenvi')-S—methvl-isoxazol—4-vlmethoxv1-Z—metth-ZH«-pwazo16—3-carb0xvlic

15 acid pyrrolidin-I-vlamide

To a solution of 5-[3-(4-fluoro-pheny!)-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-[-vI)-
1,1,3,3-tetramethyluronium tetrafluoroborate (291 mg, 0.91 mmol), N,N-diisopropyl ethyl amine
(510 plL., 3.0 mmol) and N-aminopyrrolidine HCI (111 mg, 0.91 mmol). The resulting reaction
20 mixture was stirred overnight at toom temperature, The reaction mixture was then poured mto
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+HT".



10 a colorless oil. MS: mile = 362.2 [M+H]. Example 42
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid (2-
gi)gg%f;eth%%?@&%% 9]ggE 2drazino-but-2-enedioic acid dime h To a solyfiqi;eidifReibwiacetylene

ylate (1.4 g,9°9" mmol) in diethylether (40 mL) under argon was added a solution of hydrazine
in THE (1 M, 10 mL) and the resulting mixture Stifféd at room temperature overnight. The precipitate
was filtered off and dried to afford the title compound (597 mg, 35%) as a white solid. MS: mie = 175.2
[M+Hi. 20 b) SErganpiryPH-pyrazole-3-carboxylic acid methyl ester WO
2010/127975PCT/EP2010/055694 mixture heated at reflux for 4 h. After cooling to room temperature
the mixtuﬁe{&v&bmwmmagﬁmmh@m@g@mwmwak%nfeia@wb%rl%rﬁafaﬁé&-?b%ﬁBPa}Hﬂ% title
compoungk{@@prapfiteidas a white solid after trituration with dichloromethane. MS: ink = 141.1
[M-41]. c) 5-Hydroxy-2- ethy1-2H-pyrazole-3-carboxvlic acid methyl ester 5 To a solution of
5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester¥2.3-§.16 mmo I) in DMF (10 mL) at room
temperature was added cesium carbonate (5.27 g, 16 miyolyednd methyl iodide (2.3 g, 1.0 mL, 16
mmol) and the resulting mixture stirred for 2.5 h. Thg mixturé\was then filtered off to afford the title
compound (434 mg, 17%) as a white selid aftes-tritUration withyetRyl acetate. MS: m/e = 157.2 [M+H]
10 d2-Meth 1-5- 5-methvl-3- hensoxazol zole-3-carbox lieac To a stirred
solution of 5-hydroxy-2H-pyrazoIe-% xylichicid methyl esteFQ00 mg, 1.28 mmol) and

(5-methyl-3-phenyl-4-isoxazolyl)methan (260/mg, 1.37 mmol) in FTHE (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 mixtuteswiethdorevaporated énd plifidlonmyrenibniatssiabig @mes Hepstaneydty|
acetate = l.ite Srhi-R).elordachiheitie rompnyine k2800 H 1P4) asna boleessaittdd Sismic = 328.3
[M+HT . 20 Dy droxy; SIYR:3MIA® N N-dimethylhydrazine, to the title conpound (95 mg, 88%) which

was obtained as a colorless oil. MS: m/e = 373.1 [M+H] .

Example 53

10 S-[3-(4-F1uoro-phenyl)—S—methyl-isoxazol—/-l-ylmeth(}xy]~2-methy1—2ﬂ~pyrazole—3—carboxyiic
acid (tetrahydro-pyran-4-yl)-amide

As described for example 48¢, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mrmol) 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] .



As described for example 6,
2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylrnethoxy)-2Hpyrazole-3-carboxylic acid methyl ester (30
mg, 0.09 mrnal), instead of 5-(5-methy1-3-phenylisoxazot-4-ylmethoxy)-2H- ~3-carboxylic acid
methyl esteW%ﬁ%‘%bﬁ%srted to the title compound (115 mg, 46%) which V\)%as 0 é\oizlr?é{?g%g%a colorless oil.
MS: m/e = 357.2 [M+H]. 25Example 43 -91-
Rae-2-Methy1-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-earboxylic acid
(tetrahydro-fuféxe@yi-nide WO 2010/127975PCT/EP2010/055694 -85- As described for example
Ib, 2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2Hpyrazole-3-carboxylic acid methyl ester
(30 mg, Q5OB-(ArAbIprnpieagy B Gofthyéisyda s bhohpithxarol-mytindtAbxpyraeplsydcasteozylisrboxylic
acid methydgsalgrayvas converted, using rac-3- aminotetrahydrofuran instead of morpholine, to the title
compound (28 mg, 80%) which was 5 obtained as a colorless oil. MS: /tile = 383.2 [WWI. Example 44
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-yImethoxy lJuyrazole-3-carboxylicacid

2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethgx pyrazole-3-carboxylic acid methyl ester (30
mg, 0.09 mmol) was converted usinﬂ ﬁamin TS
to the title compound (34 mg, 94%) whi s obtained as s&r ess oil. MS: Ink = 397.1 [M+Hr.
Example 45 15 2-Methy1-5-(5-methy1- e

amide As described for example 42c, 2-methy/1-5-(5-methyl1-3-phenyl-isoxazol-4-ylmethoxy)-211-
pyrazole-3-carboxylic acid methyl ester (170 mg, 0.52 mrnol) was converted, using ammonia in

5 To a solution of 5-[3-(4-fluoro-phenyl)-3-methyl-isoxazo-4-ylmethoxy]-2-methyl-2H-pyrazole-
3-carboxylic acid (100 mg, 0.36 mmol) in DMF (8.3 mL) was added 1,1'-carbonyldiimidazole
(60.6 mg, 0.36 mmol). The resulting reaction mixture was stirred for 1 h at 60 °C and then
treated with an ammonium hydroxide solution (465 pl, 3.0 mmol) and stirred overnight at room
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: mv/e = 331.2 [M+H]".

15 Example 55

5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yimethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl}-amide

O,
VN
0
O/ ¢
N ‘,\‘/
H E

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, 03 mmol), N-ethyldiisopropylamine (131.9 ulL, 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 chioride



20 methanol instead of ethanolamine, to the title compound (32 mg, 20%) which was obtained as a
white solid. MS: ink = 313.1 [M+Hr. WO 2010/127975PCT/EP2010/055694 Example 46

2-Methyl- 5&50 HMH,;%thenyl -isoxazol-4-ylmethoxy)-2H-pyrazole-3-Cagyaxyheranidsgapropylamide 5
As described for example 42e,

2-methy1-5-(5-methy1-3-phenyl-isoxazol-4- yhmet?woxy) -2Hpyrazole-3-carboxylic acid methyl ester

(150 mg, 0.46 n-unol) was converted, using isopyo mine instead of et Jtheditle
compourﬁ&at'ﬁ'?t% ?f%%ﬁ WRERWEE SBERH %é g{]a(% %ﬂcecstéatoﬁlt m@ﬁ%‘%g% m%ﬁ I% gfmple 47

10 2-Metihyh SvEShndetHs-ptrenyl- sg@xa@émd}nﬁ)ebﬁés@g@maﬁ%ﬁr%|é°@%b‘8§ Hfged over
N',N"-dimgilshyeirazide he desaribeddorexatplesABation and purification by chromatography

2-meth34-5-(5- t al-dow ¥ ¥razele3nesshaxylic a6 ysester
(220 mg,ét §é‘? r?mqr%o %@%@%&iﬁ mé]g}gbfléllgl%jiﬁg&ﬁﬁydrazine ingglaaad)éf Ss

rac-3 ar‘rﬁﬁﬁ"l‘@f‘ré r%%‘réme fot pound (130 mg, 100%) which was obtained as a colorless
oil. MS: ink = 356.2 [M+Et] WO 2010/127975PCT/EP2010/055694 -87- Example 48
5-13-(4- Fluor@ﬁ?@ﬁiﬁlﬁﬁs -methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid

N',N'-dimethyl-hydrazide
S-ES-(éuFluoro—phenyl)—S-methyi—isoxazol»—4~ylmethoxy}-2-methyl~2H—pyrazole—3-carb0xyhc

acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide

10 As described for example 48c, 5~[3-(4—ﬂuoro—pheny1)~5—methyl~isoxazo]-4-y£methoxy]—2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using
1.-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 S-{3-(4-Fluoro—phenyl)~5—methyl-—isoXazoi~4-—y}methoxy]—2wmethyi—ZH—pyrazole»3-carboxylic
acid (2,2,2-trifluoro-ethyl}-amide

As described for example 53, 5—[3«(4-ﬂu0r0-phcny1)~5—methyl—isoxazo£~4-y1methoxy}-2~methy1.~
2H-pyrazole-3-carboxylic  acid (100 mg, 0.3 mmol) was converied, using

20 2,2, 2-triffuoroethylamine 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]".



As described for example 42d, [3-(4-fluoro-pheny0-5-methyl-isoxazol-4-ylkmethanol (Example 8a, 3.1
g, 15 mmol), instead of (5-methy1-3-pheny1-4-isoxazolyl)methanol, was converted to the title
compound (3.8, »3%j)avhich was obtained as a white solid. MS: m/e =#32b{Md/irkca0 b)
543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethgxy1-2-meth34-2H-pyrazole-3-carboxylic acid
methyl ester To a solution of 543-(4-f|uoro-pheny't'|%- 5-methyl-iso xazol-4-ylmethoxy]-2H-pyrazo te-3-
carboxylic acid methyl ester (1.37 g, 4.1 mmol) in DMF (10 mL) at room temperature was added
cesium carbom.%gsg, 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 néj exg’act?.d with ethyl
acetate aﬁ@v%t@\‘?“l“ﬁé’B?@&HT@'@&FB&W?HE‘%‘W&%BWT%’W&@} ﬁigy'éﬁ‘ﬁg% Vet 9881uh sulfate
and evapafiatet nfechiflonteomiB- divonmidtography (silica, heptane:cthyl 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+IT]

543-(4-fluoro-pheny14-5-methyt-isoxazol-4-ylmethoxy]-2-

ester (110 mg, 0.32 mmol), instead of 5-¢5-methy1-30 \
phenyl-isoxazol-4-ylmethoxy)-2H-pyr zol%&%ﬁb@lic acid mg { ester, was converted, using 25
N,N-dimethylhydrazine instead of ine, t-th¥ title com (114 mg, 96%) which was
obtained as a white foam. MS: m/g, = B74{2 [M£H]. WO 2010/%:22¢975PCT/EP2010/055694 -88-

Example 49 543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmetho -2 [;nethyl-le-pyrazole-3-carboxylic
acid piperidin-I-ylamide

L 2H-pyrazole-3-carboxylic acid methyl

5 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-methyl-3-
oxetanamine instead of 2-amino-2-methyl-1-propanol, to the title compound (109 mg, 90%),
which was obtained as a white solid. MS: m/e = 401.2 [M+H]".

Example 59

10 Rac-5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yimethoxy] -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 [MA+HY.



5 As described for example 48c, 5-[3-(4-fluoro-pheny1l)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using
I-aminopipegding,insiaad of N,N-dimethylhydrazine, to the title compoungd8Zimgiopmswhich was
obtained as a colorless oil. MS: pile = 414.3 [M+H_1)J§xample 50 10
5-[3-(4-Fluoro-pheny1)-5-methyl-isoxaml-4-ylmethoxyl-2-methyl-21-1-Pyrazole-3-carboxylic acid
morpholin-4-ylamide_As described for example 48c,
513-(4-f|uoro-&%‘@ﬁ%ﬁ'—@@methyl-isoxazol-4-ylmethoxy]-2- methy1-2H-pyrazole-3-carboxylic acid methyl
ester (100 mg, 0.29 mmol) was converted, using 15 4-aminomorpholine instead of )
N,N-dimetHtédiasrrpisanb-frmebmpsach by mehe b mrh s A ot rdle s bershitss oil.
MS: ink =aditle(2-fidthbdy-vQ@1R8&0AE27975PCT/EP20101055694 -89- Example 51 .
543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-metr8/I-2H-Pyrazole-3-carbo(ylic acid
pyrrolidin-lI-ylamide 5 a) .
543-(4-Fluoro-phenyl)-5-methyl-tsoxazol-4-ylmethoxy1-2- ot q-zH-pyrazole-3-carboxv|ic acid Toa
solution of 3-carboxylic acidacid methyl ester (250 mgoO.ZZ mmol) in dioxane (3 mL) was added
aqueous sodium hydroxide (2 M, 2 0 ml, 20 nungtysAfter heatingr at\Q0 C for 1 h the solution was 10
cooled to room temperature and ReutralizedywitRaqggous hydragen ghloride (2 N). The resulting
mixture was then extracted with el@yl etafe andlvater. The org&mié extract was then washed with
water, brine, dried over sodium sulfate and evapo;rated to afford the titte compound (222 mg, 92%)
which was obtained as a white solid. MS: rrile = 330.1 [M-flf.  b) 54344-Fluoro-pheny1)-5-methyl-

soxazpl-4xymethaxyligrmatiyl243 anazolardcahrrylicslbasidolisiazbylagide fosg-sohuian-of
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using 2-methoxyethylamme
instead of 2-amino-2-methyi-1-propancl, to the title compound (80 g, 68%) which was
obtained as a colorless gum MS: m/e = 389.1 IMAHT

Example 61

10 5-|3-(4-Fiuoro-phenyl)-5-methyi-isoxazol-4-ylmethoxy}-2-methyl-2H-pyrazole-3-carboxylic
acid (1-hydroxy-cyclopropylmethyl}-amide

F
N-N
N " Y
’d
N™ o’()\WN OH
o
. O

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]".



3-carboxylic acidacid (200 mg, 0.6 mmol) in DMF (5 mL) were added 2-(1H-benzotriazoleThyl)-
1,1,3,3-tetramethyluronium tetrafluoroborate (291 mg, 0.91 mmol), N,N-diisopropyl ethyl amine (510 lli
, 3.0 mmol) and, Naamingpyrrolidine HCI (111 mg, 0.91 mmol). The resulfingFpastinasgls mixture was
stirred overnight at room temperature. The reactic_)glsr_nixture 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®%8P&%8um sulfate, filtered and evaporated. Concentration and purification by
chromatography (silica, dichloromethane) afforded the title 25 compound (139 58%2) ag.a colorless
oil. MS: rS=(4Gnomephenf)-Snos Bytirrsrehd vimothesy 1hme8sY4 Hop r@%é&%r&%? Xyl
513-(4-Flaaocphetiydgyeethelaginlexazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
isopropylamide 5 As described for example 48c,
5[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2- me L‘%H-pyrazole-S-carboxyIic acid methyl
ester (100 mg, 0.29 mmol) was converted, using isopropyl Amipe instead of N,N-dimethylhydrazine, to

Example 53 10 O
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol- n
(tetrahydro-pyran-4-yl)-amide As describgd for ?&
543-(4-fluoro-pheny1)-5-methyl-isoxazol-éylmethoxy]-2- methyl-2H#pyrazole-3-carboxylic acid methyl
ester (100 mg, 0.29 mmol) was défiverted, 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 =A41353 iMEted for example 55, 5~[3—(4~ﬂuor0-phenyl.)m5-methyl~i.s0xazoi—4-yimethoxy]—2-methy1—
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmoi) was converted, using ethanolamine instead
of 2-amino-2-methyl-1-propanol, to the title compound (70 mg, 61%) which was obtained as a

white solid. MS: mve = 375.1 [M+H] .
Example 63

10 5—[3~(4-F}uoro-pheny})-5-methy)—isoxazol-4-yimethoxy}-z-methyLZH-pyrazoEe~3-carb0xyiic
acid (1-methyl-1H-pyrazol-3-yh-amide

W

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-dimethylhydrazie, to the title compound (58
mg, 48%) which was obtained as a yellow gum. MS: m/e = 411.2 [M-+H]".



WO 2010/127975PCT/EP20101055694 -91- Example 54
543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid amide
5 To a solutj %%ﬁf pg)xylic acid acid (100 mg, 0.36 mmol) in DMF (8.3 lep¥as@dead
1,1'-carbonyldiimidazole (60.6 mg, 0.36 mmol). Tk;g esulting reaction mixture was stirred for 1 h at 60
C and then treated with an ammonium hydroxide solution (465 pL, 3.0 mmol) and stirred overnight at
room temperature. The reaction mixture was then poured into aqueous sodium chloride (saturated)
and 10 the mi¥ErEWEbxtracted 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 arful3vidgOrenpobefmatbr-asnraaiicabnn i Ehiomeibgr Ay anels, 3-carboxylic
dichloromgfiganeiteethaniab-=031)-4mBf:5) afforded the title compound (79 mg, 79%) as a white solid.
MS: m/e = 331.2 [M+11]*. 15Example 55
543-(4-Fluoro-phenyl)-5-methyl-ispxazol-4-ylmethoxy1l-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1-dimethyl-ethyl)-amide HO To a solution of

5[3-(4-fluoro-phenyl)-5-methylrig h1-4-ylmethoxy]-2-methy1-2H-pyrazole- 20 3-carboxylic acid
(200 mg, 0.3 rnmol) in THE (2.7 as added 1-hydroxybenzotrigzole hydrate (47.2 mg, 0.3 mmol),
N-ethytdiisopropylamine (131.9 pL} 0.76 mmoINL\kj(é-dimethylamin ropyl)-N'-ethylcarbodiirnidazole
hydrochloride (59.1 mg, 0.3 mmobrand.2-aming-2-tneth 1\9},@[:1 7.8 mg, 0 3 mmol) and the
resulting mixture stirred overnight at/foom < The€reacppn mixture was then poured into
aqueous sodium chloride WO 2810/, 27975PCT/EP2(}10/055694 -92-

5 As described for example 53, 5-[3-(4-fluoro-pheny!)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (100 mg, 03 mmol) was converted, using N-
acetylethylendiamine instead of 2-amino-2-methyl-1-propanol, to the title compound (70 mg,
56%) which was obtained as a white solid. MS: m/e = 414.1 [M-HJ.

Example 65

10 5-[3-(4-Fluoro-phenyl)-3-methyl-isoxazol-4-yimethoxyj-2-methyl-2H-pyrazole-3-carboxylic
acid (3-hydroxy-2,2-dimethyl-propyl)-amide

OH
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As described for example 53, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yimethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmeol) 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] .



(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, filte gﬁaqg/ﬁy@gorated. Concentration and purification by chromgtegraphydsiliea,
dichloromethane:methanol = 99:1 to 95:5) afforde: 7t_he titte compound (115 mg, 94%) as 5a white
solid. MS: m/e = 403.2 [M-k1-1]+. Example 56 5-13-(4-Fluoro-p hen yl)-5-methyl-iso xazol-4-ylm
ethoxyl-2-methy1-2H-pyrazole-3-carboxylic acid ((S)-2,2,2-trifluoro-1 -methyl-ethyl)-amide 10 As
described for amm% ¢, 51344-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmo}%owas converted, using
L-2,2,2-trlote-EmeerRRenarmthnkiena etd- K phomytyme "Hﬁ‘é‘%&i&“éb%d’a?{hi"(zz mag,
18%) whighidvashebiakyett meth widpitesdlidmiis: m/e = 427.1 [M+Hr. Example 57 15
5-13-(4-Fluoro-pheny1)-5-methyl-iso xazol-4-ylm ethoxy j -2- methyl-2H-pyrazole-3-ca rbo xylic acid
(2,2,2-trifluoro-ethyl)-amide As described for example 55 O\N
543-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2- ethyl- 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted,using 20 2,2,2-trifluorgethyfaming instead of
2-amino-2-methyl-1-propanol, to the titlgcomp (112 mg, 90° which was obtained as a white
solid. MS: m/e = 413.2 [M+I-1]. WO 201 75RCT/EP20Y 694 -93- Example 58

5-13-(4-FIuoro-phenyl)-5-methyl-i2<(iw4-yl fhoxyI-Z-meth- -pyrazole-3-carboxylic acid

(3-methyl-oxetan-3-yl)-amide 5 As des¢tibed for example 55, F
543-(4-fluoro-phcnyl)-5-methyl-isox 4-ylmethoxy]-2-methyt2H-pyrazole-3-carboxylic acid (100 mg,
0.3 mmol) was converted, using 3Hfethyl-3- oxetanamine instead of 2-amino-2-methyl-1-propanol, to
the title compound (109 mg, 90%), which was obtained as a white solid. MS: m/e = 401.2 [M+H].

5  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-amino-2-methyl-
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—Flu0ro-phenyl}-S—methyl—isoxaz0¥—4—y]methoxy]-anethyi-ZH-pyrazolewa—
carboxylic acid ((S or R)-3,3,3-triflnoro-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 scparated using a 5 x 50 om 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]"



Example 59 10 Rac-5-13-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2- ethyl-2H-pyrazole-3-
carboxylic acid (3,3,3-trifluoro-2-hydroxy-propyl)-amide As described for example 55,

5[3-(4- quorgV%%WHT;gnethyl -isoxazol-4- yImethoxy] -2-meth371- 2H-pypazpie-316asReeylic acid (100
mg, 0.3 mmol) was converted, using rac-3-amino- 1 15 trifluoropropan-2-ol instead of
2-amino-2-methy1-1-propanol, to the title compou (63 mg, 47%) which was obtained as a colorless
gum. MS: m/e = 443.2 [M+HT WO 2010/127975PCT/EP2010/055694 -94- Example 60

543-(4- Fluoroffﬁ?@i‘ﬂ?- *methyl-isoxazol-4-ylmethoxyl-2-methy1-2H-Pyrazole-3-carboxylic acid
(2-methoxy-ethyl)-amide 5 As described for example 55,

543-(4- fILﬁﬁré—&%?E}(’Sﬂrﬁwi}s‘%ﬁﬁbﬂmﬁﬂﬁ‘l‘éﬂ%&?ﬁ‘-’?@m%ﬁi@ e 2PaR 848 bbxy lic acid (100
mg, 0.3 resrbhxwiasaebdvEted SusiAg-2rifietroxdsihidaxmipedppieanide2-amino-2-methyl-1-propanol, to
the title compound (80 mg, 68%) WhICh was obtained as a colorless gum MS: m/e = 389.1 [M-1-1-1]".
Example 61 10
5-13-(4-Fluoro-pheny1)-5-methyl-isexazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3-carboxylic acid
(1-hydroxy-cyclopropylmethyl)-a @ s described for exampIFe_: 55,
543-(4-fluoro-phenyl)-5-methylrisoxazél-4-ylmethoxy]-2-methyl4 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted, using| 1- (amlnomﬁt_ﬁ)/ 15¢ ropan-2-ol instead of

2-amino-2-methyl-l-propanol, to th fitle compo 8 m ich was obtained as a colorless
gum. MS: m/e = 401.2 [M-kHr WO 1011

O

399

5 or enantiomer

The stereoisomers of rac-5-{3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyi-2H-
pyrazole-3-carboxylic acid (3,3,3-trifluoro-2-hydroxy-propyl)-amide (example 59, 70 mg) in
ethanol:heptane (1:1, 2 mL) were scparated 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 colotless gum (13 mg).
MS: m/e = 441.1 [M-HJ.

Exampie 6%

(-)-5-|3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yimethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid ((R or S)-1-hydroxymethyl-propyl)-amide

O,
W
o
O/ !
HO N N~
Ho F

15

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

boxyiic acid (1-hydroxymethyl-propyl}-amide

As described for example 35, 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]".



-95- Example 62
5-[3-(4-Fluoro- phenyl) -5-methyl-isoxazol-4-3,1methoxyl-2-methyl-2H- pyrazole -3-carboxylic acid
(2-hydroxy- %)ﬁl@ ide;HO 5 As described for example 55, PCT/EP2610/055694
543-(4-fluoro- phenyl) -5-methyl-isoxazol-4-ylmeth §<Y] -2-methyl2H-pyrazole-3-carboxylie acid (100 mg,
0.3 mmol) was converted using ethanolamine instéad of 2-amino-2-methyl-l-propanol, to the title

[
go[r;p()zulzn (70 é | wlh ‘f\{ tlE‘] a_ “ tée sI i\/IS nll< 2H375 1£M§Hc]arl§xamgle 63 10
(1-methydeitHcRym Dy pocprmiel ey A e ' paece for example 48c,
5-13-(4-fluoro- phenyl) 5 methyl |soxazol 4-3/Imethoxyl1-2- methyl-2H-pyrazole-3-carboxylic acid
methyl eStes (:00emigyBeR9 mifndh)[Hvéds Garmvertedy i<irmelsy tisaetryit4trmsiazok-3-Prkying instead of

N/N dlznﬁlmmgma@@og ofheitle GompRYRGHER B ASIR) e (wasehiaisied assa yellpwigum. MS:
m/e

(P& 9 SR 6 mn at room
543-(3- Fﬁjg‘%gvé) erJtyTj% 35? s‘S’%ezS s F% ]SQ yg5i’ 2§ %etﬁ? Qm%ﬁ%/@%%( %/%) Sarbo )Qgcba(mj
(2- acetyl&fﬁ%ﬂ@fﬁ@gb%,ﬁéwgmgpag 5'1% % phase with efection a

5[3-(4-fludhe-aenyib)ab- mmpwsoxa@m@ymfemmpp thmqéy@zelé@eaww?é &8R- (100 mg,
0.3 mmoh)was conyerteshusing Nacetylethylendiamine instead of 2-amino-2-methyl-1-propanol. to the
title compound (70 mg, 56%) which was obtained as a white solid. MS: m/e = 414.1 [M-HI. Example 65

Examptle 70

10 {(+)-5-[3-(4-Fluero-phenyl)-5-methyl-isoxazol-4-ylmethoxy] -2-methyl-2H-pyrazole-3-
carboxylic acid ((S or R)-1-hydroxymethyl-propyl)-amide

HO N
/

I=

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 69, 155 mg) m

15 ethanolheptane (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 {S-[3-(4-Fluoro-pheny])—S—methyl—isoxazol~4—ylme‘€hoxy}-2»methyl—2ﬂ-pyram1~3uyl}-(3-
hydroxy-azetidin-1-yl)-methanone

F



10 543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
(3-hydroxy-2,2-dimethyl-propyl)-amide As described for example 55,
543-(4-f|uor&-‘?g@l@)ﬁ%%methyl-isoxazol-4-ylmethoxy]-2-methy|- 2H-pyrazele-praarayydic acid (100
mg, 0.3 mmol) was converted, using 3-amino-2,2-§)i ethyl- 15 1-propanol instead of
2-amino-2-methyl-l-propanol, to the title compoun égS mg, 70%) which was obtained as a white solid.
MS: mie - 417.2 [Mi-H]. WO 2010/127975PCT1EP2010/055 914.-97; Eﬁmlgle 66 ety
5-[3-(4-FybASSEHBS D sXHEN L oxbrd T AUMRE AT My R razd e?g}%}%boxryﬁg acid
(2-hydroj2smetbighpropykyhenidil 6106 tesdrbethfoh exammeievsged, using 3-hydroxyazetidine
3433-(4-1"?@(9@@%%@)1155{&@1(-]' hyil-is@agakandme Im@ﬁybﬁﬂnze%lxlﬂﬂiﬂ%raa:ﬁ;kﬁ}&da(%bmwﬁ] %?It?fd (100 m:g,
.3 mmol) was converted, using 1- -2-methylpro tead of 2-amino-2-methyl-I-propanol,
to the titlé;’ gﬁ]ngoaaﬁget%%dn%,%%&ﬁ%ﬁ%qﬁwﬁg?gg{t}gine@ﬁl Bﬁgg]llgriess gum. MS: infe = 403.2 [Mill] "
Example 67 10, (+ -5-%3-(4-FIuoro-phenyl)-5-methyl-isoxazo|—4-y|methoxyl—2-methy1—2H-Pyrazole-3-
carboxylic aci ‘g‘ BF -3,3,3-trifluoro-2-hydroxy-propylyamide or enantlome The sterecisomers of

rac-543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylinethoxyl-2-methyl-2H- 135 pyrazole-3scarboxylic acid
(5.3 RO ar A SR ST e ARG TR e A S T were
separatedarbieny heB i & Oretmripidiratiaans- dotamidat 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: ink = 44T

As described for example 55, 5-[3-(4-fluoro-phenyl)-S-methyl-isoxazol-4-ylmethoxy]-2~-methyl-

10 2H-pyrazole-3-carboxylic acid (100 mg, 03 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

(~}-S-1'3-(4~Fluoro-phenyl}-5-methyl~isoxazo}—4-y§methoxy]-Z-methyl—ZH-pyrazoie—S-

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,25)-2-hydroxy-
cyclopentyl)-amide

o}
VN
O
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a) _5-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazo le-3-carboxylic
20 acid ((IR2R)-2-hydroxy-cyclopentyl)-amide and/or 35-{3-(4-fluoro-phenyl)-S-methyl-isoxazol-
A-vimethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((18,28)-2-hydroxy-cvclopentyl)-amide




WO 2010/1 7975PCT/EP2010/055694 -98- Example 68
(-)-543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic acid ((R
or S)-3,3,S-WH%EQI-I%Q%droxy-propyl)-amide Sor enantiomer The sterepisomeisakssvs
rac-5-13-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(3,3,3-trifluoro-2-hydroxy-propy1)-amide (exampié 59, 70 mg) in ethanol:heptane (1:1, 2 niL) were
separated using a 5 x 50 cm Chiralpak AD_ columnp at room temperature usi n isopropanol:heptane
(15:85) %ﬂ%ﬁ&é&%ﬁ%@%é&&%(ﬁ% Oﬁfﬂﬁ? @1%@?%8@?55)0 %%Oz‘éjﬁﬁ’gg?%ﬁ%%%‘%%yg’f rotation)
was obtadbgaezaledlondesina(L (S 24/@mel) Tvp MopyertedERsRth BBy (1R, 2R)-2-
(-)-5-13-(4rFrhyerernhanyd: yaeibisnxazekd o methiaxyl-trtgthyir2dpdnpy razble B2 SRidorylic acid
((R or S)-1-hyd thyl-pr -Angigde : -b-.3 4~ Qs heviS-meth-14s0xazo
-4-ethox (-% m%rﬁg %yg(]f-l%gg%& e?g%/c]%%ng'-é1 ?ﬁ%%ﬁ%ﬁ%@?%ﬁ] a?ﬁg'@ﬁé% ,?\gl%?escrgf bed for example 55,
543-(51-fllﬂ-&%fﬂhenyl)-S-methyl-isoxazol-4-ylmethoxy]-2-methy|- 2H-pyrazole-3-carboxylic acid (200

mg, 0.6 mmol) was converted, using rac-2-amino-l-butanol 20 instead q -amin-zj-melt)h |-1-propanol,
to the titl@cotHBddnduan P RsaY B-3oRIShIsIs0R A0 S ATk GOy L o O e R TR A FAT DO S
[M-411+. BE68 afdior S5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-

4-yImethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid ({1 S.25)-2-hydroxy-cvclopentvi-amide

The stereoisomers of 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-

10 pyrazole-3-carboxylic acid ((1R,2R)-2-hydroxy-cyclopentyl)-amide and/or 5-[3-(4-fluoro-
ph.enyi.)~5—methyl—isoxazo1-4-ylmethoxy]~2-methy§—2H—pyrazo]e~3»carb0xyiic acid ((15,28)-2-
hydroxy-cyclopentyl)-amide (example 73a, 93 mg) in ethanolheptane (1:1, 2 ml) were
separated using a 5 % 50 cm Chiralpak AD column at room temperature using an
isopropanol:heptane (1:4) mobile phase with UV detection at 220 nM. The least polar

15  compenent (-ve sign of rotation) was obtained as a white solid (30 mg). MS: mie = 415.3
[MHHT.

Example 74

(+)-S—[3-(4-Flu0ro—-phenyl)-S—methyi~isoxazol—é-ylmethoxyl~2~methyl~2ﬁ—pyrazoie—3—
carboxylic acid ((18,25)-2-hydroxy-cyclopentyD-amide and/or 5-[3-(4-fluoro-phenyl)-5-

20 methyl-isoxazol-4-yimethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1R,2R)-2-
hydroxy-cyclopentyl)-amide

0.
W
0
O T
N/
Q’ﬁ / F
OH

The stereoisomers 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  3-[3-(4-fluoro-
25 phenyi’)—S—methyl.—isoxazo1—4—ykmethoxy]—2—methyl—2H-pyrazoEe—3-carboxylic acid ((18,28)-2-
hydroxy-cyclopentyl)-amide (example 73a, 93 mg) in ethanolheptane (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



b 5 3- 4-Fluoro- hen | -5-meth |- soxazol-4- 1 e hox 2 e h 2Hazole-3-carbox lie acid R or S -1 h d ox eth
I-amide The stereoisomers of 543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-yImethoxyl-2-meth34-2H-
pyrazole-B-%bﬁ?y){rz‘.@gd (1-hydroxymethyl-propyl)-amide (example 69a;H:bbme 8o
ethanol:heptane (1:1, 8 mL) were separated using @25 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 (-ye sign of rotation) was obtained as.a whit %id 6 mg). MS:. =z 403.2
[M-1-1]4 ERRATSRE ﬁb"i‘09’(&1)-%’?{95%2%3118%-8%%" -%*-rané"{ﬁyti?ié%flgaio 7 g@hé‘%ﬁ 33
-2-methy IV pyrazole-3- carboxylic acid ((S or R)-1-hydroxymethyl-propyl)-amide The stereoisomers
of 543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H- pyrazole-3-carboxylic acid
(1-hydroxymetihydsppdpys)-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 isopropanohheptane

(15:85) mohitephagauwith-phémeisctirmat-2aQn-4FiswtbskyietametmpdHepy@4pesign of rotation)

was o§)ta'

| 9 ( MimediNE.a alide b sEXEPig Fd-gRenyl)-5-methyl-
15-13-(4-}%%%??—5?&2%31%?%@% Mﬁﬁ% a%ggx i3 .etthl-Zl-g / mﬁg?gg : D Geothol.
hydroxy-d3del-4-3 e HAHo tm@%‘lﬂ%f@f' 'g'ii} ‘1’7%[@?20 Bhos gg? ]? -'As described for
example 88yyB4@a(uifluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methy-1-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was conc\_.serted, using 3-hydroxyazetidine
hydrochloride instead of 2-amino-2-methyl-I-propanol, o q € tjje compound (20 mg, 17%) which was
obtained as a colorless gum. MS: m/e = 387.1 [M+H]t 5EXa

Rac-5-13-(4-Fluoro-phenyl)-5-methyl-isoxam1-4-ylrhe metbyl-2H-pyrazole-3- carboxylic acid
(tetrahydro-furan-3-yl)-amide As described fo yex mple 55,
543-(4-f|uoro-phenyl)-5-rnethy|-iso>§azol- = (ﬁlthmxyl-Z-me

- .:

O
ot cnantiomer

10 a)  Rac-5-[3-(4-Fluoro-phenyl)-3-methyl-isoxazol-4-ylmethoxv}-2-methyl-2H-pyrazole-3-car-
boxvlic acid (2-hydroxy-1-methyl-ethyl)-amide

As described for example 53, S-{3-(4~ﬁuoro-phenyl}-5-meﬁhyi-isoxazo1—4—y1methoxy]-Z-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~Fiuoro~nhenvl)-5—methvl—isoxazo1—4—Vlmethoxﬂ—2-methv1v2H-nwazolem3~carboxviic
acid  ({R)-2-hydroxy-1-methyl-cthvl)-amide or 5-[3-( 4-flypro-phenyl)-5-methyl-isoxazol-4-
vlmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid ({ $)-2-hvdroxv-1-methyl-ethyl)-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-cthyl)-amide (example 75a,155 mg) m
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 phasc with UV detection at 220 oM.
The least polar component (+ve sign of rotation) was obtained as a colorless gum (20 mg).
MS: m/e = 389.1 [M+H]".



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 Qbtainad, #%-4a light brown solid. MS: m/e = 401.2 [M+H]* . Exaipplepsi /055694
(-)-5-13-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- 15 carboxylic acid
((1R,2R)-2-bydroxy-cyclopentyl)-amide author 5-13-(4-Fluoro-phenyl)-5-
methyl-isoxazol-4-ylmethoxyl-2-methyl-21-I-Pyrazole-3-carboxylic acid
((1S,28)-2-hy§r%ﬁ¥§78%ﬂ§pentyl)-amide OH 5 3- 4-Fluoro hen | 5- e h 1-isoxazol-4- Imethox -2- cth

I-2H- azole-3-carbox lie d IR 2R -2-h drox c do ent 1 -amide and/or 5- 3- 4-fluo o heré-S Imethox -2
“meth 1-2915¥ A IFuareptepsbEmepubivermbday nsthoxslrsmstbel HHr Ressiifass,

543-(4-fluarbehtinyddid-((Rykisorazdhef ik dtydyaire thy| SH3dykdiroie pherbbi Reetlesd (80 mg,

0.24 mmel) Was CRONREIREHSIE RDE A ByeR I R-Aainnsydepas@naihyziioalietide- instkad of
2-ami O-Z-ﬁn%t"ghg'; Jpropanol, to the (1R,2R) form of the title compound (93 mg, 93%) which was
whi

obtained 48% € Solid. MS: m/e = 415.3 5 [M+HT b 5 3- 4-Fluoro- hen -5-meth 1-isoxazol-4- etl ox
2- meth 1

O,
W
O
LY
.
ot

OH
or enantiomer

The stereoisomers 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, 135 mg) in

10 cthanokheptane (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-Flu0ro—phenyi}-S-metbyi-isoxazol~4—ylmethoxyl-2—methyl—2H—pyrazol—3—yl}~(2-oxa—
6-aza-spiro{3.3|hept-6-yl)-methanone

F ! O

As described for example 55, 5-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyi-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using 2-oxa-6-azonia-

20  spiro[3.3]heptane oxalate salf insicad 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]".



2H- azole-3-carbox lie

10

15

20
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Example 78

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

a) 2-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-yimethoxy)-2H-pyrazole-3-carboxylic acid
methyt ester

To a stirred solution of 5-hydroxy-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (355
mg, 2.28 mmol) and (5-methyl-3-pyridin-2-yi-isoxazol-4-yi)-methanol (432 mg, 2.28 mmol} in
THF (10 mL) at 5 °C under argon was added triphenylphosphine (775 mg, 2.95 mmol), then
diethy! azodicarboxylate (515 mg, 2.95 mmol) was added dropwise. The reaction mixturc was
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+HT".

b 2-Methyl-5-( 5-methvl-3-pyridin-2-yl-isoxazo -d-vImethoxy)-2H-pyrazole-3-carboxvlic _acid
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 mmo}), instead of 5-(5-methyl-3-phenyi-
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
as a colorless oil. MS: mve = 356.2 [M+HT".



WO 2018/127973 PCT/EP2010/055694
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Example 79

2~Methy1~5-(5-methyl—3-pyridin—2~yl—isoxazul—4-ylmethoxy)n2}l—pyrazole-3-carb0xy]ic acid
(tetrahydro-pyran-4-yh-amide

/ AN
AN
yd
N= N—nN
!
O L O’<///H_r§
)

5 As described for example 78b, 2-methyl-5-(5-methyl-3-pyridin-2-yt-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (70 mg, 021 mmol) was converted wusing
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 Z—Methyl-S-(S-methyl-3—pyridin«2-y¥-is0xazol—4~ylmethoxy)-ZH-pyrazole—3-carboxylic acid
((S)-2-hydroxy-i-methyl-ethyl)-amide

As described for example 6, 2-methyl-5-(5-methyl-3-pyridin-2-yi-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid methyl ester (90 mg, 0.27 mmol), instead of 5-(5-methyl-3-phenyi-

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]".



acid 1R 2R -2-h d ox -c do ent | -amidc and/or 5 3 4 uoro- hen | 5-meth 1 isoxazol- 4 1 ethox 2-meth
1-2H- azole-3-carbox lie acid IS 2S -2-h d ox c do ent 1 -amide  The stereoisomers of
543-(4-f|uor&@g&ra)ﬁ)@%methyl-isoxazol-4-y|methoxy]-2-methy|-2H10 pwarerdmahexylic acid
((1R,2R)-2-hydroxy-cyclopentyl)-amide and/or 5?%—%{4-ﬂuoro-
pheny1l)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1 S,2S)-2-
hydroxy-cycIoEentyl:-amide (example 73a, 93 mg) in ethanokheptane (1:1, 2 mL) were separated
usinga5x5 r§1pak AD column at room temperature using an  isopropanol:heptane (1:4)
mobile phase with UV detection at 220 nM. The least polar 15 component eve sign of rotagjon) was
obtained BacaSuiits-Benocpo i) - frmethulisoxark-Ary psthonpils 2 methyl-2H-pyrazole--
(+)-543-(4abheastiphaoyioamhpatoyidsmdmbayliiethoxyl-2-methyl-2H-pyrazole-3- carboxylic acid
01S,2S)-2-hydroxy-cyclopentylyamide and/or 513-(4-fluoro-phenyl)-5- 20
methyl-isoxazol-4-ylmethoxyl-2-methy1l-2H-pyrazole- licacid((1R,2R)-2-
hydroxy-cyclopentyl)-amide The stereoisomers of 5[3-(4-fluofo-phenyl)-5-methyl-
soxazol-4-ylmethoxy]-2-methy1-2H- pyrazo le-3-carboxyli I
lopcntyl)-amide and/or 5- [3-(4-fluoro- 7
N

[0 B F

5  a) 53 5-F1uoro~nw:idin~2-vi)-S—methvl—isoxazo1—4uvlmcthoxﬂ—2Hupvrazole—3—carboxvlic acid
methyl ester

As described for example 17d, [3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylj-methanol

(1.03 g, 4.95 mmol), using 5-hydroxy-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester

instead of 3-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)  5-13-(5-Fluoro-pyridin-2-vh)-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 mlL, 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, heptanc:ethyl
acetate = 4:1 to 2:3) afforded the title compound (354 mg, 49%) which was obtained as a white
20 sohd.
MS: m/e = 347.1 [M+H]".

¢)  Rac-5-3-( 5-ﬂuoro-;3vric§in-«2—vi}-S-methvl-i‘soxazo1—4~Vlmethoxv}-?.-methvimsz—pwazo16-3-

car-boxvlic acid (tetrahvdro-furan-3-yl}-amide

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

25  methyl-2H-pyrazole-3-carboxylic acid methyl ester (140 mg, 0.40 minol), 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
me, 39%) which was obtained as a white solid. MS: m/e = 402.3 [M+H]".



25 pheny1)-5-met hyl-iso xazol-4-ylmetho xy]-2-methyl-2H-pyrazo le-3-carbo xylic acid ((1S,2S)-2-
hydroxy-cyclopentyl)-amide (example 73a, 93 mg) in ethanotheptane (1:1, 2 mL) were separated
using a 5 x&%gmﬂgm@goak AD column at room temperature using an isapropanolikeptane (1:4)
mobile phase with UV detection at 220 nM. The mgst polar WO 2010/127975PCT/EP2010/055694
-102- component (+ve sign of rotation) was obtained as a white solid (43 mg). MS: rn/e = 415.3
Example 75 (-9-5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- 5
carboxylic ac@%?l%l?}f ﬁ%droxy [-methyl-ethyl)-amide or
543-(4-fluoro-phenyl)-5-methylisoxazol-4-ylmethox I 2-methyl-2H-Pyr %%Olli 'Ca{ER) Xlﬁ acid
((S)-2-hyBrEx(EElwerpty ey -aRidran g BhisptgNe? -y Bnethoxy]-2-methyl-2H-py
a)Rac-543w(Hekitioraeios Ny dbnerbiiykidoxedol-4-ylmethoxv1-2-methyl-2H-pyrazole-3-car- boxylic
acid (2-hydroxy-1-methyl-ethyl)-amide As described for example 55,
543-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]- - 2H-pyrazole-3-carboxylic acid (200
mg, 0.6 mmol) was converted, using DL-2-amino-1- prop \nol/ nstead of 2-amino-2-methyl-1-propanol,
to the title compound (155 mg, 66%)'Which 15 was a white solid. MS: m/e = 389.1 [M+HI.
b) 5- 3- 4-Fluoro- hen 5-meth 1-isoxazglg-yl i
((111-2-hydroxy-I-methyl-ethyl)-amide or 1} oro-henI}5-m hyI-isoxazoI-4-
ylmethoxyl1-2-methyl1-2H azole-3-carbo aci#S methyl-ethyl)-amide
F

5  As described for example 8lc, 5-[3-»(5—ﬂu.oro-pyridin—fl—yl)—S-methyi—isoxazol—4-ylmethoxy}-2—
methyl-2H-pyrazole-3-carboxylic acid methyl ester (73 mg, (.21 mmol) was converted, using
N,N-dimethylhydrazine instead of morpholine, to the title compound (74 mg, 94%) which was
obtained as a colorless oil. MS: m/e = 375.2 [M+H] .

Example 83

10 5-[3-(5~Flu0rowpyridin-Z—yl)-S-methy]~isoxazol—4—ylmethoxyi-2—methyl—2H-pyrazele—3-
carboxylic acid (2-hvdrexy-ethyl)-amide

@)

N
HOI "

As described for cxample 6, 5-[3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyt ester (73 mg, 0.21 mmol), instead of 5-(5-methyl-

15 3—phenyl—isoxazol~4nyimeth0xy)MZH—pyrazoiew3—carb0xylic 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]"




The stereoisomers of 543-(4-fluoro-pheny1)-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
(2:1, 8 mL) \%%g ﬁ,{g@;@,@d using a 5 x 50 cm Chiralpak AD column at roppyASRg)alee using an
isopropanol:heptane (12:88) mobile phase with U Q(J%mtectlon at 220 MM. The least polar component
(+ve sign of rotation) was obtained as a colorless\g (20 mg). MS: m/e = 389.1 [IM+H]t. WO
20101127975PCT/EP2010/055694 -103- Example 76 (-)-5- [3-(4-Fluo ro-p h eny1)-5-meth
yl-isoxazol- 4-%?135‘(}% 2-methyl-21-1-pyrazo le-3- carboxylic acid
((S)-2-hydroxy-I-methyl-ethyl)-amide or
5-13-(4-fIfdPoprawsmp-ayHaRysdk azarthyisentsel 4-dmethey b 2w thybiddspasaseieviic acid
((R)-2-hyduomyxiiroathy kisnednydr-eupiden e dpaniidmer The stereoisomers 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 m ~ethanol:heptanc (1:1, 8 mL) were
separated using a 5 x 50 cm Chiralpak AD column at room rature using an isopropanol:hcptane
(12:88) mobile phase with UV detection at 220 nM. Thg.m@st pslar component (-ye sign of rotation)
was obtained as a colorless gum (30 mg)MS: i xample 77 15
15-13-(4-Fluoro-pheny1)-5-methyl-isoxazo etl‘y@xyi-z-meﬂhyl- -pyrazol-3-y11-(2-oxa6-aza-spiro

13.31hept-6-y1)-methanone As descriQed,for ex ple 55,
543-(4-fluoro-pheny1)-5-methyl-i€oxazgl-4HImethoxy]-2-methyl- 2H-gyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted, using~Z-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: ni/e A4 H3s2r[hd Hjr \AkanR0d B/1Q 7B PATEP 20401055694 - methyl-isoxazol-4-yimethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (73 mg, 0.21 mmol) was converted, using

4-aminotetrahydropyran instead of morpholine, to the title compound (32 mg, 37%) which was
obtained as a white solid. MS: m/e = 416.2 [M+H]".

Exampie 85

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

HO

sz/
O

a) 5-(3-Butyl-5-methvl-isoxazol-4-vlmethoxy)-2-methv]-2H-pyrazole-3-carboxylic acid methyl

gster

15 As described for example 42d, (3-butyl-5-methyl-isoxazol-4-yl}-methanol (320 mg, 1.9 mmoi),
instead of (5-methyl-3-phenyl-4-isoxazolyl)methanol, was converted to the title compound
(346 mg, 55%) which was obtained as a coloriess oil. MS: m/e = 308.2 [M+H]".

b) 5-(3-Butvl-5-methyl-isoxazol-4-vimethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid methyt

ester

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-(3-methyl-3-phenyl-isoxazol-4-



-104- Example 78
2-Methy1-5- (5 methyl -3-pyridin-2-yl-isoxazol-4-ylmethoxy)-211-pyrazole-3- carboxyllc acid

|sopropyla -Meth 1-5-(5meth 3ethoxy)-2H-pyrazole-3-carboxylig aeith fmeihylester To a
stirred solutlon of1 5/ %ydroxy 2-methyl-2H- pyrazolq- -carboxylic acid methyl ester (355 mg, 2.28 mmol)
and (5-methyl-3-pyridin-2-yl-isoxazol-4-ye-methanol (432 mg, 2.28 mmol) in THF (10 inL) at 5 C under
argon was added triphenylphosphine (775 mg IZ‘HBI%}’TmOD then 10 dletg odﬁ?rbo Iate (515 mg,
2.95 mmBINFAS FerdEHaTspise Resdiccag %8s WAPRBY 16750 embera ur overnlght
Then the{f@aotiofrhixtdrehwes ekrapmdaa@d amidrinssifEAN: chiomad@ridhY{silica, heptane:ethy
acetate = 1:1 to 7.5:2.5) to afford the title compound (220 mg, 30%) as a white solid. MS: mie = 329.3
[M+14]+.  b)RZ:Mgileyds5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid 15 isopropylamide As described for example Ib,

2- methykﬁa@%mﬁ%@myﬂﬁm&mmw@ﬁmﬂammwwmmwmme Gachebpliylicasbid risethyl ester
(70 nig ggg]m mstead of 5-(5-methyl-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid metl?yl ter, was converted, using isopropylamine instead of morpholine, to the title compound
(41 mg, 54%) which was obtained 20 as g colorless oil. MS: mie = 356.2 [M+1-1]1. WO
2010/127975PCT/EP2010/055694 -185~Example 79

2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxageid-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide H

ey

——"’N\ s /
N~ 0 O
—N

As described for example 1b, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-
pyrazole-3-carboxylic acid methyl ester (60 mg, 0.2 mmol), insicad of 5-(5-methyl-3-phenyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-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-ytmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-
hydroxy-1-methyl-ethyl)-amide

15

As described for cxample 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-
| -propano] instead of ethanolamine, to the title compound (48 mg, 70%) which was obtamed as
a colorless oil. MS: m/e = 351.3 [M+H]".



5 As described for example 78b,
2-methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-34methoxy)-2Hpruzole-3-carboxylic acid methyl ester
(70 mg, 0.2 converted using 4-aminotetrahydropyran instea ine, to the
title compoun WE@D’ \é% 1%) which was obtained as a white solid. MS: in gcolf@gyg{g%!gﬂ Example 80
10 2-Methy1-5-(5- methyl -3-pyridin-2-yl-isoxazol- 4191 ethoxy)-2H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-I-methyl-ethyl)-amide As described for example 6,

2-methyt-5-(5-Fiemple 85hyridin-2-y1-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-{akathid:dy R Hhylyiraxatel 3-glrtsRy iy atichetinthyHepran apla s combendit, asidg(tetzdaninol
instead of;eiralpraminentadfigetitle compound (91 mg, 89%) which was obtained as a colorless oil.
MS: m/e = 372.2 [M-H]t . WO 2010/127975PCT/EP2010/055694 -106- Example 81
Rac-5-[3-(5-fluoro-pyridin-2-y1)-5-me oxazol-4-ylmethoxyl-2-methy1-2H-pyrazole-3- carboxylic
acid (tetrahydro-furan-3-yl)-amide 54Q) 543-(5-Fluoro-p

din-2-y1)-5-methyl-isoxazol-4-ylmetho H-pytazole-3-carboxylic acid methyl ester As described for
example 17d, [3-(5-fluoro-pyridin-2-y1)-5- l-isoxazol-4-34]- methallOI (2.03 g, 4.95 mmol), using

2 [M+H]*. b)
hvl-2H-pyrazole-3-carboxylic acid
methyl ester To a solutlon of 543-(5- fluoro pyrldln ethyl-isoxazo
174-ylmethoxy]-2H-pyrazole-3- carboxylic acid methyl ester (700 mg, 2.1 mmot) in DMF (10 inL) at

room ge mReraaléggm edc' for example 86, 3-(3-butyl-3-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-

pyrazole-3-carboxylic acid methy! ester (60 mg, 0.2 mmol) was converted, using 4-
aminotetrahydropyran instead of isopropylamine, to the title compound (70 mg, 95%) which was
obtained as a colorless oil. MS: m/e = 377.2 [M+H]",

Example 89

10 Rac-5-(3-Butyl- ‘5-methyiqsoxazol-ct-vlmeth0xy)-2-methyl-2H-py1azole-—3 carboxylic  acid
(tetrahydro-furan-3-yl)-amide

0O
o,
N
M

_N.
N o7 P
=N

O

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] .



15 added cesium carbonate (686 mg, 2.1 mmol) and methyliodide (299 mg, 0.13 mL, 2.1 mmot) and

ethyl acetatg and.water,.The organic extract was then washed with watepchyioliiggsoyer sodium
sulfate and evaporated. Purification by chromatog{ hy (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]t c) Rac-a5-fluoro-pyridm-2-y1)-5-methyl-isoxazol-4-34methoxy]-2-methyl-2H-pyrazo le-3-
car-boxylic ackrEP-%i 3 -amide As described for example Ib,
543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-34methoxy1-2- 25 methyl-2Hﬁpyrazole-3-carboxylic
acid metRyMesier- 48 mrihpt-Ao(teirady diospyaanf g Asisoxazol-4-yimethoxy]-2 H-pyrazole-3-
mgthyl-&wbﬁmwﬂmmmﬁﬂmme-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: mrie-< 402.3 [M+HI. WO 2010/127975PCT/EP2010/055694 -107-
Example 82 5-13-(5-Fluoro-pyridin-2-y1)-b-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-
carboxylic acid N',N'-dimethyl-hydrazige—5 As described for example 81c,
543-(5-fluoro-pyridin-2-y1)-5-methyl-i 0xazo|-4-y|meth9<y]-2- methyl-2H-pyrazole-3-carboxylic acid
methyl ester (73 mg, 0.21 mmol) wés rted, psimg N,N-dimethythydrazine instead of morpholine,
to the title compound (74 mg, 94%)yulfich w taiped ask‘l;l colgrless oil. MS: m/c = 375.2 [M-r-FI]" .
Example 83 10 543-(5-Fluoro-pyridin-2iy1)-5-methyl-isoazold-yImethoxy1-2-methy1-2H-pyrazole-3-
carboxylic acid (2-hydroxy-ethyl)-amide o) 0

5 a) Tetrahvdro-pyran-4-carbaldehyde oxime

To a suspension of tetrahydro-pyran-4-carbaldehyde (36.9 g, 259 mmol) and hydroxylamine
(27.2 g, 388 mmol) in ethanol (246 mL) and water (246 mL) was added sodium acetate {429 g,
517 mmol) and the resulting mixture heated at 90 °C overnight. Afer cooling to room
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 clromatography (silica, heptane:ethy! acetate = 1:1) afforded the title compound
(16.8 g, 50%) which was obtained as a yellow liquid. MS: m/e = 129.] M+H]

b) 5-Methyi-3-(tetrahydro-pyran-4-yi)-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-butyimethylether (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 tricthylamie
(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 (I 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-yi)-isoxazol-4-ylj-methanol

25 To a solution of 5-methyl-3-(tetrahydro-pyran-4-y)-isoxazole-4-carboxylic acid ethyl ester (4.0
g, 16.7 mmo}) in THF (55 mL) at 0 °C was added lithium aluminum hydride (349 mg, 9.0
mmol). And the resuiting 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



As described for example 6, 543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazo1-4-ylmethOxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (73 mg, 0.21 rnmol), instead of 5-(5-methyl- 15
3-phenyIringgzz%-ﬁz}inymgthoxy)-zH-pyrazole-3-carboxylic acid methyl esterwas geayerted to the title
compound (68 mg, 86%) which was obtained as%]l/#bite solid. MS: ink = 376.2 WO
010/127975PCT/EP2010/055694 -108- Example

5-[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylrnethoxy]-2-methyl-2H-py razgle-3- carboxylic acid
(tetrahde%%%%SHSWS&ﬂ‘i’i6@553%‘386%’6rﬂéeﬁ‘%%%ﬁgﬂr%ﬁg]ﬂ@?em&c andp%gl{efeg over YHO@I
543-(5-flulire-Higratinsgay 115 roethyleisd xanb Pasyfiieicioroy] - 2 bieraatar2piup rdiksle IBRtars s&ic acid
methyl esgr{#3-mgo@Rkdnmo)) yrsdeanurrteade usigduaminotetgalbdippyran indtelassofwmorpholine,
to the titl r%ﬁogggé(qiﬂmh 7%) which was obtained as a white solid. MS: ink = 416.2 [M+H]! .
Example U B-(3-Buty1-5- ethyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid (

hydroxy-ethyl)- -isoxazol-4-vimet -2H-pyrazole-3-car-
5-(3-Butvit: )2 Ayraze Carbos methyT ester 15 As
describe§gi exa #Bbutyl-5-methyl-isoxazol-4-y1)-methanol (320 mg, 1.9 mmol), instead of

(5-methyl-3-phenyl-4-isoxazolypmethanol, was converted to the title compound (346 m? 55%) which
was obtaified siEradcelbiiessi- MG om Sets 2 Hmsrzoly 3-carboxylic acid methyl ester (4.68'¢,

5-(3-Butylsammethmdgoxazalyi-ymethei)-gymethyh2isbryrazble3ssatboxy( T S id Methyeeister WO
201011279 75Pf8 1ER2A191055694 409 was added triphenylphosphine (10.6 g, 39 mmol), then
10 diisopropyl azodicarboxylate (8.23 mL, 39 mmol) was added dropwise. The reaction mixture
was warmed to room temperature overnight. The reaction mixture was then extracted with ethyl
acetate and the organic extract washed with water, dried over sodium sulphate, filtered and
evaporated. Purification by chromatography (silica, heptane:ethyl acetate = 1:1) afforded the title
compound (7.26 g, 85%) as a white solid. MS: m/e = 336.2 [M+H]".

15 ¢) 2~Methvl—5~[5-methvl—S-(tetrahvdm-nwan—4-vl)~i.soxazol—4-vimethox.v]-2H—nwazoie—3~car-

boxvlic acid (tetrabydro-pyran-4-yl-amide

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), mstead of
5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was

20 converted, using 4-aminotetrahydropyran instead of morphotine, to the title compound (183 mg,
76%) which was obtained as a colorless gum. MS: m/e = 403.1 [M-HJ.

Example 21

S-[3-(4-Fiuor0-phenyl)-5-hydrnxymethyl—-isoxazol—-é-y]methoxy]-meethyl-ZH-pyrazoie—i?o-
carboxylic acid (tetrahydro-pyran-4-yl)-amide

OH

25



ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title compound (50 mg,
76%) which was obtained as a colorless oil. MS: tn/e = 337.3 [M+li] . Example 86

5-(3-Buty1-5; Bl?g)lis,@gazol -4-ylmethoxy)-2-methyl-2H-pyrazole-3-carbgxylie:agid ds0a Lropylamide
As described for example Ib

5-(3-buty1-5-methyl- |soxazol 4-ylmethoxy)-2- metth 2Hpyrazole-3-carboxylic acid methyl ester (60

mg, 0.2 mmol), mstead of 5- (5 methyl -3- phenytlsoxazol 4 ylmethoxy) -2H-pyrazole-3-carboxylic acid
methyl €8t OFTRIEREH2UER YBISSIFERY #8Emorpholine, to the title compound
(63 mg, 97%) WhICh was obtalned as a colorless 0|I MS: m/e 335.2 [M+1-1] Example 87

Rac-5-(3-Buty toBigatay <8 3u0rnimmdiongininemzelod-eybasylie- @%ﬁsw&/ﬁﬁfﬁc@% 8
hydroxy-lahetmtethypt drideldc disld €S dfibet, {80 examgle i85dthano! (113 mL) was added sodium

fn é3 guty%f’éom@éf&'mafa@'sﬁws%th%% %@tm@rgﬁml%gét&% %%%Eb;t%l/é@lxﬂﬁi@r %@Wk&st?r (60
conver, s -2-amin 0 ins of ethanolamin e

comp ungn‘ﬁédﬁ%’gﬁ?ﬁ%?%ﬁhﬁma%ggbﬁﬁ 30 %lélgél gc)d(; c?lr €SS Oil. Sy SE Rk U1§§’.”Ld§ Eﬁﬂe ﬁ) HqW%

2010/127@@@?@2@@7@5@69‘@1@@@&%&%@)si(téﬂémvf%nﬁ%%( Soxaz ol ANretib

)-2-methyle iR pyhaz M- 3narbdid /i eld] (tetrahydro-pyran-4-y1)-amide 5 As described for example

86, 5-(3-buty1l-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2Hpyrazolc-3-carboxylic acid methyl ester

(60 mg, Op2 mumobwas senvered sty i-isminotetrahydropysan instead of isopropylamine, to the
titte compound (70 mg, 95%) which was obtained as a colorless oil. MS: m/e = 377.2 [1?4+14] .

Example 89 L0solution of 3-(4-fluoro-phenyl)-5-((E)-styryl)-isoxazole-4-carboxylic acid (19.0 g, 61.4
Rac'?6(3'x%‘r_Jn%’lJy'%‘ﬂ%%@(;'ﬂ%sr%%ﬁ%z(%'%ﬂﬂf‘@fWM@%"i‘{leﬂl@ﬁl@%‘R%ﬂf‘&z%eég’d‘é@%@%éfﬂ%%ﬂeramre
a solution of ethyl chloroformate (5.97 mL, 61.4 mmol) in THF (55 mL). After 1 h the
triethylamine hydrochloride salt was filtered off and washed with a small amount of THF. The

mixture was added to a solution of sodium borohydride (6.05 g, 154 mmol) and water (55 mL).
After stirring overnight at room femperature aqueous sodium hydroxide solution (1 N, 180 mL)

15 was added. Extraction with tert-butylmethyiether, removal of the solvent by distillation and
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]".

¢) 5-13-(4-Fluoro-pheny)-5-((E and/or Z)-styryl)-isoxazol-4-yimethoxyl-2-methyl-2H-pyrazole-

3-carboxvlic acid methyl ester

20 To a stirred solution of 3-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)
m THF (279 mL) at 5 °C under argon was added triphenyliphosphine (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-phenvl)-3-formyl-isoxazol-4-vimethoxyl]-2-methvl-2H-pyrazole-3-carboxylic

acid methvy] ester

A mixture of 5-[3-(4-fluoro-phenyl}-3-((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
chioride (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



(tetrahydro-furan-3-y1)-amide As described for example 86, )
5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H- pyrazole-3-carboxylic acid methyl ester (60
mg, 0.2 mrr{gg yg%ﬁ%gerted, using 15 rac-3-aminotetrahydrofuran instgag/péisnprseylamine, to the
title compound (54 mg, 76%) which was obtained $a colorless oil. MS: m/e = 363.1 [M+Hr WO
2010/127975PCT/EP2010/055694 -lll- Example 9181
2-Methyl-545-methy1-3-(tetrahydro-pyran-4-31)-isgxazo|-4-ylmethoxy]-2H-pyrazale-3- carhaxylic acid
(tetrahy P BFPRRAREARI-Sitfe Cﬁ“@ FERIF R -Z(ﬁc‘gr% é@ﬁ?/ %ﬁﬁgﬁ%&%@éﬁ@ 08‘1%)’(
tetrahydri pyrase et aitiMiyde/ 36 0 8.1 255 sl and hydroxylamine (27.2 g, 388 mmol) in ethanol
(246 inL) and water (246 mL) was added sodium acetate (42.9 g, 517 mmol) and the resulting mixture
heated anQ@r@awdinight. After cooling to room temperature the resulting mixture was then evaporated
and extracted with diethylether and water. 10 The organic extract was then washed with water, brine,
dried oveyysosli ssliate andevaperatbdhBuiidation - Srorphegimoxdedichylvegitongethy |
acetate = 1.1) adlerded the fitle, 6ompeupg (1818 0::20%) which was obtained as a yellow liquid. MS:
mie = 129. 1 [M+H]Th. b) 5-Methy1-3-(tetrahvdro-pyran-4-v1)-isoxazole-4-carboxylic acid ethyl ester To

a solutionyof telialyelie-Bysan ARADAIURNY A QXIS AFA o MUBRDILDMFATIL. HamAS added

N-chlorosuccinimi e? g, 50 mmol) at foom erature and the after 3 h IXEUL
extractedzwmﬁ%??-lﬁtﬁiﬂ?ﬁ@m’&ﬁ%'f’ (Tﬁ@ Eﬁ’fe’f‘ﬁ%@ﬁh%%xrt?gé’ﬁ/\}gsg%%ﬁq%ég,glydﬁggv%%ué@%ver 2h
to a solutioMefletnydrpbiodinmbafx G122 TALIER Mﬁmwanaf%ﬁféth%ﬁammea(@‘.&m%@@naﬁﬁiﬁ
tert-butylpeshylathen (dlonth)heates underveflaxanrdiip regGlfinfhmixtareheatedovesidghitd The
reactign MXKe Wa &%%%&89489@%@9@&%@@% ReRA sxtRcied witheihuiylmeiapether and

washed with aqueous rochloric acid solution (I Ni .Tpe combined.organic (ged over
sodium &MY AREREY ARd dS OIS £ B ficaHEn ?%ﬁr‘é"%‘?ﬁ ggwé%‘h%rl&?ligﬁgﬁsﬁ&%%hyt acetate
= 100:0 tovityatfiordbdatranide domipouriacu ey 4y oasodFad RaigH BN Sehay ME RO ESAS 2 [M+H].
c) [5-Methyiie3: Gatyahydsa-pypaicd=y e-isox@20 2fbyikd methenainpbuTid echgtish’ef as a white
5-methy1-3-(tetrahydro- 14yl gigoxazole-4-carboxylic acid ethyl ester (4.0 g, 16.7 mmol) in THE
(55 mL) aﬁ%%%s@éd%hm aﬁﬁ(?minum hydride (349 mg, 9.0 mmol). And the resulting. mixture

stired for 18 1 at room temperafutes Water, Q.5 k) Wasiadded el fofiowed buagueous sodium
hydr |dek+do ‘70,hJ..IU rgu_) and water (2.2'mL). The
acid methyl ester

Sodium (meta)periodate (3.67 g, 17.2 mmol) was added at 0 °C to a mixture of 5-[5-((15,2R)-
1,2-dihydroxy-2-phenyl-ethyl)-3-(4-fluoro-phenyl)-isoxazo |-4-ylmethoxyl-2-methyl-2H-
pyrazole—B—cafboxylic 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 cxtracted with
water and ethyl acetate, and the organic phases were washed with brine, dried over sodium
sulfate, fittered 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+OAc].

25 o) 5-[3-( 4-F1u01"0~nhenyi)—5~hvdroxvmethv]_-isoxaze1~4~v’imcth0xvl~2-methvl-2H—pwazo le-3-

car-boxvlic acid methy! ester

A solution of 5-[3-(4-ﬂu0r{)—phenyl)—S-formyl-isoxazo1~4—yimethoxy}-2-methy1—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 stitred for 1 h at room temperature. Addition of 10% aqueous citric

30 acid (100 mL) was followed by extraction with ethyl acctate. 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]"



WO 2010/127975PCT/EP2010/055694 -112- resulting suspension was stirred for 15 mm at ambient
temperature and filtered over Hyflolii. The filtrate was-then evaporated and purification by

chromatogr eptane:ethyl acetate = 100:0 to 1:1) afforded th (1.1 g, 34%)
as a colorlegg%%e(in? {M% Qm/e 198.1 [M1-1]. 5 d) 2-Methyl-5- 5-meth 1- 3936# gfa%g{y@s%{xgéjzol 4- 1 e hox
2H- azole-3-car- boxylic acid methyl. ester To a stitfed solution of

5-hydroxy-2- methyl -2H- pyrazole 3 carboxyllc acid methyl ester (4 68 30 mmol and
[5 methy 1)3. ) INaDE: A4 AN -AETTR YOI ] ,""éal at5C
under arganbeas amdmﬂ(tegph@ﬁmﬂnmnmmwﬁﬁeg 39 mmol), then 10 dusopropyl azodicarboxylate
(8.23 mL, 39 mmol) was added dropwise. The reaction mixture was warmed to room temperature
overnightA¥ laesceiaetidsr mixte Was e axisactpittnvlnetypitacetatayanid tagobrgainietbuiga-washed
with wateh, oo aver-sausHiphate. {eraia0n avaperaiet,ilisatian by siiomaleqiaphy (silca,
heptane ethﬁ ?éégte = affo d tP]_‘e tltkea%i) % $ %QXES%A $ hw SO|I9 MS: mie =
336. 27 M ?ﬂ%‘:ﬁ‘i %7(%‘ fRetn P -2 'C_Lar SoXa% ol A EthoX (& Car-"Bbxvlic
acidah d eemericgniisiacxsateisetited féropxempleiead of morpholine, to the title compound (120 mg,
2-methy16545-methytaScfiethisddyd o-piiandiy YtRoxazoka9 yimetipxy]-2H-pyrazole-3-carboxylic acid
methyl ester (200 mg, 0.6 mmol), instead of

5-(5-methy1-3phemmkispxazol-4-yL methoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was 20
converted, using 4- aminotetrahydropyran instead of morpholine, to the title compound (183 mg, 76%)

which wag_pfy @Hﬂﬁﬂ%ﬁ%ﬂ%ﬂ M Ikiso A981k - ldin Bxamnieefd1-2H-pyrazole-3-
543- § Fluorg gvhrenx r’ra/drm?:/1 |soxazol 4-ylmethovi-2-methyl-2H-pyrazole-3- carboxylic acid
(tetrahydré-pyran-a3m-armoeion 2 wo 2010/127975PCDEP2010/055694 -113-

O\
Wi
O
LY
.
e B -

As described for example 91h, 5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-

2-methyl-2H-pyrazole-3-carboxylic acid methy! 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-HT".

Example 93

5-|3-(4-Fluore-phenyh)-5-hydroxymethyl-isoxazol-4-ylmethexy}-2-methyl-2H-pyrazole-3-
carboxylic acid amide

=
O™
—
o
~=
N\
o

HO



ath 4-F luo ro- hen | -5 - E - stl.4soxazole-4-cm'box 1 ic acid To a solution of

3-(4-fluoro- phenyl) -5-methyl-isoxazole-4-carboxylic acid ethyl ester (20.0 g, 80.2 mmol) and
benzaldehy(&e %g 80 2 mmol) in ethanol (113 mL) was added sodigym ethoxide (2,71 M, 32.5
mL, 88.3 mm&) and] he reaction mixture was heated under reflux for 1 5 h. Hydrochloric acid (1 N,
96.3 mL) was added and the resulting mixture was Kktracted with toluene. The solvent was then
distilled off to afford the title compound 19.1 g, 77%) as a I|ht yeIIow solid. MS m/e 308.0 [M-HI. b)
[3-(4-Fludo pbany S dwarasvmeivisasare thoxwlsa-gethyl-2H-pyrazole-3-

3-(4- quormt)hemAibEé(E) styryl) |soxazole 4- carboxyllc acid (19 0g, 61 4 10 mmol) and triethylamine
(8.6 mL, 61.4 mmol) in THF (475 mL) was added at room temperature a solution of ethyl chlorofoimate
(5.97 mL;161.4 myRah-iudidpHaD HREhAlieryinb e itdethylamiectiydnd chiosite |s2iit-wasfilteded off and
washed viithy g, H&dﬂ%ﬂ&%&éﬂ zéfdtﬂlgﬂef%m aﬂ@t@%@ﬁﬁ%@%@t@ﬁ@tmpg@mlde (6.05
g, 154 mmol) a d Wat t#ﬁ) ‘fﬁj%\/ Stlrrl%(l] CEB?&% at room tem ure aqueoustspdlum
hydro%de“%%& T@ﬁ 5 BT Asidie B8 with TP t fhethylether, removal of the
solvent byt@tgdl@ﬁo’hta@tdr@mtﬁewfamy%éﬂman &EHW@H‘%MQ@WHX%H@}P“%élté\lgg%)’%'ﬁforded

the title candpeitn@di(dd digh &B%)aaetdlgtghym&awteodiﬂe MSipanied=296 AdMER) as a light brown
543-(4-Flyare-prenyL)-S4E

Z)-styryl)-isoxazol-4- yImethoxyl -2-methy1-2H-pyrazole3-carboxylic acid meth | ester 20 To a stirred

solution of 5 Mvelroxy-2BelMISALRARIE REAONIE AL I EIEARA. 9 A el and
[3-(4-fluo N-5((E)-styry1)-isoxazol-4-yI1-methanol (6.8 g, 0 nino H 9mL) at5 C
undelVargdi- sy M dmiienyphosphine (8.1 g, 29.9 mmol), then diethyl azodlcarboxylate (13.7

mL, 29.9 mmol) was added dropwisc. The reaction mixture was warmed to room temperature and

stirred ovéfniykelatios hdddr ke Rbay e edrassraiy -2 Bkt AR B EhromEtsdrdiny (silica,
heptane:ethwlaketaterbotylido 2447 . 5)efforded théttitemohpounBYBEAA 1. 349%6)-as waligtddetiow solid.

MS: m/e 3 4%%&%#&1}11%&@ f&rﬁéﬁ beb ranied- I$@e<a@sqhﬂllgneab%m%emesaﬁertwﬂle acid
methyl esher %mgﬁfure Of 54 pheé%“ﬁ 54L$m %O?de qglutl I I’é%etﬁ 8| estol) 200 m

Z)-styryl)-isoxaz eetﬁox Sme car

0.46 méF)‘”@én‘PiEﬁﬁ(‘Shﬁl}%%?&@“(?@?Wr% dps Fﬁﬁ%ﬂn JBHH ﬁ‘(éfaﬁ’éﬂo@%t@‘b@f’ rﬁﬁue.’t"g4 n? mol),
benzyltrieshgtam idoiuin Ghtoride! (420 thg nBi8enwmolximadiekanigh(8thyl pesietwvaltbs (Dmili)adas
heated fost?g‘édtal Mgt 20u6 1R MigrRWAME: Walehastharadsegoihrdeactionomixumians the
resuo:“”g mn§‘ egec?‘”%cé%gr"é’g@u%héfu1?‘%6t%tﬁcre5‘%IPJ GONIG SR AR MR CYAPRIRAR AN e
resicue pléhromatography (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-HY",
Example 94

5-[3-(4-Fluore-phenyD-5-hydroxymethyl-isoxazol-4-yimethoxy|-2-methyl-ZH-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)}-amide

oA
O

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-trifluoroethylamine 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]"



WO 2010/127975PCTIEP2010/055694 114- chromatography (silica, ethyl acetate:heptane = 1:4 to
-9:1) to afford the title compound (120 mg, 72%) as a yellow oil. MS: m/e = 418.1 [M+0Acr.

Alternativel V0 ila?gﬁzsglgtion of 513-(4-fluoro-pheny1)-54[E and/or PCT/EP2010/055694
Z]-styryl)-isoxazol-4-y1methoxy]-2-methy|2H-p¥riaﬁ(_)le-3-carboxylic acid methyl ester (100 mg, 0.23 -
mmol) in dioxane (1 mL) was added N-Methylrnorpholine N-Oxide (27.9 mg, 0.23 mmol), water (250
tiL) and osmium(VIll) oxide (2.5 % w/v solution in t-butanol / 939 u. L, 0.92 mmol) at 0 C. The reaction
mixture was sHa@R 2 room temperature overnight. The mixture was partitioned between ethyl
acetate and saturated sodium thiosulfate. The combined organic extracts were washed W'gh brine,
dried, filtdréd @nbleszepharsd-Thedsryametatiserarel trdmethass 4 dne it PaLHIE arified by
chromatogiapRyl(silicd, @by, hdqiesealispraneropy BramBld) afforded the title compound (40 mg, 37%)
as a white solid. MS: m/e = 466.1 [M+H]4. 15 f) 543-(4-Fluoro ten5-foii 1-4ethox -2-meth
1-2Hazole-3-carbox lic acid methyl ester Sodium (meta eriodate (3.67 g, 17.2 rrunol) was added at O
C to a mixture of 545-41S,2R)- O

mixture stirred at 0 C over night. The reaggon mi
the organic phases were washed with brin } :
Purification by chromatography (silica, he ne:etiyl acetate =- 840 4:1) afforded the title compound
(3.63 g, 88%) as a white solid. n/e/=418.1 [M+OAC]‘. 25 g)5-13-f@-Fluoro-phen v1)-5-
hydroxymethy | -isoxazol-4-ylmethoxylF&-methyl -2H-pyrazo le-3- car-boxylic acid methyl ester A
solution of 5-13-(4-fluoro-pheny1)-5-fBrmyt-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3- carboxylic
acid methyl ester (720 mg, 2.0 rnmol) and sodium borohydride (158 mg, 4.0 mmol) in methanol (36
mL) were Slifed 9L D:aL0M EmperatuenAdsition af L0 AceRIE,Ciltio@R Reigitdalbil,) was
followed kéy ex%ag{%gn with %?tfﬁ/l (agetase. h com iQG{Q;?[{)Q ni(é AActs, %M&%@@Qeﬁ’i%iggne' dried
over sodigiP et MEVER ARG Evaboralst. Birification by chromatography (Silica, he tancethyt
acetate =213t 3-nonesfordenrons tEe ofsdn @ {(GTomHg U ST HMite sBfd s EH%E‘%‘“ 0.3
[M+0ACT. (115 mg, 87%) which was obtained as a brown oil. MS: m/e = 477.0 [M-HT.

Example 96

10 5-[3-(4-F ltwro-phenyl)-s-hydrnxymethyl—isoxazel-4-y]methoxy]~2-methyi—2ﬂ-pyrazoia—3»
carboxylic acid (1-methyl-1H-pyrazol-3-yl)-amide :

OH
0. |
W
o
OM
~ /N N/
oh ;

As described for example 91h, 5-[3-(4-fluoro-phenyl)-3-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazote-3-carboxylic acid methyl ester (100 mg, 0.28 mmo 1) 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-HJ".



WO 20101127975PCT/EP2010/055694 -115- h5- 3- 4-Fluoro- hen 1 -5-h. drox ethimethoxazole-3-
car-boxylic acid (tetrahydro-pyran-4-_yl)-amide As described for example Ib,

513-(4- quo E}ﬁ sz) g9zhydroxymethyl-isoxazol-4-ylmethoxy]-2- methylH;pyiganigsgrearboxylic acid
methyl ester zPSO mg, 0.42 mmol), instead of 5-(5;

methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted,
using 4-aminotetrahydropyran instead of morpholine, to the title compound (120 mg, 67%) which was
obtained as a%ﬁﬁ@i% . MS: na/e = 429.1 [M-Hr. Example 92
5-13-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4- ylmethoxyl -2-methyl-2H-pyrazole-3- 10 carboxylic
acid isopRasyaRitfetoproarhapkBrivbuderametinlsieps zol-4-yimethoxy]-2-methyl-2H-pyrazole-
543-(4-flgoearpienicly) eid yetraky hetiiyldsekabetdigkmethoxy]- 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}i56%) which 15 was obtained as a white solid.
MS: m/e = 387.0 [M-H]. Example 93 O,

5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmeth ‘xylf ~methyl-2H-pyrazole-3- carboxylic acid
amide WO 2010/127975PCT/EP2010/055694 -116x

5 To a solution of 5-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid (100 mg, 029 mmol) in THF (10 ml) was added
}-hydroxybenzotriazole hydrate (45.0 mg, 0.29 mmol), N-ethyldiisopropylamine (126 uL,
0.76 mmol), N-(3-dimethylaminopropyl)-N’-ethylcarbodiimidazole 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-HJ.

Example 98

Rac-3-[3-(4-fluoro-phenyl)-3-hydroxymethyl-isoxazol-4-ylmethoxy}-2-methyl-2H-pyrazole-
3-carboxylic acid (3-methyl-oxetan-3-yl)-amide

0 O
7
‘—‘—_"‘NHN?N]/
O H /

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-



a'543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxv]-2-methyl-21-1-pyrazolc-3- car-boxylic
acid To5-[3-(4-fluoro-pheny1)-5-hydroxymethyl soxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic a&;g m }yj,gegter (250 mg, 0.69 mmol) in THF (1.17 mL), methangld39d,dtkiand 5 water
(1.17 mL) was added lithium hydroxide (33.8 mg, il mmol). The reaction mixture was stirred for 2 h at
room temperature. Addition of aqueous hydrochlotide solution (1 N, 25 mL) and extraction with ethyl
acetate yielded the title compound (220 mg, 92%) as a light brown solid. ME' m/e = gg?_.{ogw}?r. b5- 3
4-Fluoro AEHAPARIRGIBSGHEH 1o CatmbBRiATe: BYAer Sitretosbic A LTINS 69 Fitiid 2o HEG 5 lb-3-

To a solutionadfiained as a white foam. MS: m/e = 415.1 [M-H]J".
543-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(200 mg, 0.58 mamnpiePOMF (16.7 mL) was added 1,1'-carbonyldiimidazole (116 mg, 0.69 mmol). The
resulting reaction mixture was stirred for 1 h at 60 C and then treated with an ammonium hydroxide

solution (8873tid-F18 drunsHeasl 4wl chanaini bk aivieoyliamparatdrmeiing-tEhpomzatidiure was
then pou d_('ﬁl_t(?x queons sasfbahICES (SaiHLaied 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 sulfad€) filtered and evaporated. Concentration and
purification by chromatography (silica, dichloromethang:methanol = 98:2 to 9:1) afforded the title
compound 20 (170 mg, 85%) as a white solid. MS: m/e = 45/ [M-Hy. Example 94

Oq
O
NY[—,\{N
N
O I

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 2-oxa-6-
azonia-spiro[3.3Theptanc 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+0Ac] .

Example 160

5-[3-(4-Chloro-phenyl}-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide

OH
N
WA

N N
Ho cl

15 a) 3-(4-Chloro-phenyh)-5-([El-styryli-isoxazole-4-carboxylic acid

To a stirred solution of 3-(4-chioro-phenyl)-5-methyl-isoxazole-4-carboxylic acid ethyl ester
(9.6 g, 36.1 mmol) and benzaldechyde (3.69 mL, 36.1 mmol) in ethanol (54 mL) was added
sodium ethoxide (2.71 M, 14.6 mL, 39.7 mmeol) 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-HJ.



5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3- carboxylic acid
(2,2,2-trifluoro-ethyl)-amide HO 25 As described for example 91h, 5 43 -(4-fluoro-pheny1)-5-hydro
xymethyl- is%@églan%y],methoxy] 2-methyl-2H-pyrazole-3-carboxylic acigdnginkgstessdsl00 mg, 0.28
MO I) was converted, using 2,2,2- trlfluoroethylam ri?z)lnstead of 4-aminotetrahydropyran, to the title
compound (115 mg, 97%) which was obtained as a brown solid. MS: tn/e = 427.0 [M-Hr. WO
2010/127975PCT/EP2010/055694 -117- Example 9 ,

543-(4-FI¥ers: oro-phemle (B kshalidsaxazoldorllmathanol -methyl-2H-pyrazole-3- carboxylic
acid (2,2,3,3,3- pentafluoro propyl)-amide 5 As described for example 91h,

543-(4- fILIS’rofph%H‘fl‘)IB I‘ﬁdr%kgrﬁé@ﬁ%n%ﬂé)z3T(&Eﬁn§ﬂ€ﬂ%kqﬂx@°ﬁqeﬁﬁﬁbwlﬁyréﬁﬁe @-LarBoxylic
acid methyl ©stero} 0o dngicth@Bmima o} Sasntoniedtannaling 2F2E3(358-pentafivord prd piflanditle instead
of 4-amin@ @M%m%ﬁ%mw@hm%ﬂ@ (135:M01 81%mvhiah mvasobtainesl asia brawn oil.

MS: =4 7 0 [M-HIr. Ex
£ ff,.apd washed with il t of THF, The
543-( Fltumoefb elrfli)e/g’ rci;)))c(%r%% ){ glsfgxeécz%l% Fethox E/wé rﬁie% f/l -amgugypaﬁoe -3- carboxyllc
1% %4

acid (1-mtyion Ry ded) igngigelesion A4 sRUEALEATIVEREEId 9 fh 6}
543-(4-fluaorplhe nyfd:Sstiy o xymrethiy - s oxarokeslionsthoxsgddiRembydyi-ade poharolet B dartdkylic acid
iy eS‘*@“e@-3@%Q’QW%WW‘%’&'@MW6§}*&%@“? e e e ol M
-aminotetr ropyran, to tit n 9 in whijte solid. :
e = anB TS oG Rt %?@ﬁﬁfgpa%ﬂfa%%%a e SR

10 MS m/e = 369.9 [M*CH;C

m water

¢) 5-13-(4-Chloro-phenvD-5-({E and/or Z)-styryD-isoxazol-4-yimethoxy]-2-methyl-2H-pyrazole-
3-carboxvlic acid methyl ester

As described for example 9lc, [3-(4-chloro-phenyl)-5-((E)-styryl)-isoxazol-4-yi]-methanol
(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-I3-(4-Chloro-phenyl)-3-formyi-isoxazol-4-ylmethoxy]-2-methvl-2H-pyrazole-3-carboxylic

acid methyl ester

As described for example 91d, 5-[3-(4-chloro-phenyD)-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]".

&)  5-[3-(4-Chloro-phenyl)-3-hvdroxymethyl-isoxazol-4-ylmethoxy|-2-methyl-2H-vyrazole-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-

phenyh)-3-formyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl cster,

was converted to the title compound (2.4 g, 100%) which was obtained as a white solid.
30 MS: mie =378.2 [M+H]",



Example 97 3-carboxylic acid acid (tetrahydro-fu ran-3-yl)-amide OH 5 To a solution of
5-13-(4-fluoro- phenyl) -5-hydroxymethy isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(100 mg, 0. %9 JTHF (10 mL) was added 1- hydroxybenzotrlazolepl&x%giglgﬂﬁggjyg 0.29
nunol), N-et q 11SO ropylamlne (126 ut, 0.76 mm

N-(3-dimethylaminopropy1)-N'-ethylcarbodiimidaz hydrochloride (56.3 mg, 0.29 mmol) and
rac-3-aminotetrahydrofuran (25.1 mg 0.29 mmol) and the resulting mixture 10 s |rred overn'ht at

room tendberafabd-(4falagghsasmavdisamebnbisaraegldayimethosylc semathyl-ab-nyviazode Frated)
and the maxtb@emasced(magtemmn@hyl acetate. The combined organic layers were then washed with

water and saturated sodium hydrogen carbonate solution and then dried over sodium sulfate, filtered
and evapasaiedricantentatipt ant, pujificatibiobypbbrghatogtapyynésilidasadichibophethorrylmethanol

=99:1 tOﬁﬁléL f@ﬁdﬁwﬁélﬁl%mm@ﬂe%@n@pyméqmaﬁga avtryt%ﬁh;i iMBaide =@1a-1 [M-H].
Exam Ie Q%C%L?m aC|d 3 meth xe an

2010 X(51x(é %ﬁt}e ﬁ)gtea ?{?CP n%izr%%é?’tr% rb?f%fturan to the
title com ﬁ@%@%@ﬁfn@g%oﬂ@ WEPF %s%%%@ﬂ%ﬁ%ﬁﬁé%ﬁ%ﬁ R W)%OEQ?L@’TTWH" tF:’xample

99  (5-[Bx4tHbosorpherny 1065 thydidRymettiyl-isexadsiideyl methoxyk-smath WS Hrgyrazd033 5
yll-(2- oan@ﬁa{zI Spiro13.3jhept-6-yl)-methanone HO As described for example 97,

543-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2- methyl-2H-pyrazole-3-carboxylic acid
(2100 mg, 0. 29ymmo §l converted, using 2-oxa-6- azonia-spiro[3.3]heptane oxalate salt instead of
rac-3- amlnotetraf"lly ¥uran to the title

10 5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-ylj-amide

OH
O,
WA
0
0
N
Y
OQ/H / o

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 whitc 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

20



10 compound (35 mg, 28%) which was obtained as a white solid. MS: in/e = 487.3 [M+0Ac]i Example
100 5-1:3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxvi-2-methyl-211-pyrazole-3-
carboxylic aﬁ;g 189 (?wlamlde 15 a) 3-(4-Chloro-pheny1)-5-011-styryll-isexa$igsAGaslpoxylic acid To
a stirred solution o chloro-pheny1)-5- methyl |§ xazole-4-carboxylic acid ethyl ester (9.6 g, 36.1
mrnol) and benzaldehyde (3.69 rut, 36.1 mmol) in"&thanol (54 triL) 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)8kas addda-SABNRIERE g HHIORFRSR s PRa RS PR B e TS FO T ORZR S and filtered
to afford mmgbom@und (6.21 g, 53%) as a light yellow solid. MS: m/e = 324.1 HV1-HT. WO
2010/127975PCT/EP2010/055694 -120- h 3 4-Chloro- he5 Eisoxazol-4- To a solution of

3-(4- chIor@sRiﬁmiﬂbtﬁﬁ{féﬁiMWé)}Boﬁqm{&dtmmqmeﬂj@)e&:@@ﬁo&melByﬂrimle&hﬂlméﬁoybémine

(2h |58 T'—Q%s?tieﬁ(l Lyl WJ&AE&%Q%&Q@&'HV?%&%@%TMW@U@mgelae‘,p.lrﬁrﬁﬁplmwwt)eﬁmd@- )
chloroformate mmo [ amin e salt was
filtered o “Qﬁ‘ﬂ'wg’iﬂ éj\wfﬂ{%%a ORGP I-YEE)t E/\%E eari?%gi(? Y%E%Sg s{)élutlon of
sodium bm@h@?@ﬁﬁ‘é %Slcgzﬁ@gﬁef&’?ﬁﬁ@dﬂ Fh%ﬁke?‘(%@?ﬁ’ll‘j Qﬁ‘fﬂef*’@ﬂﬁﬁr@ SRH GRS N8B rAperature
sodium hydrexidédsohsiend FNpwasMddied. Extraction with tert-butylmethylether and purification by
chromatography (silica, dichloromethane) afforded the title compound (4.52 g, 79%) as a white solid.

10 MS: myg = 363 UMHGHICQAT S & bddndrhetietdsdenis- Haatiton Fisoxahel-2Himethok-2- e h
-2Hazolec§r %%rb%%légd%%qd@ethyl ester As described for example 91c,

[3-(4-chlo -styryl)-isoxazol-4-ylkmethanol (100 mg, 0.29 mmol), instead of

3 (4j§ AL PAEL 21430432904 pcq‘mgéﬁyﬁ's%gar rershinghe-ilkarmpound (150
%) WHIGH Was obtained as a w o
2-methyl-2H-pyrazole-3-carboxylic acid (100 mg, 0.28 m 0) instead of 5-[3-(4-fluoro-
phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid, was
converted to the title compound (25 mg, 25%) which was obtained as a white solid.

MS: m/e = 363.1 [M+HT".

15 Example 103

5-[3-(4-Chloro-phenyl)-S-hydroxymethyl-isexazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluoro-ethyl)-amide

As described for example 100f, 5-[3-(4-chloro-phenyl)-3-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]"



As described for example 91d, 543-(4-chloro-pheny1)-54(E, and/or Z)-styryl)-isoxazol-4- 20
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (3.0 g, 6.7 rnmol), instead of
543-(4-f|u0%@%@M})§%0E and/or 7)-styryl)-isoxazol-4-ylmethoxy]-2-methyi:24r@yssaale-3-
carboxylic acid methyl ester, was converted to th“?ziﬂe compound (2.4 g, 100%) which was obtained
as a white solid. MS: m/e = 376.1 [M+Hr. €)5-13-(4-Chloro-pheny1)-5-hydro xymethy Iris
xazol-4-Mmetho xy]-2-methy1-2H-pyrazo le-3- 25 car-boxylic acid methyl ester As described for
example 919,W@Wt‘)ro-phenyl)-5-formyl-isoxazol-4-y|methoxy]-2-
methy1-2H-pyrazole-3-carboxylic acid methyl ester (2.4 g, 6.6 mmo{%insﬁtﬁa]d %f Zale3-
543-(4-flforbhEmanoshsimilTsvep mehyite Ao e oI me e 2 LB EANE Bcid methy
ester, wagepswditaditb(thx 1iss-pentplunch(2rdny11@@4d¥ which was obtained as a white solid. 30 MS:
rn/c = 378.2 [M+H]t WO 2010/127975PCT/EP2010/055694  5-3- 4-Chloro- hen -5-h drox eth
car-boxylic acid isopronvlamide -12 1- soxazo 4- Imethg&!-2 -meth 1-2H azole-  As described for
QX3 £31.4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 myg, §.27 mmol), instead of 5-[3-(4-

0
SN/
F N
FM N cl
E F

5 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
converted, using 2.2,3,3,3-pentafluoropropylamine instead of isopropylamine, to the title
compound (35 mg, 26%) which was obtained as a white so lid. MS: m/e = 495.1 [M+H]".

Exampie 105

10 S—{3«(4-Chlem~phenyl)mS—hydroxymethyl~isoxazel—4—ylmethexy]-2~methyi~2ﬁ-pyrazele—3—
carboxylic acid cyclopropylamide -

OH

(e cl

As described for ekample 100f,  5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methy! 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+HT



S fluoro -pheny1)-5 -hydro xymethyl-iso xazol-4-ylmetho xy] -2 -methy1-2H-pyrazole-3-carbo xyl ic
acid methyl ester, was converted, using isopropylamine instead of 4-aminotetrahydropyran, to the title
compoundéﬁ} Eﬁﬂﬂﬁ%@ which was obtained as a white solid. MS: m/e $488R3dM#dleExample 101
10 5-[3-(4-Chloro-p 'enyl)-5-hydroxymethyl-isox%zé) -4-ylmetbox51-2-methyl-2H-pyrazole-3- carboxylic
acid (tetrahydro-pyrari-4-yl)-amide OH As descri for example 100f,
5-[3-(4-chloro-pheny1)-5-hydroxymethyl- soxazol-4- ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic
acid methyl eﬁéﬁ"{!l@@)lr%, 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: mie =
447.3 [Msrjg_i(@giﬂmwmg@rl)é—hydroxymethyi—issxazol—4—yimethoxy]~2~methyl—21—l—pyrazo]e~ -
5-[3-(4-Chisnespiieayil) -GSz axyifridnd-isaxahgl-dtyyretinddyi-2-methyl-21-1-pyrazole-3- carboxylic
acid amide CI WO 2010/127975PCMP2010/055694 -122- a5- 3 4-Chloro hen 1-5-h drox eth
soxazol-4ethox -2 -meth 1-2H- azolef3- car-boxylic acid As described for example 93a,
543-(4-chloro-pheny1)-5-hydroxym |il I-isoxazol-4-ylmethoxy]- 2-methyl-2H-pyrazole-3-carboxylic

acid methyl ester (500 mg, 1 .32 instead of 5-[3-(4- 5
fluoro-pheny1)-5-hydroxymethyl-isexgzol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl
ester, was converted to the title compound (440 r&g_ﬁi%) whiéh was obtained as a white solid. MS:
m/e = 361.9 [m-Hy. H

HO

5 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
converted, using L-2,2,2-trifluoro-1-(methylethylamine instead of isopropylamine, 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—Chl_{)m-phenyl)—S-hy'droxymethyl-isexazsl—4-ylmeth0xy]~2-methyl—2H-pyrazeke»3-
carboxylic acid (2-bydroxy-1,1-dimethyl-ethyl)-amide

Cl
/
?I"“N 4 OH

7l
N /) OWNﬂ
O

O
HO

To a solution of 5-{3~(4-chloro~phenyi)—5-hydroxym_cthyl-isoxazo1—4-ylmethoxy]~2-methy1—2l—1-
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’-cthylcarbodiimidazole 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 cvaporated. Concentration and purification by



10 As described for example 93D, ‘
543-(4-chloro-pheny1)-5-hydroxyngethyl-isoxazol-4-ylmethond2-methy1-2H-pyrazole-3-carboxylic acid
(100 mg, 0-%@6’{'@%@}?93‘1 of PCT/EP2010/055694
543-(4-fluoropheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazole-3-carboxylic acid,
was converted to the title compound (25 mg, 25%)Which was obtained as a white solid. MS: rrie =
363.1 [M+H]t. 15Example 103 :
5-[3-(4-Cm&%ﬁé‘ﬁ?@-@ﬁ‘?@féﬂ@yﬂqé‘?ﬁiﬂt@&%ﬁ@%rﬁe(%ﬂ'dxgﬂ-%iﬁ%ﬁﬁgﬂfﬁ-b@ﬁﬁ%@%}p@%oxylic
acid (2,2 @arifluarerethy B ahiticleofid. MS: describad FeMestimple 100f,
543-(4-chloro-pheny1)-5-hydroxymethyl-tsoxazol-4- 20 ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid methyl esigadpi g, 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 M4}z 4O HIR A TR IR 2SR89 401 R Sk RrRp |2 1@4thyl- 2 H-pyrazole-3-
5-13-(4-Chlgro-pheny.l,)-5- -S5O -4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic
acid ( 2?‘%&55&%@5?0%@@%‘%%%@ gﬁ%@% described for example 100f,
5-13-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4- y1lipethoxy]-2-methyl-2H-pyrazole-3-carboxylic
acid methyl ester (100 mg, 0.27 mmol) was converted, using 2,2,3,33-pentafluoropropylamine instead
of isopropylamine, to the title compound (35 mg, 26%) whi 8§ obtained as a white solid. MS: rrile =
495.1 [M+/-1] . Example 105 10 /
5-13-(4-Chloro-pheny1)-5-hydroxymethyi-isoxa

acid cyclopropylamide ‘ |
O H /

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 3-methyl-3-

oxetanamine instead of 2-amino-2-methyl-1-propanol, to the title compound (39 mg, 32%)
10 which was obtained as a white solid. MS: m/e = 433.3 [M+H]".

hoxy\-2-methyl-2H-pyrazole-3- carboxylic

Cl

Example 1069
{5-|3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-
yIi-(2-0xa-6-aza-spire{3.3]hept-6-yl}-methanone

HO

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[3.3Theptane 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+HT,



As described for example 100f, 543-(4-chloro-pheny1)-5-hydroxymethyl450xazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.27 mmol) was 15

converted, %% 1%yczl%qgopylamine instead of isopropylamine, to the titlepgqiigpaidpd£324mg, 30%)
which was 0 alned1 as a white solid. MS: de = 40?2(% [M+HI WO 2010/127975PCT/EP2010/1155694
-124- Example 106 e

5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3- carboxylic
acid ((S)-2,2, Ex# ¥¥methyl-ethyl)-amide CI HO 5 As described for example 100f,
543-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol4- yimethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
methyl eRee-E-0B(HEhinerphevoh Ay eowarahybsmgreboyimeiesid-1 sty Btinylamine instead
of isopropylaines-tethetitR acinpruat2iorhgab?3q)nnddevas obtained as a colorless gum. MS:
rrile = 459.3 [M+H]l. Example 107 10

5-13-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ythethoxyl-2-methyl-2H-Pyrazole-3- carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl)-amide Cl To a solutign.éf.

543-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-3TIime hoy
acid (100 mg, 0.28 mmol) in THF (2.7 mL) was addeg,

Y,
oA T
H Cl

5 As described for example 107, 5-13-(4-chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid (100 mg, 0.28 mmol) was converted, using rac-3-
aminotetrahydrofuran instead of 2-amino-2-methyl-1-propanol, to the title compound (73 mg,
61%) which was obtained as a colorless gum. MS: m/e = 433.3 [M+HT".

I\‘j-z-methyI-ZH- pyrazole-3-carboxylic

Example 11}

10 {5—[3-(4~Chloro-phenyl}-S-«hydrexymethyi-—isoxazol-4—ylmethoxy]-2-methy]»2H-pyrazo]—3-
vy -(4,4-diffuore-piperidin-1-yi}-methanone

Cl

As described for example 107, 5-[3-(4-chloro-phenyl)-5-hydroxymethyl-isoxazo i-4-yimethoxyj-

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-I-propanol, to the title

compound (87 mg, 67%) which was obtained as a colorfess gum. MS: mie =467.2 [M+H]+.



15 1-hydroxybenzotriazole hydrate (43.0 mg, 0.28 mmol), N-ethyldiisopropylamine (120 uL, 0.69
mmol), N-(3-dimethylaminopropy1)-N'-ethylcarbodiimidazole hydrochloride (43.0 mg, 0.28 mmol) and -
2-amino-2-r&¢¢%l1-&ﬁ%9‘panol (25.3 mg, 0.28 mmol) and the resulting mwjﬁﬁm@ggggnight at room
temperature. The reaction mixture was then poured into agueous sodium chloride (saturated) and the
mixture was extracted with ethyl acetate. The corBified 20 organic layers were then washed with
water and saturated sodium hydrogen carbonate solution and then dried over sodium sulfate, filtered
and evaporatdekagtiedhiration and purification by WO 20101127975PCT/EP2010/055694 -125-
chromatography (silica, dichloromethane:methanol = 99:1 to 95:5) afforded the title compound (32 mg,
26%) as &-(FRuatsbhichygxinkethyidsasppolrfyinetnpier Logethyl-2ZH-pyrazele-3-carboxylic
543-(4-Chlgaonhenyinderayskoiyaiyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- 5 carboxylic
acid (3-methyl-oxetan-3-y1)-amide OH CI As described for example 107,
543-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy}Zmethyl-2H-pyrazole-3-carboxylic
acid (100 mg, 0.28 mmol) was converted, usd'ﬁlg 3-methyl-3- oxetanamine instead of

2-amino-2-methyl-1-propanol, to the title conjpound (39 mg, 10 which was obtained as a white
solid. MS: m/e = 433.3 [M+HI. E e =
F H 70

/N“‘N

5 a) 3-Butvl-3-{[El-styryD-isoxazole-4-carboxylic acid

To a solution of 3-butyl-5-methyl-isoxazole-4-carboxylic acid ethyl ester (15.0 g, 71.0 mmol)
and benzaldehyde (7.2 mL, 71.0 mmol) in ethanol (100 mL) was added sodium ethoxide
solution (21% in ethanol, 29.1 mL, 78.0 mmol) and the reaction mixture 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-HT.

b) [3-Butvl-5-([E]-stvryD-isoxazol-4-yl]-methanol

15 To a solution of 3-butyl-5-([E]-styryi)-isoxazole-4-carboxylic acid (7.0 g, 25.8 mmol) and
triethylamine (3.8 mlL, 27.0 mmol) in THF (30 mL) was added at 0 °C cthyl chloroformate
(2.6 mL, 27.0 mmol). After 1 h the triethylamine 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 mmo}) 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: mv/e = 258.1 [M+H]".

¢} 5-[3-Butvi-5-(1.2-dihvdroxy-2-phenvi-ethvl)-isoxazol-4-ylmethoxvl-2-methyl-2H-pyrazole-3-
carboxvlic acid methyvl 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)



{5-43-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazol-3-
yl)-(2-oxa-6-aza-spiro[3.31hept-6-y1)-methanone HO 15 As described for example 107,
543-(4-chI0{798p211§@}/2]7;-7§-hydroxymethyl-isoxazol-4-y|methoxy]- 2-methyjahi-Pyiaaekess-carboxylic
acid (65_ mg, 0.18 mmol) was converted, using 2-0xa-6- azonia-spiro[3.3]heptane oxalate salt instead
of I.2-:71m|no-2-methyl-1-propanol, to the title comp"%%d (38 mg, 48%) which was obtained as a
colorless gum. MS: rrile = 445.3 [M+H]t WO 2010/127975PCT/EP2010/055694 -126- le 110
thc-S-131(¢C?ﬁor‘€l‘éfﬁeﬁWS-W%réSg%ﬁeﬂWbﬁﬁ’m%Qﬁm@[Ho%l- %M%Hé@?ﬁz@%— “carboxylic
acid (tetrahytitarfoxgiat3-gllpamide @irhod) Asdestbédeisexdhspleagiim mixture was warmed to
5'13‘(4'%'&W-£h\§%af§-Byaméb(mqtﬁwlﬁ&%@zol%ﬁmwmwh Pugiiyihed Hqurazokodacarboxylic
20 (Ol Aol wae RSl VRS (acd AU QIR 3R IR S organic
2-amino-2*tfé §f"lpropa 0, %e titfe combod(n §7% mg, 61%) which was obtained a y colorless
gum. MStairis ﬂ/@[gghgn[m%hg(; E/'%arﬂ&ﬁrgrlailﬂ jggurate sodium hydrogen carbonate solution ansd TR

[5-13-(4-amroapmmth)_jﬁrh;{df@»eyrrfstm;ddism@t@lvapytme@ho%yn@mtmzqqdpmiﬁwon by
yl1-(4,4-9&?&95%@%&9{;11@1%%@51@1&@@&%%@a{aﬂd@ Ag destribegifod@xampeciddiate product

oI5 (ot ol phoOV)s M TSSOl MpaUIp I el 2 PHeRREatbony i

as converted, using 15 4,4-di i ide i
2-amino-2’fﬁ§1@ﬂﬁ)§ﬂf YpopArTBmed M HHEEsMp ﬁ&%?’%ﬁ%%ﬁ%ﬁg %?%%?ﬁﬁed e"g[grs;% cﬁzjdlo?}cess
gum] MShninte thd 67 ifM-tRkture was stirred at room temperature overnight and extracted with ethyl

acetate. The combined organic phases were washed with brine, dried over sodium sulfate and
concentrated o a yellow oil. The crude material was purified by flash chromatography (stlica
gel, heptane:ethyl acetate 7:3 to 1:1) to afford the title compound (440 mg, 51%) as a colorless
oil. MS: m/e = 430.2 [M+HT ", |

15 d) S-(_3—But"v}.n5~hvdr0xvmethvl-i50xazol.-él—vlmethoxv)-Q-methvl.—ZH.—nvrazo1@-3~carboxviic acid
methy] ester

To a solution of 5—[3-butyl~5~(1,Z-dihydroxy—fZ-phenyl-ethyl)—isoxazo1—4—ylmeth0xy]-2-methyi~
2H-pyrazole-3-carboxylic acid methyl ester (440 mg, 1.03 mmol) in benzene (2 ml) was added
lead tefraacetate (345 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 mimol) 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-bu.tyl—S—formyi-isoxazo1~4-y1methoxy)~2—methy1-ZH-pyrazo1@-3—carb0xylic 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:ethy! acetate 1:0 to 1:1) to afford the title compound (256 mg, 77%) as a colorless oil.
MS: m/e = 322.2 [M+HT".



WO 2010/127975PCT1EP2010/055694 -127- Example 112
5-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
(2,2,2-trif|u%o-e6r£¥)?i%n?4'de OH 5 a) 3-Butyl-5-(jEl-styry1)-isoxazole-4-caghopic; sgidsdL a solution of
3-butyl-5-metﬁﬁ-|50xazéle-4-carboxylic acid ethyl ester (15.0 g, 71.0 mmol) and benzaldehyde (7.2
nth, 71 0 mmol) in ethanol (100 mL) was added sbdiiam ethoxide solution (21% in ethanol, 29.1 mL,
78.0 mmol) and the reaction mixture was stirred at reflux for 2 h, cooled to room temperature and
stirred foMtrhat¥glfochloric acid (1 N, 85 mL) was added 10 and the resulting mixture was extracted
twice with dichloromethane. The combined p

)

HUTYATE NUARYCAH atednast Bop bRt NEv-nY BITaZ8 i i FeERIstaflic oYY bn
heptane/gthyl acetate to afford the title compound (8.0 g, 42%) as a yellow solid. MS: m/e = 270.4
[M-1-11-. b) I3 -Butyl-54 II,1-styry1)-iso xazo I-4-yll-methano 15 To a solution of
3-but?/IT57§r[ﬁf:§(%%Jafi§%q;@J§dg4@gm@gﬂigﬁ&%{}?&@ai&l&mmﬁﬁo&@ﬁlrmﬂw&gy@?lm 27.0
mmol) in mL) W t r .a.mL., 19 tersddthe
trieth;%lamcﬁ%q#%rco% l%oﬁ%%}zgﬁ%?a@s'ﬁ)lge’rg? (}){#9 ﬂ%%@gﬁﬁgﬁﬁhgﬁ% (aglig ,ngggqnt fg’lfFS 'I; e filtrate
was ConcBAHRFEALHfe Gebite KAREHA) REHHERBIAOPARCY it SR (A St SrEBat
borohydritiext@é (§4 634 sdnohten (Vawd) (88 frrajedt 20 DI anfted Lirietert vos o addeddtutector 2.5
days, the tgactiommasurRnehadswithaauectsssadinn Wronige(dod. Ahmispand extracted twice
o e s The RembnedRLRRe eI WaRRd B dredioveranc me e

and filtere rate was concentr to a yellow oil and purified by flash_chr graphy (silica,
dichiffontettdnte ﬁf&%%ﬁ@&mﬁo@‘?%%%o%%\ﬁ Stﬁl}é’eﬂiﬁgﬁﬁéulgﬁ‘(@’.@ g zég%@gé% orange 25 oil.
5[3-ButvID53¢{3oBuind-dryroxpnermy-iesaroldsdmationt s b 2 - RuRAeR 2 AL boxylic

MS: m/c = 258.1 [WM'. ¢)

acid methybéstesrst/O 2010/127975PCT/EP2010/055694 -128- at 5 C under argon was added
triphenylphosphine (2.1 g, 7.8 mmol), then diethyl azodicarboxylate (1.06 g, 6.0 mmol) was added
dropwise Thhesteaatioppikiureashvahes tezdeny teatperatlrechetiithyTae eehctibamixture was

then pourediniq aguegus sediym ghieridedsaiiraiadlRndhamixwe.Rs asirasieshilheiy!
acetate. The combined organic 5 layers Wer§ th.enﬁ/ashe with water and 5{5"‘“5%}.?% §%<gjfuﬁ%gydrogen
a

carbdnatd Kofutisn GndMER dHBABYET Sodiadr " diirabe S nE evaporated. Concentration and
purificatioyeByvelebrriancurapinnes sk chaprsibtaimy Betireng 211709 7. SRRGIYE ‘el inrifigdiate
product (b ge 4a%0fRs @ yelovebik" MGl théeitcB6l2 M Bfdhed o hsokitiom bfthe fitttereetiate
product (Q /i Gnadd IO dgHWangh B MAS Added AR dMix-R @B iiwater ¢BQ110 mL).

The reaction mixtyre was stirred at room temperature overnight.and extracted wi %@{yl etate. The
combined%?&é%ig%ﬁhaé%@gﬁgpgsﬁ/gsaﬁtaeét{/\e}ﬁﬁ%?m%?%ﬁse(‘j” lc{}\}/(ﬁﬂg})glfﬁ%t%&ﬁg%%axr\é concentrated to a

yelloROoil plims scyirie weakedialithaziper Hide 9y oS BT SHEHS IR FENiEA P Aot Bthlacetate
7:3 to 1:1ptedaftaichthae ditie ponfipoUndd4dtamng 5196 dlica, upressamioMS: TS @3GREMbHI. 15 d)

5-(3-Butylgpehy g eS80z #6LNKk brown oil. MS: m/e = 324.3 [M+H]".

-5 ke BERLS

o) 5-(3-Butyl-5-hydroxvmethyl-isoxazol-4-yimethoxy)-2-methyl-2H-pyrazo le-3-carboxvlic acid

To a solution of 5-(3-butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-

25 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). Afier 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 coneentrated to
afford the title compound (250 mg, 100%) as a white solid. MS: m/e = 308.5 [M-H]"

30 h) 5+ 3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
(2.2.2-trifluoro-ethyl)-amide

To a solution of 5-(3-butyl-3-hydroxymethyl-isoxazol-4-yimethoxy)-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



methyl ester h 1-2H- azo 3-carbox lic acid” To a solution of :
543-buty1-5-(1,2-dihydroxy-2-phenyl-ethyl)-isoxazol-4-ylmelhoxy]-2-methyl2H-pyrazole-3-carboxylic
acid methyl ester (440 mg, 1.03 mmol) in benzene (2 mL) was added le I (545 mg, 1.23
mmol) with Bveq'l?}el%felz(nﬁwrsriL) and the reaction was stirred at room 20 temagé:rtﬁ%ﬁzg?fﬁgj%ﬁ r{(‘gnd then lead
tetraacetate (136 mg, 0.3 mrnol) and benzene (1?%3911_) added. After 30 mm, the suspension was
filtered over celite(r) and the filtrate was concentrated to give crude ,
5-(3-butyl#S%ophy iSoxend 1 - methdsfyaanéymiot PGaZd 18-S opme held nitiiester as a
yellow oiké3a@mg)ixAhe ilswas dakanrufpin metoananiieramiry afichsadiativharchyditie®7 hyg, 2.57

mmol) wag added in portians oananiesHRonaddiien. e reacion 2ahespneaisiaanlighiyellow
solution containing a b acl;ﬂgr plglt%tljg%fter sng%z\:[’vwigﬁrim temperature for 15 min, the mixture was
filtered ovaf Bit{rf AHAHERIES! R Wi vadhed With methanol. The filtrate was concentrated and
the residue was portioned between 0.5M aqueous hydrochloric acid and ethyl acetate. The aqueous
phasé was extEaBBEIdYimes 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 GhidtdtSdrEraF EIREL HepRep-durmattopsts 2 ey - e WGPl e RERP X8 pound (256
mg, 77%heéid ayetdbiledamiidMS: de = 322.2 [M-E1-1]-. WO 2010/127975PCT/EP2010/055694 -129-
Alternatively: e) 5-(3-Buty1-5-formyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
methyl ester A mixture of 5-[3-butyl-5-((E and/or
Z)-styryl)-isoxazol-4-ylmethoxy1-2-methyl-2H-pyrazole-3- 5 carboxylic acid methyl ester (1.0 g, 2.5
mmol), osmium(VIIl) oxide (25 mg , 0.1 mynol), sodiugy metaperiodate (2.16 g, 10 mmol),
benzyltriethylammonium chloride (23(1}4 0.9 %) ildioxane (24 mL) and water (8 mL) was
heated for 5.5 h at 120 C. Water was(y
extracted with ethyl acetate. The organiciextract was then orated and the residue purified by
chromatography (silica, ethyl acetate:heptane = 1:4 10 tq®:1) tq afford the title compound (80 mg,
10%) as a yellow oil. MS: m/e = 322%{M+X11. 5 3-Bud ox e h iSoxazol-4-ethox2H- azole-3-carbox lic
acid methyl ester To a solution of
5-(3-buty A5-desenipleis dxazadmpiyl dinosyf-2uiéthyyderpyeshdiésambbuie ke nethiilEster (80
mg, @25 el mathamek{fimidigvascadde dosslivmdipray diidecrted, using cyclobutylamine

instead of 2,2,2-trifluorocthytamine HCL, to the title compound (45 mg, 78%) which was

obtained as a colorless 0il. MS: m/e = 363.3 [M+H]".

“Example 114

1—Methyl—s-(5-methyl—E-pyridin—2-—yl—isoxazol—4—ylmethoxy)-1H-pyrazole~3-carb0xylic acid
15 ((8)-2-hydroxy-1-methyl-ethyl)-amide

a) (E3-2-(N-Methyl-hydrazino)-but-2-enedioic acid dimethy! 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 methythydrazine (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]".



15 (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 Mite(r) and the filter cake was washed with methanol. The fi&gr'?,ttgpf%% %?Qﬁcﬂgntrated and
the residue WaLHORBAEY between 0.5M aqueous hydrochloric acid and ethy acé{a €. The aqueous
phase was extracted two times with ethyl acetate the combined organic 20 phases were washed
with brine, dried over sodium sulfate and concentrated to a yellow oil. The crude material was purified
by chromaté iayghnxysilinztina gt rvrce ot ec P B 2VHE e BB e ih 6 1

dark brown oil. MS: ink = 324.3 [M+H]* . 5- 3-But 5-h drox meth 1- soxazol-4- Imethoxh
l-2HazoleF8-carboxgitic adid(Epadehtibpldiydrazino)-but-2-enedioic acid dimethyl ester (12.2 g,
5-(3-b(;tgg55ﬁmyg1§?%e&h¥!ﬂ§9wpMsiyya&t@war%émmmﬁhie%@aaz@.@-@; 35 eannxylia ah‘é% meLthyl
ester m . mo)) In digxa W, e I mL,
7.0 rnmoﬁ?S %[iéllg h“e“é‘r_t{.]‘hr& g %COHCE1 ﬁéé}ﬁlé ﬁ%&%oﬁ@n‘:%ﬁg@%@g %ﬁ?&%r%%éar}r[m%@r%;%%e{%iﬁ%d with
water3 extite PYFRREthirS Bt drperelidomBinty siafitig sl Xab 8 HRhEFWRHINAY dried
over sodiorgasidfaterdiltereshahovabnsshitratdg doaffordithentite bonpctind (250 mdunDoYiEs a white
solid. MSginkaa 3@@-&%‘&1‘&4}6513@ fi¥ord the title compound (7.49, 74%) as & light brown solid after
5-(3-Buty r;%}g%{%ﬁzxxLnﬁhélplilﬁ%oy@tﬁgrldﬁg:mn%ghgﬁg)f%-[‘%Lpi,jl—_zH-pyrazole-3-carboxyllc acid

(2,2,2-trifluoro-e -ami a solution o

5 buty & ycymelrylsoraeok A Yimelon). 2 meiiy2H PYazole 3 carborya acid (60 ma,
0.16 mmo DV Were adden 2=(TH=hHe e P im

tetrafiboraisshatessy mg, 0.18 mmol), N,N-diisopropy! ethyl amine WO
2010/127975PCT/EP2010/055694 -130- (138 ttL, 0.8 mmol) and 2,2,2-trifluoroethylamine HCI (24 mg,
0.18 mmdly Thtireduitiugre adtibhydistore-wadstitfddveertightabroshs widpaaahitestsorhitehtration
and purifiggtiondynelomatograpiy(slicpidichlgtamethane:methanolot (90.Gig I%5haiirded the
title comppypd (47 mg, 75%) as a colorless oil. MS: ink = 391.2 [M+14]. 5SExample 113
5-(3-Buty1-5-hydroxymethyl-isoxazol-4-yimethoxy)-2-methyl-2H-pyrazole:3-carboxylic acid
cycl Obutyfépnm ) Ay e(;‘, gaaﬁ-&og%%ﬁ%icyweny@)ﬁos%mc (Q%IE m.g, 3. . mmoi}, then &cthyl
5-(3-bluty s dathoxyisthyl i sosal o lamy hegicigisr dientyie1 iericpoian ol BUEHBE ATOEE (50 mg,
0.16 nunahonasepBNaiednt SingeayslobiititaMinednsieadniitd:2 Ralriflieoroefvrandirtutiftitito the title
Compoun%‘éﬁrmﬂ %%X}’Q‘ﬁﬁa‘@%t%t@fﬁ@%ﬁéﬁ&%%F§599'}-tl¥é§pm%ﬁcﬁtmgﬂé\és“:lﬂﬂ%Bf@mple
114 1- e:d})lll-S- -methy1-3-pyridin-2- I;Lisoxazol-4-)[/llmethoxg/g-%ﬁ-}?%%z&%-sfgo rl g)}(j){llégeamd 15
((S)-2-hyc95’{9l a-an Q ?ﬁ%ﬂ) _B.érh(?agl température using an 1sopropanolheptar : OB '

with UV detection at 220 nM afforded the title compound (400 mg, 48%) as a white solid.

20 MS: m/e = 328.3 [M+HT".

d) 1-Methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1 H-pyrazole-3-carboxylic _acid
{({8-2-hvdroxy-1-methyl-ethyvl}-amide

To a solution of I-methyl-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazoie-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]".



a) (E)-2-(N-Methyl-hydraz no)-but-2-enedioic acid dimethyl ester To a solution of dimethylacetylene
dicarboxylate (50.0 g, 344.8 mmol) in dicthylether (1 L) under argon at 0 C was added a solution of
methylhydr%' %}?‘ 2§%gr_1L, 344.8 mIT) in 20 d.iethylether (100 mL) and theygsulingRapdure _stirred for
2 h. The precipitate was filtered off, dissolved in eélg nol (300 mL) at 50 C and then the solution cooled
to -20 C whereupon the solid was filtered off and drigd to afford the title compound (46.8 g, 72%) as a
light yellow solid. MS: m/e = 189.3 [M+H]t WO 2010/127975PCT/EP2010/055694 -131- b 5-H d ox
-1-meth | 1Ha¥srMeakbox c acid meth 1 ester To a solution of
(E)-2-(N-methyl-hydrazino)-but-2-enedioic acid dimethyl ester (12.2 g, 65 mmol) in xylene (65 mL) was
added pataMethphe<Ginetbadduidiv, 2avrsenmmihulmerhesynitl pisamie Hecehp Y e ndsitor 6 h.
After cooliiegtepraemid@mperature the mixture was 5 stirred overnight and the resulting solid was
filtered off and dissolved in ethyl acetate and the organic extract washed with sodium hydrogen
carbonate, brine, dried over sodium e, filtered and concentrated to afford the title compound
(7.49, 74%) as a light brown solid affer trituration with diisopropylether. MS: rn/e = 157.2 [M+HT -Met5
5- e h -3-id/n-2- 1-isoxazol-4ethoxH- -3-carhoxylic acid 10 methyl ester To a stirred solution of
5-hydroxy-1-methy1-1H-pyrazole-3-catboxylic aci hyl ester (400 mg, 2.6 mmol) and
(5-methyl-3-pyridin-2-yl-isoxazol-4-y]: ol (200 kg, 2, [) in THF (10 mL) at 5 C under
argon was added triphenylphosphin mg,(%.S ol)xthen diethyl 15 azodicarboxylate (573 mg,
3.3 mmol) was added dropwise. The Teactjon mixture wasayarmed to room temperature and stirred
overnight. The reaction mixture was then evaporated. Purification by chromatography (silica,
dichloromethane:methanol = 9: en purification usj X ' K, / 14t room
tempetatdte %ﬁﬁég 5%{1 ?65?‘5‘61 riplec))l:*ﬁé ]'f%ﬁéhé?%}?%o ﬁﬁﬁ %%glel%%/?ffg%lg%gg%:?%ﬁ%ggﬁ&ﬂ%ﬁorded
the title compeEUrd (OB RS 200 mehyharies SHlimed MY =25 E plr-ng)ny!-3-phenyl-
1-Methy1i&-{a-atetiyyheBhpyridiiibylaisoxdzot-Uoyltietoil) mblbyy rastskie- IvearlsoRytic edeidising
(l(s)-2?@@@%@&@%&@%@@5@%@@%tﬂﬂéioﬂtgi com%mluﬁd (66 mg, gg%) wgich wes obéamedh |

-methy1-5-(5-methyl-3-pyridin-2-yl- -A-yImethoxy)-1H-pyrazole-3- carboxylic acid methyl ester
(80 mg, 0’24 Fﬂﬂﬂ%f’)s%ﬂ%@%gréﬁﬁa !é%%n%%%{ 2 mmol) in toluene

10 Exampie 116

1-Methyi-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yl)-amide

l N
=N
N \N
i ~N
04 oJ\/k(H

O O

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]



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
chromatqgr@g%ﬁ%ﬁg&gichloromethane:methanol = 100:0 to 9:1) affordggd;the,fitlssompound (87 mg,
96%) which was obtained as a colorless oil. MS: m/e = 372.2 [M+H]t WO
2010/127975PCT1EP20101055694 -132- Example 115
1-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-yltnethoxy)-111-Pyrazole-3-carboxylic acid
isopropylamidExampe Hescribed for example Ib,
1-methy1-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1Hpyrazole-3-carboxylic acid methyl ester
(70 mg, B 3-MArkbiprinpreddinsvb meeHyl-BosRerkhsdmne b fnestbyy 1 2 igaaeler-3-carboxylic
acid methyk-BsistioneRIqESMEISdrasiNp isapropyiaminaidstead of morpholine, to the title compound
(66 mg, 87%) which was obtained as a colorless oil. MS: nile = 356.2 [M+HI. 10Example 116
1-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmet )C)LH-pyrazoIe-3-carboxyIic acid
(tetrahydro-pyran-4-y1)-amide As described for exampl
1-methy1-5-(5-methyl-3-pyridin-2-y1-isoxazol-4-ylgethoxy)411.- 15 pyrazole-3-carboxylic acid methyl
ester (70 mg, 0.21 mmol) was converteg, usi minotetra yran instead of isopropylamine, to
the title compound (76 mg, 90%) which taiped as a cblorless oil. MS: tnie = 398.2 [M+Hf. WO
2010/127975PCT/EP2010/055694 xfﬁﬂ xample 117
I

543-(5-Fluoro-pyridin-2-3/0-5-methyl/isoMdazol-4-ylmethoxyl-1-methlyl-1H-pyrazole-3- carboxylic acid
((S)-2-hydroxy-I-methyl-ethyl)-amide

5 a)  5-[3-(5-Fluoro-pyridin-2-vi)-3-methyl-isoxazol-4-vimethoxv]-1-methyl-1 H-pyrazole-3-car-

boxvlic acid methvl ester

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

(500 mg, 2.4 mmol), instead of (5-methyl-3-pyridin-2-yl-isoxazol-4-yl}-methanol, was

converted, to the title compound (410 mg, 49%) which was obtained as a white solid.
10 MS: m/e =347.1 [M+H]".

b)  5-[3-(5-Fluoro-pyridin-2-yl}-5-methyl-isoxazol-4-yimethoxy]-[-methyl-1H-pyrazole-3-car-
boxvlic acid ({8)-2-hydroxy-1-methvl-cthyl}-amide

As described for example 114d, 5-{3-(5-fluoro-pyridin-2-yl)-5-methyl-isoxazoi-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.](£)-2-(5-Methyl-3-phenyl-isoxazel-4-y1)-vinyi]-2H-pyrazole-3-carboxylic acid iso-
20 propyvlamide




5a) ain-2-y1)-5-methyl-isoxazol-4-ylmethotneth 1-1.1e-3-carboxylic acid methyl ester As described
for example 114c, [3-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-yl]-methanol. (500 mg, 2.4 mrnol),

instead of (5: h ridin-2-yl-isoxazol-4-y1)-methanol, was convertgd. to.5h& title compound (410
mg, 49%) w héwégtlszng%med as a white solid. 10 MS: mie = 347.1 [M-ffi]t b/5 325 Iéljuoro

yridin-2-y1)- 5 methvl-isoxazol-4-ylmethoxyl-1- meTWi-lH?pyrazole 3-car- boxylic aC|d
((9)-2- hydroxy 1- methyl ethyl) amlde As descrlbed for example 114d,

543-(5-flieropGridin: 228 A0 Sahy Fethoxyl-I- methyl-1H-pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.29 mrnoI) mstead of 1- methyl -5-15

(5-methy[F8-pyritlired-yolisinm - nyyidieitoxgiarachyrastte (39%hrBoXdie deretnd| edtadratas
converte@ndgnaamﬁilammm@@@d {6 aionpoBkahabichoWad pbtainetlias @ ooloidess ¢i-18iyiile = 390.1

[5M]1|I_E|TI2 @g e i&%aaﬂl)‘lle Drmethanol (l|440 74.0 mmol) in d1chk|)ménethdnc (5? mL) and the resultin "
[-isoxazo |n razole-o-C X 0 yaml e
10&:@1{5%7%1&@44'-}@ Oai‘g% é 4 sy Ilutlon S then chiagi (P '}/ cllc %%ﬁe%gerz(q(ﬁ{ nQL

5 Methyl Bligrdnyhisxazeiica- @aébamﬁweteqfota sﬁw*édasdrwﬁ@woﬂaﬁwaurﬂum RETSisERbMste (19.4
g, 90.0 mepahnand:aphydidids, magaesiunyisadiaie (36 g) hiclardmhetbaite (GO0min)vas added a

solution of el AUl SRz AOMAANOLAAD g4 mmoD in dichloromethane (50

mL) and the resulting 5 solution stirred under argon for 2 h. The solution was then dissolved in

dlethyletI‘B f||tered g Seille slllgc 1an }q&&cﬁggated to give a viscous brown oil. Purification
by chrom jtane:e acetate 9:110 3:2) afforded the title compound (10.5 g, 76%)

whichjwag optaned 8 I%VIP'{E °"9th3'\4§>-p & 7. 18812 MI I haldenyde (5.20 g 27.8 mmol) was
added tetrabromomethane (12.9 g, 38.9 mmol) and then triphenylphosphine (14.57 g, 55.5
mmol) and the resulting mixture stirred under argon for 2 h at 0 °C. The solution was

concentrated to approximately 90 mL and the resulting precipitate filtered, 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-Fihvnvl-3-methvl-3-phenvi-isoxazole

To a stirred solution of 4-(2,2-dibromo-vinyl)-3-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)x2-(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, heptanciethyl acectate 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-+HT".



4- 2 -Dibromo-vin5-meth 1-3 hen 1-isoxazole 10 To a stirred solution of :
5-methyl-3-phenyl-isoxazole-4-carbaldehyde (5.20 g, 27.8 mmol) was added tetrabromomethane (12.9
g, 38.9 mmg‘;})%g)mg%griphenylphosphine (14.57 g, 55.5 mmol) and thefasidtingmigiire stirred
under argon for 2 h at 0 C. The solution was cong;l%r%'grated to approximately 90 mL and the resulting
precipitate filtered, washed with dichloromethane and discarded. This was repeated until the majority

of the triphenylphospine 15 oxide and hromide was removed. Purification by chrom raphy (silica,
heptane:&tfy 'c&ﬁé@f‘{@cﬁ%’f’ﬁfﬁﬁﬁ‘é‘a{?ﬁ@?ﬁf& 68@68%11@?95“303 of%%/?ﬁéﬁ)rﬁai%%%% é'?{d as a
colorlessOoil M8 aded=dBpwis§ N spliHaymof ingimg 1 35 mieghy 126 preel ifseilasiienréla &inettolution of
4-(2,2-dikremesuinybnSagthy BnRbeoyins exedo EhElsblgich S minal)aghinl THE (6 tfit joladadded

cropwise 59piaRITIagResITAILOe P aRA2MIP TFin? SRR, RiBAMTR) hdidssuling
solution stirre u,nde? argon for 1 h at 0. C. Saturated aguequs ammon m.chl réitg: s ']‘(lfrli}i‘éas added
and tAe rggﬁﬁﬁ?&‘iﬁiQY&@WQQ@W%mI%WB@éﬁ?@(g ‘%?%tﬁﬁ_r? tﬂ%ﬁgm Sined Organic layers were
then driegdrover §dthiung.Rbateviiltbree ahtivohesatraledes aHfidEioR by ehiomatdtaphy (silica,
heptane) afforded the title compound 25 (486 mg, 91%) which was obtained as a yellow oil. MS: m/e =

184.2 [M$kih. CStep A: Atstirdedauligiorn bftheethipmiit dilendBHfl-3nghehPlisexeRidlcqUTD Ma)-2.2
mmol), tribyhltigveifeath 13- 839-Surpimeh @ng AiBRk(2dneinas hanieeounder, rediux aatilkl starting

30 materigl,was c med. After cooling to.ro Perat e,mix goncentated.
Purificatigzgy%%&hﬁgténgﬁlgl hﬁ@l @a%%p%engggﬁ afgs?’atjé{]?nl:%n ()al}gi:ll%a‘ E\;{I\rIQZd he Ilaéjel\\;}t(?l g’nan(:
orodlet (398 GBI HAEATABETBISCA k) 2, LGS RO 5 (BE Ot

2010/127Q35R0 FHERROLBI0556 Auieh siBtepd BirdFoasgstirfer KolutioPoTvinyistaiméing (BOBMg, 0.63
mmol) in féﬂ? rpfanm {(B0laRtPComs addad Prapaisentbsontiiameiiaging (824, mgheimmol) in

chloroform( onSlieg (3Raie 9mf-hece Tasaluian e ben weshed

mL) until.a pink salution IS
with a 108653 ut%ﬁ%f%é%%f%r e%?gragﬁesﬁj e ried over sodium sulfate, filtered and

concentré?@ﬂﬂ?ﬁﬂ%if%&iaﬁeb:y e ié"d'é}aphy (silica, heptane:ethyl acetate 1:0 to 9:1) afforded the
vinyliodide product (210 mg, 92%) which was obtained as a colorless oil. MS: ink = 312.2 LI\{I-({ti]II. Step
C: Td% sfitredsdiansiraberdarinyioniad toBs isrosieinnmty, Stht s(Byme. 0-21 mmol), instca
tributylstasmfipyrazaier5(3aaibisnylaté-{prepahedyacidmimy e Hetetosytiesaddomeds] 858y (414 mg,
0.96 mm%g'@@ﬂ%ﬂ@&'%ﬁﬁg &%%%1&19&%@%&&1 ancheamREnd) ioeideii tangound (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-isoxazo}-4-yl}-vinyl]-2H-pyrazole-3-carbexylic 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-yimethoxy)-2H-pyrazole-3-carboxylic acid methyl

25  ester, was converied, 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]".



10 0.32 mmol) in tetrahydrofuran (20 mL) was added tetrakis(triphenylphosphonium)palladium(0) (15
mg) and the resulting solution stirred under argon-for 16 h at 60 C. After cooling to room temperature,
the mixture Was, Oclgﬂg%q;rated. Purification by chromqtography (si]ica, he%%{%gggatell.:o tf) 9:1)
afforded the' intérmediate product (140 mg, 67%) which was obtained as a colorless oil. MS: ink =
324.3 [M4Th' . 15 Step D: As described for exam“ﬁﬁ?fb, the intermediate ester step C (70 mg, 0.21
mmol), instead of 5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl
ester, was codvevmile d8thg isopropylamine instead of morpholine, to the title compound (13 mg, 18%)
which was obtained as a white solid. MS: rde = 337.4 [M+H]l. Example 119 20

5-[(2)-2- (5-10exyiB-2égFanyt-Boseidisanethysprzpbdrsitu i} Sk AtapaR® Hopylamide As
describeqd{ppaxanpiall oo phienmasdiate ester (example 118d step C, 70 mg, 0.21 mmol), instead of
5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl 25 ester, was
converted, using isopropylamine instead of morphalin Nei\tlhe titte compound (5 mg, 5.8%) which was
obtained as a white solid from a small amount qf/the (¢-ester) present in the reaction sequence. MS:
rnie = 337.4 [M+H]+. WO 201(1/127975PCT/E 894 ti136- Example 120
5-RZ)-2-13-(4-Fluoro-pheny1)-5-methy/=i Zvinyll2-m -2H-Pyrazole-3- carboxylic acid
isopropylamide 5 Step 1: A solution y1-3-@-fluo 0-phenyl)-5-methyl-isoxazole (5.0 g,

for 20 h. After cooling to room temperat.ure the mixture was cooled and the solid was washed with
dielthﬂet@%hﬁlfr%l!@%ﬁﬁfé@%@ﬂ@@ﬁﬁ{ﬂ&!ﬁg@kqum@mlWWmmHﬂlma%%ISSt@ 2276 a o
solution of the .chloro-phosphonium 94, B ' : s adde
LIHMDS §8T.’%°j)rﬁﬁi, g?@le“ r%oﬁsgg?é‘etsr(w%e‘%rg u?f% hé%mg;%%#?é%%&gg%g% ?gl %%E}ge%{?m%%%m\\gas then
warmed uprteddomftentpeliadie ’é’ﬁé“é%%ﬁ’ﬁfﬁﬁﬁr%ﬁﬁ%Wa%ﬁ@@%-ceg%%gé}gcﬁ‘a,1 was washe
3-formy1-dirmetiyiyiobtyl s tef.[ 2101 g 506 nffau!)in dripmHBosphaniupwal Bddedand the resulting
mixture stirred for 2 h. Saturated aqueous ammonium chloride (15 nth) was added and the resulting
mixture egteactetdonitiv et aftatel(RopidspiioniThedoMBined 5 onydhio thydriSvefethertdried over
s e Myttt b oot o

:0to 9: ed,.two products, 5-{(2)-243-(4- fluoro-pheny1)-5-methvl- 1 Ik -2-met
hyl-2 H-pjr%zg[r%;gl%é?ﬁoyaﬁct%%} e %ylué?s%%rr?ggbt?nlg eé%%f%ta@% ﬁh{?‘&f@?%ﬂpﬂ@éﬂwk
f(E)-243-(ﬁﬁ-!fh%véwph@ﬁyf}féfmﬂ&m%%mimkgﬁ%i B ety el jadsid S A SRV aRid
methyl estdd¢2 45 ahasaff inhite sotidsi20] Ste® 3. TerasoftiproiSnfmonium chloride (15 mL)
(Z)'2436'(24§7gy%&[@h%@é?ﬁﬂzﬁg'iﬁ&tﬁgﬁggl?_aﬁ%ﬁi%{t% ea@@&w?élfwwmm%mf@emﬁ;@ﬁid methyl
ester mmol) in inL) was added, lithium hydr, water
(18 rﬂ ) aRFHE r%%?fﬁir‘ﬁf r[gn ié}cfjnre&rsfﬁ?rg(\jfefo?oﬁu . %@t@r‘% év%%égﬁg)%@%gxgﬁ%%?%ﬁW%@éi%% BE|}th water
(10 mL) aﬁ@i@?@ﬁ@%@Yl@@ﬁah@%&%ﬂ%ﬁ%ﬂh@It%l(?éﬂf’éf?ﬁd)?%d"mﬂ)f.oﬁﬁ%tscéé\ %d 'l%r_acts
were thenfiwies piithySefiumh2b isukiess-filptrethan e evahotdideproaatisrd-carboxylic acid methyl
54(2)-243ég€e-1ﬂue!®plyﬁg?ylkérm& I-i§o§§mlfﬁmuﬂma}paem¢ﬂwh%hmmm@}a-@qmmgy}iaacid(
Mg, 85%) 28y e, 0 W24 I8 Fe3eR 2 kster (2,15 @ as off white solids.

20  Step 3: To a solution of 3-{(Z)-2-[3-(4-fluoro-phenyh)-3-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 ethy! acetate (2 x 80 mL). The combined extracts were then dried with sodium

25  sulfate, filtered and evaporated to afford 3-{(Z)-2-[3-(4-fluoro-phenyl)-3-methyl-isoxazol-4-yi}-
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 soiution 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 045  mmol) and
isopropylamine (27.8 mg, 0.45 mmol) and the resulting mixture stirred overnight at room



Step 4: To a solution of 54(Z)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-y11-vinyll
-2-methyl2H-pyrazole-3-carboxylic acid (0.3 mmol) in DMF (7 rnL) was added 1-hydroxybenzotriazole
30 hydrate(%(d}%mm&l,)g%-ethyldiisopropylamine(l.meo ), PCT/EP2016/055694
N-(3-dimethylaminopropy1)-N'-ethylcarbodiimidazgle hydrochloride0.45mmol) and isopropylamine
(27.8 mg, 0.45 mmol) and the resulting mixture stirred overnight at room WO
2010/127975PCT/EP2010/055694 -137- temperature. The reaction mixture was henﬂpo red, into
aqueous SEHEIHER T SesHRT BT TERHBHhBAHE AR %&ﬁ%ﬁéﬂ‘%@ﬁ% Eéﬁ%?l A eIqlijltgamcombined
organic lalyersivtere tharwashedwilthoatercante sTheratecbiwdignziellogen varbdhetedshifion and
then drieq, Quer.sqdinmsuliata lierad and Rvanciaied. scrRerRi@ M drdduvificatinmbyfreparative
HPLC affqrded, the, title 5 compaund (35 mg, 28% ' e 1] 1.
Erample TP (0 S R A D A ie-3.
carboXyliecaena ik msy 2 manan - ethyhisae NSoro gﬁ%? d for example 120 (step 4),
5-{(2)-2[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-y1]- viny1l1l-2-methyl-2H-pyTazole-3-carboxylic acid
(0.3 mmol), wdsammetd, 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: mile = 385.2 [M+H] Example
122 15 5REFRPIMA ome-pheny)ssambilispmal-drd yIER ooseaddyl-pr e ble-3-
carboxyli¢ A¢igkinnPiei2RidR o T2 RfOlRliPaRf 1p-afide
(E)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylkviny11-2-methyl-2H- pyrazo le-3-carboxylic acid (0.3
mmol) in DMF (7 mL) was added 1-hydroxybenzatri hydrate (0.45 mmol),
N-ethyldiisopropylamine (1.2 mmol), N-(3-dim larginopropyl)-N'- ethylcarbodiimidazole
hydrochloride (0.45 mmol) and isopropylamine\(0.45 mm d the@esulting mixture stirred overnight
at room temperature. The reaction mj wa pour

10 As described for example 120 (step 4), 5-{(7)-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 S—{(E)—2~[3-(4-F1u0r0—phenyi)-S-methy!-isoxazol—4~yl}-vinyl}-z-methyl—lH—pyrazole—S-
carboxylic aeid 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-dimethylaminopropyi)-N’-
ethylcarbodiimidazole hydrochloride (0.45 mmol) and isopropylamine (0.43 mmol) and the
resulting mixture stirred overnight at room temperature, The reaction mixture was then poured
into aqueous sodium chioride (saturated) and the mixture was extracted with ethyl acetate. The
combined organic layers were then washed with water and saturated sodium hydrogen carbonate
75  golution and then dried over sodium sulfate, filtered and cvaporated. Concentration and



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 Eé:gg ver sodium sulfate, filtered and evaporated. Copggitatiginands WO
2010112797820 01055694 -13 8- purification by preparative HPLC afforded the title
compound (6.5 mg, 11%) as a white solid. MS: mie% 369.2 [M+Hi Example 123
e e e YA e T2 PRl SR ey o 2o
5-{(E)-248tg41flzorGghe fyiHG-methy1-isoxazol1-4-371]-virty11-2- methyl-2H-pyrazole-3-carboxylic
acid was converted, using ethylamine instead of isopropylamine, to the title compound (30 mg, 74%)
which was obtgiagshasiaxolorless gum. 10 MS: m/e = 355.0 [M+H] Example 124
5-RE)-243-(4-Fluoro-pheny1)-5-methyl-isoxatol-4-yll-vinyll-2-methyl-211-pyrazole-3- carboxylic acid
(2-hydro2emetylniopyisamiden-slmés daseribed donpxamiple-aidh B- 2 H-pyrazole-3-
RE)-2543- ﬁ% Ilégr %phgé])ég})-,?-%tpyl-isoxazot-4-y1]-vinyII-2- methyl-2H-pyrazole-3-carboxylic acid was
converted, using 2-hy rox;’-%—methylpropylamine instead of isopropylamine, to the title compound (9.4
mg, 28%) which was obtained as a white solid. MS: | g9.2 [M+H]. WO
2010/127975PCT/EP2010/055694 -13 9- N

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 ethylamine instead of

jsopropylamine, 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)—Z—[3~(4—Flﬁoronphenyl)us-methylwisexam1-4-yl]-vinyl}~2~methylmZH-pyrazole-S-
carboxylic acid (2-hydroxy-2-methyl-propyl)-amide '

15  As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-3-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] .



Example 125 5-1(E)-2- i3-(4-Flunro-phenyl)-5-methyl-isoxazol-4-yll-vinyll-2-methyl-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide 5 As described for example 122,
5-[(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylkviny11-2- methyl-2H-pyrazole-3-carboxylic acid
was convertga); %?éﬂ[lg'ﬁ’jgminotetrahydropyran instead of isopropylamine?%’r@i@ﬂ{f’éﬂé%ﬁr%‘;pound (13 mg,
32%) which was obtained as a white solid. MS: m/é% 411.2 [M-i-H] . Example 126 10 5-
f(E)-2-13-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yll-vinyll-2-methyl-2H-pyrazole-3- carboxylic acid
amide As desEriegiolHxample 122, 5- {(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyl}-2-
methyl-2H-pyrazole-3-carboxylic acid was converted, using ammonia instead of 15 isopropylamine, to
the title conFILBHBHB Fhyr6Git)nyhichnvwtisybibienned-dsyd - winpd shimkiMS 2 fpyra38i-3{M+H]1. WO
2010/127 375G RERAATRARREY- p A Exampledb27

(1,1-Dioxo-1,GﬁomorpjfholinA-S?l -(5-{(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yllviny11-2-meth
y1-2H-pyraz0I-3-311)-methanoue 5 As described for & ple 122,
5-{(E)-213-(4-fluoro-phenyt)-5-methyl-isoxazol-4-ylEw A methyl-2H-pyrazole-3-carboxylic acid was
converted, using thiomormorpholine S,S-dioxide instead of isopropylamine, to the title compound (37
mg, 74%) which was obtained as a white solid. M&Im/e = 445.2 [M+H] Example 128 10
5-{(E)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxagzol-4a-yny11-2-methy1-2H-pyrazole-3- carboxylic acid
(2,2,2-trilluoro-ethyl)-amide As described fcwrfex ple 122, 5-
[(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol=3-y4kvinyl)-2- methy1-2H-pyrazole-3-carboxylic acid was
converted, using 2,2,2-trifluoroethylamine instead of 15 isopropylamine, to the title compound (30 mg,

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 A-§(E)2-[3~(4-Fincro-phenyl)-5-methyl-isoxazol-4-yi-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] "



WO 2010/127975PCT/EP2010/055694 -141- Example 129
(5-f(E)-243-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yli-yinyll-2-methyl-2H-pyrazol-3-y1)-
morpholin-4-yl-methanone 5 As described for example 122, »
5-{(E)-243-Z‘2(y-(ﬂ6‘8?6%7ﬁ%?1y1)-5-methyl-i50xazo|-4- Ikvinyl}-2- methyl-2H-]E)():/?gazl:)zloel-%qségrggoxylic acid
was converted, using morpholine instead of isopr ‘ﬁ)?ﬂamine, 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
5-1(E)-2-13-(&Fmapl-pAény1)-5-methyl-isoxazol-4-yll-yinyll-2-methyl-2H-pyrazole-3- carboxylic acid
(2-hydroxy-1-methyl-ethyp-amide HO As described for example 122,
5-1(E)-243;{45flarard-pHbiyddpimbithgibaRe Bl-213741 Dmayi-phensthitpethiise aod-4-3lboxylic acid
was convgriaslousing d-BrdR¥xzArmsiivieiaesaine 15 instead of isopropylamine, to the title
compound (6.7 mg, 17%) which was obtained as an off white solid. MS: mie = 385.2 [M+H] WO

2010/127975PCT/EP2010/055694 -142- Example 131 (\)\
(1,1-Dioxo-1,6-thiomorpholin-4-yl)-(54(E)-243-(4-fluorothenyl %ﬁ@nyl-isoxazol#-ylIvinyII-211-pyrazoI
-3-y1)-methanone

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 thiomormorpholine S,S-dioxide
instead of isopropylamine, to the title compound (37 mg, 74%) which was obtained as a white
solid. MS: m/e = 445.2 [M+H] "

Example 128

10 5-{(E)~2-[3-(4-Fluoro-pheny!)-5—methyi—isnxazol-4—y§]mvinyl}»2-methyl—2H~pyrazo]e—-3—
carboxylic acid (2,2,2-trifluero-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:
mle = 409.0 [M+H] "



5 Step 1: To a solution of the chloro-phosphomum salt (2.9 g, 5.95 mmol) in dry THF (20 mL) at- 78 C
was added LIHMDS (6.54 mL, 6.54 mmol) and the resulting mixture stirred at -78 C for | h. The mixture
was then Warmeﬂq lfllpjrtQ? room temperature and a solution of 1H-pyrazolepe-gahexykicacid, .
3-formy1-1W1%ﬁ1y?—,Meﬂ1yl ester (5.95 mmol) in dry THF (15 mL) was added and the resulting mixture
stirred for 2 h. Saturated aqueous ammonium chibfide (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, filtere@savapdoheRntrated. Purification by chromatography (silica, heptane:ethyl acetate 1:0 to
9:1) afforded, two products in a -1:1 ratio, 5- { (E and Z)-243-(4-fluo
ro-pheny(F-S(RctHpisoxapot-plytky it methpyipazesm-S-xrpondic-RshAHyPEaa3sdd). 15 Step 2:
As descriggrhipimsampieciidhisien 3). .
5-{(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol4-ylkviny1)-2H-pyrazole-3-carboxylic acid methyl ester
was converted to 5-{(E)-243-(4-fluoropheny1)-5- yl-isoxazol-4-yll-viny11-2H-pyrazole-3-carboxylic
acid (165 mg, 93%) which was obtained as an off white solid. MS: m/e = 314.2 [M-H-11". Step 3: As
described for example 122, 5-{(E)-2-13-(4-fluoro=pfényl)-5-methyl-isoxazol-4111- 20 vinyl}
-2H-pyrazole-3-carboxylic acid instead of 5- {(E)-213-(4-fluoro-pheny1)-5-methylisoxazol-4-ylkvinyl}
-2-methy1-2H-pyrazole-3-carboxylic acid wad\sapve €d, using thiomorpholine S,S-dioxide instead of
isopropylamine, to the title compound (8.8 Mg, 2!%) which was obtained as an off white solid. MS:
m/e = 431.2 [M+E1]-. WO 2010/127975PCT/EP20101055694 -143- Example 132
(5-{(E)-243-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-y1]-yiny1}-2H-Pyrazol-3-31)-morpholin4-yl-methano
ne 5 As described for example 131 (step 3), 5 (E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-y11-
vinyll-2H-pyrazolc-3-carboxylic acid was sQnvefted, using morpholine instead of thiomorpholine
S,S-dioxide, to the title compound (18 mg, 33% @ optained as an off white solid. MS: mie =
383.2 [MAR] Example 133 10 O~y
5-{(E)-2-[344-Fluoro-phenyl)-5-methyl-isoxamil-4-yll-yinyll-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide As describegE}o mple 132, 5- Aol

B 233- TR Ry TR 1O oo AT O T B Aok
convertedyetsing -2 2awiflerdroathyiahsine sitbteddsof 1S HBRShoIHE S0 HETANRESm Y (1%fmg,
56%) whicly wasyRhiained as amotowpiersolids MS: 156) »/BRE. & {Matilnod/® a white solid. MS:
201011273}%53%51;{55@%?#@55694 -144- Example 134

Example 130

10 5-{(E)-2-]3-(4-Flaoro-phenyl)-5-methyl-isoxazol-4-yl] -vinyl}-2-methyl-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide

o

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/e = 385.2 [M+H] ™.



5-{(E)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yli-yiny11-2H-pyrazole-3-carboxylic acid
isopropylamide 5 As described for example 132, 5-
{(E)-213-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny1}- 2H-pyrazole-3; j igl was
converted, Sgﬁ)r\a]"sﬁéﬁ%%ylamine instead of morpholine, to the title compg?g’dg%égbr?n“g%%%) which was
obtained as an off white solid. MS: m/e = 355.2 [M%] Example 135 10
(5-1(E)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yli-yinyll-2-methyl-2H-pyrazol-3-y1)-(2-
oxa-6-aza-spif8ugilkdgt6-y1)-methanone As described for example 122.
5-{(E)-2-13-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny11-2- methyl-2H-pyrazole-3-carboxylic acid
was conv@rteBjaxsiigsHoxméplrainatsprei3 @hdpitt A oxabes ¥ai-metbatisrasdrdflarmine, to

the title cgng Q@%{ 4 P08 3 K97 e¥isI veas obtained as an off white solid, MS: m/e = 409.0 [MTH]
WO 2010/127975PCT/EP2010/055694 -145- Example 136

5-{(E)-2-[3-(4-FIuoro-phenyl)-5-methyl-isoxazo|—4-y|I-vinyII-2H-@/razole-?;-carboxylic acid
(2-hydroxy-I-methyl-ethyl)-amide HO 5 As described for ex 32, 5-
[(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-y11-vinyll2 -p@ole-&carboxylic acid was converted,
using 4-aminotetrahydropyran instead of morpholine, t the tjle-€ompound (20 mg, 47%) which was
obtained as a light brown solid. MS;

5 Step 1: To a solution of the chloro-phosphonium salt (2.9 g, 5.95 mmol) in dry THF (20 mL) at -

78 °C was added LiIHMDS (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 2 solution of 1H-pyrazole-3-

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

jayers 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-ﬂuor0~phenyl)~5—methyl—isoxazoi—4-y1]—Vinyl}-ZH-pyrazole-S-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-isoxazoi-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,$-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] "



Example 137 10
(5-1(E)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vinyl}-2H-pyrazol-3-y1)-(2-oxa-6-
aza-spirop. 3Ih g -methanone As described for example 132, PCT/EP2010/055694
5-1(E)- 243 5?01% ényl) 5-methyl-isoxazol-4- yIkvmyI} 2H-pyrazole-3-carboxylic acid was
converted, usmg 2-oxa-6-azonia-spiro|[3. 3]heptané dxalate 15 salt instead of morpholine, to the title
compound (11 mg, 37%) which was obtained as an off white solid. MS: rn/e = 395.4 [M+H]-1 . WO
2010/127975B3FER2D30/055694 -146- Example 138
5-1(E)-243-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yll-viny1}-2H-pyrazole-3-carboxylic acid
(2-hydrox§-LEyedriietiylatgtphenide S5nkshibiwribeel-fby Brdnpl e 13 py szol-3-yh)-morpholin-
f(E)-243-(dhupca:pliany 1)-5-methyl-isoxazol-4-ylkviny1}- 2H-pyrazole-3-carboxylic acid was
converted, using 2-hydroxy-1,1- dlmethylethylamlne instead of morpholine, to the tide compound (11
mg, 36%) which was obtained as an off white solid. MS: m/c = 385.2 [IVI-(H1'. Example 139 10
5-1(E)-2-[3-(4-Fluoro-pheny1)-5-methyl:-isoxazol-4-yll-vinyll-21-1-pyrazole-3-carboxylic acid
(2-hydroxy-I-methyl-ethyl)-amide HQ) described for example 132,
5-{(E)-243-(4-fluoro-phenyl)-5- met oxazol-4-ylkvinyl}- 2H-pyrazole-3-carboxylic acid was
converted, usmg 2- hydroxy 1- methylet ylamlne |n eatl of 1z"mofpholine, to the title compound (14
H ' MS: m|eN\35)2 [M+1-1]

5 As described for example 131 (step 3), 5-{(FE)-2-[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yl}-
vinyl}-2H-pyrazole-3-carboxylic acid was converted, using morpholine instead of
thiomorpholine S,S-dioxide, to the title compound (18 mg, 33%) which was obtained as an off
white solid. MS: m/e = 383.2 [M+H] .

Example 133

10 5-{(E)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl| -vinyl}-2H-pyrazoie-3-carboxylic acid
(2,2,2-trifluorec-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 2,2,2-trifluoroethylamine mstead 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] "



WO 2010/127975PCT/EP20101055694 -147- Example 140
5-{(E)-2-0-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-341-vinylk2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propyl)-amide 5 As described for example 132, 5-

{(E)-243-(4- bt }?ﬁgﬂ )-5-methyl-isoxazol-4-yikvinyll2H-pyrazole-3- caprgg@ﬁfglgfc%? Vs converted,
using 2-hydroxy-2-methyl-propylamine instead of Mdrpholine, to the title compound (9.1 mg, 26%)
which was obtained as a brown solid.-MS: m/e = 385.2 [M+FI]-. Example 141 10
5-{(E)-2-[3-(4-Eksongiphdfyl)-5-methyl-isoxazol-4-yll-viny11-211-pyrazole-3-carboxylic acid
ethylamide As described for example 132, 5- {(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylkvinyll-
2H-pyrazelg@Broarbetiio @cigivas Panetted; issingobthylivind jHidepy sfokectplactiney o teid15 title
compoung dmma@20) Which was obtained as an off white solid. MS: m/e = 341.0 [M+1-1] WO
2010/127975PCT/EP20101055694 -148- Example 142
5-{(E)-2-[3-(4-Fluoro-pheny1l)-5-methyl-isoxazol-4-yll- vin2H p%raz le-3-carboxylic acid amide 5 As
described for example 132, 5- F N’<e
c(E)-243-(4-fluoro-phenyl)-5-methy)tsoxazol- 4 ylkan}N H-p)

using ammonia instead of morpholi

off white solid. MS: m/e = 313.2 [M+H

razohe-3-carboxylic acid was converted,
2 mg, 32%) which was obtained as an

5 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 isopropylamine instead of morpholine, to
the title compound (28 mg, 53%) which was obtained as an off white solid. MS: m/e = 355.2
[M+H] "

Example 135

10 (5-{(E)-2-[3-(4-Fluoro-phenyl)-S-methyl-isoxazol-4-ylj-vinyl}-2-methyl-2H-pyrazel-3-y)-(2-
oxa-6-aza-spiro[3.3]hept-6-yvl)-methanone

F | . o

As described for example 122, 5-{(E)-2-[3-(4-fluoro-phenyl)-3-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] ",



5-{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-viny1}-2-methyl-2H-pyrazole-3- 10 carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl)-amide As described for example 132, 5- T
{(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylkvinyl} - 2H-pyrazole-3- [ id.was converted,
using 2-hyd%?q%—"f,il-%j-/igr?](sethylethylamine instead of morpholine, to the titlﬂgfgnégéﬁ)r@d%%g mg, 70%)
which was obtained as an off white solid. 15 MS: & = 399.2 [M+H]'. WO
2010/127975PCT/EP2010/055694 -149- Example 144
5-1[3-(4-FluorBysimapip )36 -methyl-isoxazol-4-ylmethyll-aminol-2-methyl-2H-Pyrazole-3- carboxylic acid
(2-hydroxy-2-methyl-propyl)-amide 5 Step 1: To a solution of
3-(4-fluors-{ipayB-B-FathyiplsondrStedtidrbaidanlde (I dnyg -SH-pyivroly-driathexylic acid
5-amino-gmelhsk-mddreendsammylic acid methyl ester hydrochloride (1.0 g, 6.44 mmol) in
methanol (30 mL) at room temperature was added potassium carbonate (890 mg, 6.44 mmol) and
then the reaction mixture was heated under reflux for 2 k. After. cooling to room temperature sodium
borohydride (487 mg, 12.9 mmol) was added and then the \§ ix; e 10 heated under reflux for 12 h.
The mixture was then cooled and treated with hydrochlorigacid, (1 N, 10 drops) and evaporated. Water
was then added and the mixture extracted with acetate. T DE ueous layer was acidified with
hydrochloric acid (2 N) and then extracted\yi acetate. '@r bined organic extracts were

then dried over sodium sulfate, filtered ang/evapotated to afford
([3-(4-f|uoro-phenyl)-5-methyl-isoxazojﬁ-ﬁmeth{]i]-aminot-2-methyl-p15 2H-pyrazole-3-carboxylic acid
methyl ester (27%) which was ol as a white solid. Step 2: As described for example 152,
5-{[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylk amino}-2-methyl-2H-pyrazole-3-carboxylic acid

methy] ester Was (aRVEITelBnie 132, 5-{(E)-2-{3-(4-fuoro-phenyl)-5-methy -isoxazol-4-yl]-vinyl}-
5-113€(4- LSJOI‘S?Z) rlenyl ?S-méit 1\ ﬁisoxézoliﬁl-gllm%@Akaming}- -yrr)leth -2 -Hyrazole- -car o>9flic acid

which wa s GBEAHTES 2sAP O it Ko i 220°8 R S o'y SoIutiBR P B yuropyran instea
[3-(4-fluoroeppierint) -©-thethid-tsoxmzodL 0y hactffi aiiroyaooiétpg 2 2 e By Prodlesalidardxylic acid
(0.212 mme: b myPMiVEEHTL) was added 1- hydroxybenzotriazo le hydrate (0.318 mmo 1),
N-ethyldiisopropylamine (0.848 mmo 1), N-(3-dimethylaminopropyl)-N'-ethylcarbodiimidazole
hydrochloride @é&ﬁmml) and 2-hydroxy-2-methylpropylamine (0.318 mmot) and the resulting
mixture stirred overnight at 25 room temperature. The reaction mixture was then poured into aqueous

sodiym chioride (satyra 0 kX i } tml;q;ﬁt@g@_j' Lomhinged organic
Iaye:isr@welergi@?ﬁ%%%ﬁﬁﬁ%%@%ﬁégﬁeﬁéﬁfﬂ Pﬁg}gir(;ﬁéen carbonate_i%i@ution and then dried
, a

over sodiftfi Sl MERS8PA%d. Concentration and purification by preparative HPLC
afforded the title compound (13 mg, 14%) as an off whjte sofigl. MS: m/e = 402.2 [M-(1-11. WO

2010/127975PCT/EP2010/05569 50- N,N
\ N:{
O

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[3.3heptane oxalate

15  salt instead of morpholine, to the title compound (11 mg, 37%) which was obtained as an off
white solid. MS: m/e = 395.4 [M+H]".
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~
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Example 145 5-1[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2-methyl-2H-pyrazole-3
carboxylic acid amide 5 As described for example 144, — :
5-113-(4-flugro-pheny1)-5-methyl-isoxazol-4-ylmethylkaminol- 2-methyl;2Hpyagales3-carboxylic acid
was conver%‘a,zﬁg)lﬂ aMmonia instead of 2-hydroxy-2- methylpropylamine, to the title compound (12
mg, 20%) which was obtained as an off white solitfms: m/e = 330.4 [M+H] Example 146
5-{13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-amino}-2-methyl-2H-Pyrazole-3- carboxylic acid
(2,2,2-trifluarcEsthyhiaiditle As described for example 144,
5-1[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyll-aminol- 2-methy1-2H-pyrazole-3-carboxylic acid
was con\Ee{(Ed—,m@F@—Fm;ﬁdﬂfhmmi}éthyﬁhﬁhi@qmehd"lg-m}wm%%ﬁﬁmﬂmﬁ‘é‘, to the
title compeuNdLe4 .- Aatmwhiehyiyasudained as an off white solid. MS: mile = 412.4 [M+H] WO |
2010/127975PCT/EP2010/055694 -15 1- Example 147
5-113-(4-Fluoro-pheny1)-5-methyl-isozazol-4-ylmethylke
(tetrahydro-pyran-4-yl)-amide 5 As described for example
xazol-4-ylmethyl]-amino 2-methy1-21-1-pyrazole-3-ca
4-amiontetrahydropyran instead of 2-hygyoxy-
27%) which was obtained as a light yellow,.sok : =
5-113-(4-FIuoro-phenyl)-5-methyl-ids%-4-yIrNéthyIpaminoI- am i1
(3-methyl-ozetan-3-y1)-amide As d&strilped for}éxample 144, 5-

I

{[3-(4-f|uoro-phenyl)-5-methyl-iso§z%)z -4-ylmethyl]-amino}-

I, 5- ([3-(4-fluoro-pheny1)-5-methyl- so
cid was converted, using
ir Ry to the title compound (7.7 mg,

5 As described for example 132, 5-{(E)—2—[3~(4-ﬂu0r0—pheny§)—S—methy]~isoxazoi-4—y1]-Vi_nyl‘}—
2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1,1-dimethylethylamine instead
of morpholine, to the title compound (11 mg, 36%) which was obtained as an off white sofid.
MS: m/e = 385.2 [IM+H] ™.

Example 139

10 5-{(E)-2-[3-{4-Fluoro-phenyl)-5-methyl-isoxazoi-4-yl| -vinyl}-2H-pyrazole-3-carboxylic acid
(2-hydroxy-i-methyl-ethyl}-amide

Ou 7 1
N
)’ﬁ H F
HO

As described for example 132, 5»{(E)—2—[3—(4~fluoro—phenyl)-S—methyf—isomzo1~4-y]}-viny’i}—
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] "



2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 3-methyl-oxetan-3-yl-amine 15 instead
of 2-hydroxy-2-methylpropylamine,-te the title compound (17 mg, 28%) which was obtained as a white
solid. MS: rpv{% 30?992§9£M+FI]L WQ 20101127975PCT/EP?O10/055694];&%-1,%@%@4149
(5-{13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2-methyl-2H-pyrazol-3-y1)-
(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone 5 AéHescribed for example 144,
54[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylFamino}- 2-methyl-2H-pyrazole-3-carboxylic acid
was converted;xasmide A4k a-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‘S-r{njlé&wﬂ&mﬂwpmﬂgﬁgmqsfem%ﬂésoxazol—&yl]—vinyl}-2H—pyrazole-3—carboxy]ic acid
5-113-(4-Llygnrnhenyddchyiptbylisexagel-4-yimethyli-aminol-2-inethyl-21-1-pyrazole-3- carboxylic
acid (2-hydroxy-1-methyl-ethyl)-amide As described for example 144, 5-
{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethylkamir Q@.methy1-2H-pyrazole-3-carboxylic acid
was converted, using 2-hydroxy-1 -methylethylamine 15 in tea

(' of 2-hydroxy-2-methylpropylamine, to
the title compound (22 mg, 42%) which was obtained as aAightyellow solid. MS: ink -- 388.4 [M+H] ' .

WO 2010/127975PCT/EP2010/055694 -}53- Exam ple 151 ' _
5-113-(4-Fluoro-phenyl)-5-methyl-isoxazol4-yet Ikaminol @ y1-2H-pyrazole-3- carboxylic
N/

acid isopropylamide N N
HO7C H F

5 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-2-methyl-propylamine 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-y|-vinyl}-2H-pyrazole-3-carboxylic acid

ethyiamide
O,
W
—
O / \N'
NN N
H F

As described for example 132, 5-{(E)-2-[3-(4-fluoro-phenyl)-3-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
IM+H]



5 As described for example 144, 5- ([3-(4-fluoro-phenyl)-5-methy i so xazol-4-ylmethyl]- amino } -
2-methyl-2H-pyrazo le-3-carboxylic acid was converted, using isopropylamine instead of 2-
hydroxy-2-methylpropylamine, to the title compound (15 mg, 21%) whic s a white
solid. MS: rifi® yﬁlf %\6 R/I+11] Example 152 10 %W%&m% 5]%992
5-113-(4-Fluoro-pheny1)-5-methyl-isoxazol-4- ylmé‘i‘ﬁyll aminol-2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propyl)-amide Step 1: To a solution of
3-(4-fluoro-phényinpleridthyl-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-{CbpLiEnipdianne yhas dbdadethyldsotaridvid-{ s i2dha e laflesarhnxydistiscitid (6.8
mL, 119.4mmo!) 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 hy @ carbonate (saturated solution). The organic
layer was then dried over sodium sulfate, filtered and 2§, evaporated. Purification by chromatography
(silica, heptane:ethyl acetate 7:3 to 6:4) afforded 5 oro-pheny1)-5-methyl-iso
xazol-4-ylmethylkamino -2H- pyrazoleo3 car [ ster (1.2 g, 44%). WO
2010/127975PCT/EP20101055694 -15%:
[3-(4-Fluoro-phenyl)-5-methyl- |soxaz}9I- -ylmeiﬁy] -amino}-2 razo le-3- carboxylic acid methyl ester
(900 mg, 2.72 mmol) was then dlssol\ﬁed in THF (20 mL) and lithigm hydroxide monohydrate (686 mg,
16.34 mmol) in water (15 mL) added and the resultlng mixture stlrred for 12 h. After evaporation the

mixtur, was gllut o4 fgwater &) ar @%ﬁ V% ﬁlo% ﬁi? d _te \%gg)}e&h% g}@te (2x80

mL). The'’com ine racts Were t eh dri um st evaporat *3 fford
5-{[3-(4-fIEBrBspHety e bRsthyIRAk 45 PR Wa%ﬁ%?%lﬁﬁ%%ﬁ 18t éne%@;aﬁ 63 mg,
91%) as anmofburttite Zolig INS) wikkck BasToltfinel] «s Sterf 3vTe so§dIadSnrak = 313.2 [M+H] ",
5-13-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethylkaminol-2H- 10 pyrazole-3-carboxylic acid (0.212
mmol) in DMF Kkamip}anas added 1-hydroxybenzotriazole hydrate (0.318 mmol),
N-ethyldiisopropylamine (0.848 mmol), N-(3-dimethylaminopropy1)-N'- ethylcarbodiimidazole
hydrochI%@gaﬁozqsﬁmm}@ﬁﬁ&ﬁy@rwwmmwﬂrwlavmw@:ﬁa&mmpmamxesu|ting
mixtyre s &g Egﬂg} ﬁﬁéﬁﬁr mixture was then poured into agueous
sodlar{ﬁ CE orl ?é%ﬁgtt(e%%‘ an ﬁeﬂrﬁgfture WlaE ex{tfz;cmt%%gwnh ethyl 15 acetate. The combined
organic Iayers were.then washed with water and saturated sodiufh hydrogen carbonate solution and

HPLC afforded the title compound (15
Example 153 20
5-{I3-(4-FIuoro-phenyl)-5-methy|-i§é)9<a ol-

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 = 3992 [M+H] "



As described for example 152, 5- {[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyl]-aminol-
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 obtai ite solid. MS:
mie = 316.3‘?%‘?3 L7 W0O 2010/127975PCT/EP2010/0556941 -155- Exgaergf) e ({‘%&fs@éﬁd‘
5-{i3-(4-FIuoro-phenyl)-5-methyl-isoxazol-4-ylmeﬂﬁ&?ﬂ-aminoI-2H-pyrazole-S-carboxyIic acid
isopropylamide 5 As described for example 152, 5-
113-(4-fluoro-Exempiy-Bidnethyl-isoxazol-4-ylmethylkaminol2H-pyrazole-3-carboxylic acid was
converted, using ammonia instead of isopropylamine, to the title compound (6.4 mg, 32%) which was
obtained #[3-¢hite sckpghmsh Hfmetigddsp yae iy Beshyplandso} -2-methyl-2H-pyrazole-3-
5-113-(4-EusQrnb el arraethyl spxarali-ypyeiintdaminol-2H-pyrazole-3-carboxylic 10 acid
ethylamide As described for example 152, 5-
{[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-yImethyl]-aming}-@H-pyrazole-3-carboxylic acid was
converted, using ethylamine instead of 2-hydroxy-2- methylprgpylamine, to the title compound (14 mg,
41%) which was obtained as an off white 15 solid. : 44.2 [M+H] WO

2010/127975PCT/EP2010/055694 -1567, w
N N
{H / F

HO

5 Step 1: To a solution of 3-(4-fluoro-phenyl)-5-methyl-isoxazole-4-carbaldehyde (1.32 g, 6.44
mmol) and the 5-amino-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester hydrochloride (1.0
g, 6.44 mmol) in methanol (30 mL) 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-yimethyl}-
amino }-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester was converted, to 5-{[3-(4-fluoro-
phenyl)-3-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 3-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2-
methyl-2H-pyrazole-3-carboxylic acid (0.212 mmol) in DMF (5 mlL) was added I-
hydroxybenzotriazole hydrate (0318 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/¢ = 402.2 [M-+HT.



Example 156 5-{13-(4-Fluoro-phenyl)-5-tnethyl-isoxazol 4-ylmethyll-amino}-214-pyrazole-3- carboxyllc
acid (tetrahydro-pyran-4-yl)-amide 5 As described for example 152, 5-

113-(4-fluorg- hen 5 methyl -isoxazol-4-ylmethylkaminol2H- pyrazole Was
converted, l}g% amlnotetrahydropyran instead of 2- hydroxy-2- methyl propy amlne to the title
compound (9.1 mg, 28%) which was obtained as -4#00ff white solid. MS: r/e = 400.2 [M+H]1. Example
157 10 5-([3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-atmplethdd)-amide As described for example 152,
5-1[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethylkaminol2H-pyrazole-3-carboxylic acid was
converted: {13y Bainrdrphynibrfistieglathiserané rdmead v -2nnpldroveind3 &t pediptdmine, to the
title compawpek(Aid Mg SAiak Which was obtained as an off white solid. MS: m/e = 374.4 [M+H] WO
12010/127975PCT/EP2010/055694 -157- Example 158

2- hydroxy 2- methylpropylamlne to the
solid. MS: m/e = 398.2 [MA-1]-r. Exa
N-isopropyl-1-methy1-3-05-methyl-3- pyndmﬁ 2-yflisoxazol-4-y1)methylamino)-1Hpyrazole-5-earboxa
mide -meth 3 5 e h 3idin-2- | isoxazol-4- 1 meth lamino -IH-s azo Ic-5 carboxylate
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 53-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2-trifluero-ethyl)-amide

o\N
H \
N
Os /)
N
F{ﬁ ’ 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-ethylamine 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] .



15 To a mixture of 5-methyl-3-(pyridin-2-yfiisoxazole-4-carbaldehyde (811 mg, 4.31 mmol) and 5-
amino-2-methyl-2H-pyrazote-3-carboxylic acid ethyl ester hydrochleride (886 mg, 4.31 mmol) in MeOH
(36 mL) was dded r%% cular sieves (1.3 g). The reaction mixture was SPHF/QI%B;EJ%E)} h. Then
acetic acid &f mmol) was added. After stirring for additional 5 min, sodium
cyanoborohydrlde (542 mg, 8.62 mmol) was addetP 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 ixamapedfrated solution of sodium hydrogen carbonate. The organic layers were
washed with water and brine, dried over sodium sulfate and evaporated. Purification b}/
chromatdigfhbid-iliva: plichidrdmeeHundyatendddrimetud] conipeuddsthyitle vereied4 mg, 55%).
MS: m/e zaddededtidvitid] ((Mieh 2802 4RHBNE 1AER2010/055694 -158- b) 1-Meth 1-3- 5-meth 1-3-11
meth lamino -1H- azole-5-carbox lic acid To a solution of ethyl

mmol) in water (8 mL). To get a homogeneous soluti cOH TR mL) was added and the mixture was
stirred at RT for 30 min. The organic solvents w aporated g e residue was neutralized with 1
M HC1 to get pH-5. A solid was forming T turg, was stirr C for 30 mm, then filtered and
washed with ice water. The solid rle(i{lto givi product as white-Solid (500 mg, 70%). The mother
liquor was 10 acidified with 1 M |EC1 to/getipH-4. IA solid was Ruining= Mixture was stirred at 0 C for 30
min, then filtered and washed with er. The solid was dried to give product as white solid (189 mg,
27%). The combined solids were the title compound (689 mg, 97%) which was obtained as a white
solid. MSamnfeserdtd. ofMxathpicNH-go 1.5[5-cathoxamideydis-3nbHBitineRauti4-alimotidFeteino } -

2-methyl-2H-pyrazote-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 vellow 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

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 3-methyl-oxetan-3-yl-amine

15 instead of 2-hydroxy-2-methylpropylamine, to the title compound (17 mg, 28%) which was
obtained as 2 white solid. MS: m/e = 400.3 [M+H] " :



To a solution of 1-methy1-3 -45-methy 1-3- (pyrid -2-y1) iso xazo |-4-yl)methylamino)-1H-
pyrazote-5-carboxyfic acid (80 mg, 255 umol) in DMF (3 mL) were added TBTU- (91 mg, 281 timol) and
N,_N-diisopr%p(¥5$§té}¥£ ine (217 ttL, 1.28 mmol) followed py isopropyla%@f}@,@gﬁmol). The
mixture was stirre for 1 h, then evaporated, The residue was purified 20 by
flash-chromatography over NH2 silica gel using g?éafent EtOAc / heptane 10-70% to afford the title
compound (75 mg, 83%) as a white solid. MS: m/e = 355.2 [WM'. Example 160
2-Methy1-5-[(Bxaemlg BDyridin-2-yl-isoxazol-4-ylmethyl)-aminol-2H-pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-y1)-amide 25 As described for example

160c, 1-nfétiiptsABonerynd)fynaihvbijormltsimehoinaiprintnestir-iraseecs-tatboxylic
acid (14 o ddeladmgknas. spiayersed)-usifigidemminotetrahydropyran instead of isopropylamine, to
the title compound (17 mg, 96%) which was obtained as a white solid. MS: m/e = 397.2 [WTI] -. WO
2010/127975PC1/EP2010/055694 -159- Example 16{L

1-Methy1-3-((5-methy1-3-(pyridin-2;yl)isoxazol-4-yl)phkthylagmino)-N-morpholino-11-1-
pyrazole-5-earboxamide 5 As desg ol for exam C, N

1-methy1-345-methyl-3-(pyridin-2-yisagxazol-4- 34 hylam|noj}-1H-pyrazole-5-carboxylic acid (80
mg; 255 umo 1)_was converted, using 4 amjio
compound (101 mg, 71%) which was obfain
10 1-Methy1-3-((5-methy1-3-(pyridin-2-%'5
y1)-1H-pyrazole-5-carboxamide

rpholine instead of isopropylamine, to the title
d as a white solid. Qule = 398.2 [M+H]' . Example 162
220l-4-yOmethylamino)-N-(3-methyloxetan-3-

5 As described for example 144, 5-{[3-(4-flyoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino -
2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 2-oxa-6-azonia-spiro[ 3.3 Theptane
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—Flu0r0-phenyl)-s-methyl-isoxazoi—4—ylmethyl]-amino}—2~methyl—2H—pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide

O,
N
T
N
Q /\N
N N”
oo F
OH

As described for example 144, 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yimethyl}-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] ™.



As described for example 160c,1-methy1-34(5-methy1-3-(pyridin-2-yOisoxazol-4-
yOmethylamino)-1H-pyrazole-5-carboxylic acid (80 mg, 255 amol)was converted, using 3- 15

methyl-3-ox%‘t7% nai/?%#g;tead of isopropylamine, to the title compound @gﬁ%@é%@%mim was

obtained as a anu%e solid. MS: m/e = 383.3 [MA-]t 1\5/\é00/127975PCT/EP 4'-160- Example
163 TheST
3-((3-(5-Fluoropyridin-2-y1)-5-methylisoxazol-4-yl)methylamino)-N-isopropyl-1-methylM-pyrazole-5-ear
boxamide 5 aE#E8I8 Bluo o pyrazo le-5-carbo xy [ate idin-2-5 -meth isoxazol-4 lamino
-1-methl-1H- As described for example 159a,
3-(5-fluorépyBiciriduprp-pimeybyfisostivdtsoraraishidatephpl 208 mb 2 mehyhdbwasaeolvérted to the
title compairnd:{PE: Ngd 2a oyiehigas obtained as a white solid. MS: m/e = 360.1 [M+H] +. 10 b3 3
5-Fluoropyridin-2-v1)-5-methyliso carboxylic acid As described for example 159b, ethyl
34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4- 0

N
H \

N
OW
iy
H

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/e = 3722 [M+H} .

Example 152

10 5-{[3-(4-Fluoro-phenyl)-5-methyl-isoxazel-4-ylmethyi]-amino}-2H-pyrazole-3-carboxylic
acid (2-hydroxy-2-methyl-propyl}-amide

o\N
’ \
N
N/
O{ﬁ H -

Step 1: To a solution of 3-(4-fluoro-phenyl)-S-methyl-isoxazole-4-carbaldehyde (1.75 g, 8.53

H

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 mumol) 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-pyrazoie-3-carboxylic acid
methyl ester (1.2 g, 44%).



yOmethylamino)-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/c = 330.2 [M-EIf 15 c)

343-(5-Fluorg pyridin-2-y1)-5-methyliso xazol1-4-yl)methy | amino )-N- is -1- yl-1Hpyrazo
le-5 -carbo %ﬁlgle%\zs?a-é%scribedforexampIe160c,3-%(3-(5-fluoropyridin-Z-gq[ﬁ%y-zzoné{%%})xazoIA-
yflimethylamino)-1-methyl-1H-pyrazo le-5-carbo X}}I &acid (38 mg, 0.12 mo 1) instead of 1- 20
methy1-34(5-methyl-3-(pyridin-2-ypisoxazo 1-4-yl)methylamino)-1H-pyrazole-5-carboxylic acid was
convenedterthe tile compBuffai{Rermghandspvmitty wesembisirad 2 immeschE-mgzaltesd= 373.2
[IVII-H] Wi2h20lQ k70 #RRGIT &2 0Ny 05 6942 Hrd! Examfilen1idsolved in THF (20 mL) and

34(3-(5-FlyRrORYLiB:arY Monameibyisesarg- 4vAmeiyjamingd: methy lidetrhvdraddingyran-4-y1
)-1H-pyrazole-5-carb

ami HO 5 . . . . ..
Rsloor BEBTETEA T g AR RSFA 3 W A i ger (10 m) and cii
ymethylagidid§t rrstieyirasiefyritbordnd eaBexic Semlore eI iinals ssnvéitadirigding
4-aminotegiahydipyiranlifasie atitefis oprd pylamine; dotthexffled cori R (ha (S5 pign80%)muekigh was

obtained %3)@%{hg%rsﬁﬁ)é'tﬂyM%%?ﬁ[—ﬂ%?rgzMﬂ-ﬂrbg)@mpcl@]dl 5080mg, 91%) as an off white
N-Cyclopropy1-34(3- 5:-f$_ Qropyfic ;2-y1)-5-methy||soxazol-4-3 _1)met ylamlno)-l_-methyl1H-pyrazole
-5-earbox98rﬁ1 d¥ ASHEsc Li)e%%}'ex mple163c,34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-
Step 3: To a solution of 5-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yimethyl]-amino }-2H-
10 pyrazole-3~carboxylic acid (0.212 mmol) in DMF (5 mL) was added 1-hydroxybenzotriazole
hydrate (0.318 mmel), N-ethyldiisopropylamine (0.848 mmol), N-(3-dimethylaminopropyl)-N’-
ethylcarbodiimidazole hydrochloride (0.318 mmol) and 2-hydroxy-2-methylpropylamine (0.318
mmol) and the resuliing 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»Flu0ro—pheny])—5-methyl—isﬂxazol~4—ylmethy1]-amino}-ZH-pyrazoie»3~carboxylic
acid amide

As described for example 152, 3-{[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-ammo } -
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]".



yOmethylamino)-1-methyl-1H-mazole-5-carboxylic acid (92 mg, 028 mol) was converted, 15 using
cyclopropylamine instead of isopropylamine, to the title compound (78 mg, 76%) which was obtained
as a white %%dm%"ﬁi le = 371.3 [M-(FI] WO 2010/127975PCT/EP2010/Q3589¢nk8¢n Example 166
N-(Cyclopropylmetihy -3-03-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-y1)methylamino)-1-
methyl-1H-pyrazole-5-earboxamide 5 “133-
Asdescribedforexample163c,3-03-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-
yOmethylamifgpmpielRfl- 1H-pyrazole-5-carboxylic acid (92 mg, 0.28 mol) was converted, using
aminomethylcyclopropane instead of isopropylamine, to the title compound (85 mg, 80%?_ which was
obtainedé’aé[&miemﬁmms)m@etmés;zxm&%ﬂWBBH]UF@@B?}%?-PWZO19~3"carh0"3’ ic
3-((3-(5-Rampyriifrinide-5-methylisoxazol-4-y1)methylamino)-1-methyl-N-(3-
methyloxetan-3-y1)-1H-pyrazole-5-earboxamide 0
Asdescribedforexample163c,3-03-§5-ﬂuoropyridin-2-y1)-5-mq_qr;)_/'l'éoxa201-4-

yl)methylamino)-1-methyl-1H-pyrazgle-5-carboxylic aci@ (92 mg;Q 28 mol) was converted, 15 using
3-methyl-3-oxetanamine instead of jSoprgpylarnine NG itle compound (90 mg, 81%) which was
obtained as a white solid. MS: m/e 403 [M-EFI] 0/201 327975PCT/EP2010/055694 -163-

. wgihylisoxazol-4-yl)methyla mino)-1-

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—F]u0ro—pheny]}~5-methyl—isoxazol~4—ylmethyl]-amino}-ZH-pyrazo!e~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
I5 solid. MS: m/e = 344.2 [M+H] ".



5 Asdescribedforexample163c,34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4- ,
yOmethylamino)-1-methyl-M-pyrazole-5-carboxylic acid (92 mg, 0.28 molywas converted, using

2-oxa-6-az%g'@-2§ﬁgfz[%%]heptane oxalate salt instead of isopropylamine pe;thg,titiassagpound (35 mg,
31%) which was obtained as a white foam. MS: mie = 413.4 [M+H] -164- Claims A compounds of

formula |, Ri ,0 wherein 5 Lis -042-0-, -OlZ-Nl-Il%ér‘-CH-CfI-; XisN-R5and YisN,or XisNand Y is
R'is selected front the group consisting of i) lower alkyl, ii) lower alkyl substituted by 1-5 halogen
atoms, 10iii)afkappdhP8ubstituted 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-|oaféﬁaﬂm;mplwnyl)@mﬂarkésazaﬁahbéhﬂﬁmmmm@},ﬂéw 2RIA-RFAPARASN-, (lower
alkyl,H)Nacii ((esiematisd.jowai-alkphamide

=T

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 instcad 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-ylmethylj-amino}-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1-methyl-ethyl}-amide

0.
N
H\/
N
O /\N
NN
yooH =
OH

As described for example 152, 5-{[3-(4-fluoro-phenyi)-5-methyl-isoxazol-4-ylmethyl}-amino } -
2H-pyrazole-3-carboxylic acid was converted, using 2-hydroxy-1-methylethylamine mstead 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] ",



15 lower alkyl, N(lower alkyldl)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower
alkyl-COO-lower alkyl, COO-lower alkyl, CO-N(lower alkyl,E1)-lower alkyl, CO-N(lower alkyldower
aIkyI)-Iower@I )élﬂ y ;,N7]512-Iower alkyl and Iowel_r aIkyI-QO-, V) heteroaryﬁ&%}@gﬂ%gggjyt substituted
by 1-4 substit |entls |nd9|V|duaIIy selected from aming, amino- lower alkyl, cyano, cyano-lower alkyl,
halogen, halogen-lower alkyl, hydroxy, hydroxy-ld\lz\?gr‘ alkyl, lower alkoxy-lower alkyl, lower alkyl, lower
alkoxy, halogen-lower alkoxy, (lower alkyldower alkyl)N-, (lower alkyl,H)N-, N(lower alkyldower
alkyl)-lower al&ramipstéd alkyk14)-lower alkyl, nitro, lower alkyl-S(0)2-, 25 carboxy, carboxy-lower
alkyl, lower alkyl-000-lower alkyl, lower alkyl-000-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower

alkyl, lowdF 4 Ry(Bweraikyindpivme thidiseratryarimpsd-aminC OH-armperhhebetbepank R2islower
alkyl or loygrspiiky] ssipeipibed) o diz sodstituents individually selected from 30halogen and hydroxy;
-165- Ris selected from the group consisting of i) H, ii) lower alkyl, iii) lower alkyl substituted by 1-5
etylamino, amido, amino, carboxy,

lyl, hydroxy, lower alkoxy, (lower

, IV) heteroaryl, v) heteroaryl

cyano, eycloalkyl, halogen, haloger}
alkyl,lower alkyl.)N-, (lower alkyl,H
substituted by 1-4 substituents indi 3 no- 10lower alkyl, cyano,
cyano-lower alkyl, halogen, halogen-lo er alkyl, lower alkoxy-lower alkyl,
lower alkyl, lower alkoxy, halogen-loweg , (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower
alkyl,lower alkyl)-lower alkyl, N(lower alkyy11)-Towcr alkyl, nitro, lower alkyl-S(0)z-, carboxy,
carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-000-, 15CO-N(lower all y1,11)-lower

alkyl, g Oiﬂu)(l@éﬁ'&‘b@&%}o&%ﬁ@igﬂ%n?Egyd4~cﬁ%ro—phenyl)—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-((3-methyl-3-(pyridin-2-yl)isoxazel-4-ylymethylamino)-1H-
pyrazole-5-carboxamide

a)  FEthyl  I-methvl-3-({5-methyl-3-(pvridin-2-yDisoxazol-4-yimethylamino)- 1 H-pyrazole-5-
carboxylate

15 To amixture of 5-methyl-3-(pyridin-2-ylyisoxazole-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 mlL) 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, dichloromethanc) afforded the title compound as a white
solid (814 mg, 55%). MS: m/e = 342.1 [M+H]". '



NH2-lower alkyl, and lower alkyl-CO-, vi) cycloalkyl, vii) cycloalkyl substituted by 1-4 substituents
individually selected from halogen and hydroxy, 20viii) heterocyclyl,  ix) heterocyclyl substituted by
1-4 substltu%%s 319 Hb lly selectee from halogen and lower alkyl, and Bé] 4|s H, lower
alkyl or lower alﬁ substituted by 1-5 halogen atoms; 250r R3 and R4 toget er with the nitrogen to
which they are attached form a heterocyclyl or at g:rocyclyl substituted by 1-4 substituents
individually selected from amlno amlno Iower aIkyI cyan eyano Iower aIkyI halogen halogen-lower
alkyl, hydedxyVISiel¥ox- 1o AD YHIR SRR i 78 ) RS AIR30ARERAEN-lower
allcoxy, (lesicer alkyl, Iower aIkyON (Iower aIkyI H)N N(Iower aIkyI Iower aIkyI) Iower aIkyI N(lower 30
alkyl,f1)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower alkylCOO-lower alkyl,

lower alkyfCOQruGE-Nflewer alkyetnlLrlquendatkyl3 GOrNdowen aligddaweratkaiviawainoalkyl,
CO-NH2- @P/% %”S%&ﬂ&k%@f %@41}%02’253 ISkd 9 n’PY*ﬁF fﬁ!!%rj{%% 408 'Q‘é’&ﬁﬁ‘é@hﬁﬁm lower

alkyl; R8 Is lower a armacedtically acce t le sa sters thereof. -166- 2, The. compound
of c):/Iar?n 1%8?%% E}gncgligi e 6 n%g_,l g 1mm08 %1 water (8 mL To get a gomogcneouq qoﬂmon P
MeOH (2 ml) was added and the mixture was stirred at RT for 30 min. The organic solvents

were evaporated and the residue was neutralized with 1 M HCI to get pH~5. A solid was
forming. The mixture was stirred at 0 °C for 30 min, then filtered and washed with ice water,
The solid was dried to give product as white sobid (500 mg, 70%). The mother liquor was

10 acidified with 1 M HCI to get pH~4. A solid was forming. Mixture was stirred at 0 °C for 30
min, then filtered and washed with water. The solid was dried to give product as white solid (189
mg, 27%). The combined solids were the title compound (689 mg, 97%) which was obtained as
a white solid. MS: m/e = 312.2 [M-H]".

¢) N-isopropyi-1-methyl-3-((S-methyl-3-(pyridin-2-yl)isoxazol-4-ylymethvlamino)-1H-pyrazole-

15  3-carboxamide

To a solution of I-methyl-3-((5-methyi-3-(pyridin-2-yhyisoxazol-4-ylymethylamino)-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 pmol). 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-ylmethylj-amine}-2H-pyrazole-3-
carboxylic acid (tetrahydro-pyran-4-yl)-amide

N
—N
e
N* N~
LN )
H/ N
0 0

25

As described for example 160c,  I-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-
yl)methylamino)-1H-pyrazole-5-carboxylic acid (14 mg; 44.7 umoi) 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] .



Xis N-R5and Yis N, or Xis N and Y is N5 Rl is selected from the group consisting of 1)lower alkyl, ii)
lower alkyl substituted by 1-5 halogen atoms, iii) aryl, iv) aryl substituted by 1-4 substitucnts

individually &?{L%@MJ}Q{Q amino, amino-lower alkyl, cyano, eyano-lower gikybiglegsnohalogen-lower
alkyl, hydroxy, hydroxylower alkyl, lower alkoxy-loi)%?r alkyl, lower alkyl, lower .alkoxy, halogen-lower
Vi

alkoxy, (lower alkyl,lower alkyl)N-, (lower alky1,14)N-, N(lower alkyl,lower lower alkyl, N(lomi’
alkyl,H)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl,
COO-lower alfpiampieNGbwer 15alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl,
CO-NR2-lower alkyl and lower alkyl-CO-, v) heteroaryl, vi) heteroaryl substituted by 1-4 substituents
individually'detbrted(fformesinilrb (ivitia-doisoanapl-¢yadHBedydBin - BIRyPAE‘YE N -halogen-lower
alkyl, hydgowy03 hedrbyyaimider alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-lower alk.oxy, (lower alkyl,lower alkyl)N-, (lower alky1,14)N-, N(lower alk.yl,lower alkyl)-lower

, farboxy, carboxy-lower alkyl, lower
Ky 11 lower alkyl, CO-NOower alkyl,lower
alkyl)-lower alkyl, CO- 25NH2-lower al er Hikyl-CO=\and vii) heterocyclyl; R2is H, lower

alkyl or lower alkyl substituted by 1-5 substituents inB‘ividuaIIy S d from halogen and hydroxy;

R3 is selected from the group consiSti 8%"&0014, i) lower alkyl, iii) lower alkyl substituted by 1-5
substituents individually selected r;rr;}cetamidyl., acetyl, acety

no, amido, amino, carboxy, cyano,
cycloalkyl, halogen, halogen-lower aoxy, heterocyclyl, hydroxy, lower alk.oxy, (lower alkyl,lower

5 As described for example 160c¢, l-methyl-3-((5-methyl-3-(pyridin-2-yDisoxazol-4-
yDymethylamino)-1H-pyrazole-5-carboxylic acid (80 mg; 255 wmol)_was converted, using 4-
aminomorpholine instead of isopropylamine, to the title compound (101 mg, 71%) which was
obtained as a white solid, MS: m/e = 398.2 [M+H]".

Example 162

10 1-Methyl-3-((5-methyl-3-(pyridin-2-yDisoxazol-4-ylymethylamine)-N-(3-methyloxetan-3-
yi)-1H-pyrazole-5-carboxamide

As described for example 160c, 1-methyl-3-((5-methyt-3-(pyridin-2-yl)isoxazol-4-
ylymethylamino)-1H-pyrazole-3-carboxylic acid (80 mg, 235 umol) was converted, using 3-

15 methyl-3-oxctanamine instead of isopropylamine, to the title compound (68 mg, 70%) which
was obtained as a white solid. MS: m/e = 383.3 [M+H] .



35(lower alky1,11)N-, nitro and lower alkyl-S(0)2-, iv) heteroaryt, v) heteroaryl substituted by 1-4
substituents individually selected from amino, amino- lower alkyl, cyano, cyano-lower alkyl, halogen,
halogen-lo Fg ? oxy, hydroxy-lower alkyl, lower all oxy-lower al ) wer alkoxy,
halogen- VJ\.(g[ﬁ Oé}gr]% éoxy, (lower alkyl,lower alkgl N-, (lower aIkyI,H)I\I}y;&Il\ll%\ggv{ﬁHagﬁg/gtlﬁwer
alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitt?fower alkyl-S(0)z-, carboxy, carboxy-lower alkyl,
lower alkyl-COO-lower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower
alkyl,lower alkinarisridfkyl, CO- 5Nth-lower alkyl, and lower alkyl-CO-, vi) cycloalkyl, vii) cycloalkyl
substituted by 1-4 substituents individually selected from halogen and hydroxy, viii) heterocyclyl, ix)
heterocydh(f3(GSeneplybidin-4-shbStneshrliseruividdan) wetbriammehrigerdridnsiied-alkyl, and x)
-NR7RS8; fflisviatelowenadyhatiiwer aikyl substituted by 1-5 halogen atoms; or Wand R4 together
with the nitrogen to which_ they are attached form a beterocyclyl or a [Sheterocyclyl substituted by
1-4 substituents individually selected from amino, amino-lower alkyl,Fcyano, cyano-lower alkyl,
halogen, halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, low, oxy-lower alkyl, lower alkyl, lower
alk.oxy, halogen-lower alkoxy, (Iogvg\alk ower alkyl)N-, (lowdi, alk)/ ,H)N-, N(lower alkyl,lower

alkyl)-lower alkyl, N(lower alky1,11)-lowepialkyl pitroHower alk )z-, earboxy, carboxy-lower alkyl,
lower alkyl- 20COO-lower alkyl, lotver ﬁkyl- alkyl,H)-lower alkyl, CO-N(lower

5 a) Ethyl 3-((3-(5-flugropyridin-2-v1)-5-methylisoxazol-4-ylimethylamino }- 1 -methyl-1H-
pyrazole-S-carboxvlate

As described for example 159a, 3-(5-fluoropyridin-2-yl)-3-methylisoxazole-4-carbaldehyde (206
mg, 1.0 mmol) was converted to the title compound (92 mg, 26%) which was obtained as a
white solid. MS: m/e = 360.1 [M+H]".

10 by 3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-ylymethylamino)- 1 -methyl-1H-pyrazole-5-
carboxylic acid

As described for example 159b, ethyl 3-((3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-

yDmethylamino)-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-HJ
15

¢y 3-((3-(5-Fluoropyridin-2-yl)-5-methylisoxazol-4-ylymethylamino)-N-isopropyl-1-methyl-1H-
pyrazole-5-carboxamide

As  described for  example  160¢,  3-((3-(5-fluoropyridin-2-yi)-5-methylisoxazol-4-
ylmethylamino)-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}- 1 H-pyrazole-3-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] .



alkyl,lower alkyl)-lower alkyl, CO-N142-lower alkyl and lower alkyl-CO-; R5 is H or lower alkyl; R6 is H
or lower alkyl; itis lower alkyl; 25 Rg is lower alkyl, or pharmaceutically acceptable salts or esters
thereof. 3. W&ﬁgm%’gd according to any of claims 1-2, wherein Rl is lpwefaldgainds aryl
substituted by 1- Ea ogen atoms, heteroaryl, het g?aryl substituted by 1-2 halogen atoms, or
heterocyclyl. 30 4. The compound according to any of claims 1-3, wherein Rl is phenyl, chloto-phenyl,
fluorophenyl, pyridinyl or fluoro-pyridinyl. 5. The compound according to any of claims 1-4, wherein R2
is 14, lower aliﬁﬁéﬁ}%&%xylower alkyl. 6. The compound according to any of claims -5, wherein R2
ismethyl or hydroxy-methyl. -168- 7. The compound according to any of claims 1-6, wherein R3 and
12.4 tog HE-Gitfiuneoniridjert ek indiperezekdahsethi mineletsesty N ey by cy 1
substitutegibyylad-subptimgnisipdivideathy selbdied from halogen and hydroxy, 8, The compound
according to any of claims 1-7, wherein R3 and R4 together with the nitrogen 5 to which they are
attached form a 2-oxa-6-aza-spito[3.3Theptyl. 9.The comppund ing to any of claims 1-6,
wherein R4 is Il, 10. The compou cording to any of clgims 1-6 and 9, wherein R3 is 1-1, lower
alkyl, lower alkyl substituted by «é S [ ingh

5 As described for example 163c¢,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yhmethylamino)-1-methyl- [ H-pyrazole-5-carboxylic acid (76 mg, 0.23 mol) was converted,
using 4-aminotetrahydropyran instead of isopropylamine, to the title compound (95 mg, 80%)
which was obtained as a white solid. MS: /e = 415.2 [M+H] "

Example 165

10 N—Cyciopropyl-3-((3-(5-fiu(}ropyridin-znyl)—S—methylisoxazo_l—-4~y!)methyiamino)-i-methyl—-

1H-pyrazole-5-carboxamide

F
@] N
AMH \ 7
N // N
H /N‘“N /\N
O

As  described  for  example  163c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yhymethylamino)-1-methyl-1H-pyrazole-3-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] .



cycloalkyl, halogen, beterocyclyl, hydroxy and lower alk.oxy, heteroaryl substituted by 1-4 substituents
individually selected lower alkyl, cycloalkyl; cycloalkyt substituted by 1-4 hydrOxy groups, heterocyclyl,

heterocycly%a%&}}{g;g% by 1-4 lower alkyl, or -4\1(lower alky1)2. mm agetylaminmsssss 11. The
compound according to any of claims 1-6 and 9-}10,2\1vherein R3 is 1-oxetanyl-ct tyl, 2- 20
hydroxy-2-naethyl-propyl, isopropyl, morpholino, tetrahydrofuryl or letrahydropyryl,  12. The
compound according to any of claims 1-11, wherein L is -ClI2-0- or -CI-1.2-NH-. 13. The compound
according to W talfif 1-12, selected from the group consisting of
[5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-211-pyrazol-3-y11-morphalia-4-yl-methanone
5-(5-MetACagipruapvisnsthy br3r( é‘tﬂB&Wm’ﬂ%%'r%fi@ré?’-”g-‘ﬁHl‘wﬁ?%{é%yﬁﬁ'ﬁ%ﬁiﬁ3\“‘ 33
255-(5-MahukBiphepyidsxaraldeyitndteoxypyrazole-3-earboxylic acid (tetrahychio-pyrall-
4-y1)-amide, 5-(5-Methy1-3-phenyl-isoxazol-4-y|medwxy)-2ll-pyra’z:ole-B-carboxylie acid

(tetrahydro-furan- 3-y0-amide,
5-(5-1\4cthyl-3-phenyl-isoxazol-4-gimethoxy)-21.1-pyrazole- xylicacid N',1\11-dimethyl- 30
|c-34carboxylic acid (2-hydroxy-ethyl)-

hydrazide, 5-(5-Methyl-3-phenyl-isokazol#i-ylmethoxy)-2)yra
amide, 5-(5-Methy1-3-phenyl-isoxazQl-4-y4mctliaxy)-#11- =3-earboxylic acid amide, -169-
543-(4-Fluoro-plitenyl)-5-methy|-isoxa{2'|ol-4- INEMOXY: ritzole-3-carboxylic acid

morpholin-4-ylamide, NN
5-13-(4-Fluoro-plieny1)-5-rnethyl-isoxazol-,1-ylmetliox

yrazole-3-carboxylic acid

5 As described for example 163c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yDymethylamino}-1-methyl-1H-pyrazole-5-carboxylic acid (92 mg, 0.28 mol) was converted,
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-Flu0ropyridin—l—yl)-S-methy!isuxazol—4-yl)methylamin0)-1-methyl—N-(3-
methyloxetan-3-yl)-1H-pyrazole-3-carboxamide

As  described for example 163c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yDmethylamino)-1-methyl-1H-pyrazole-5-carboxylic acid (92 mg, 0.28 mol) was converted,

15 using 3-methyl-3-oxctanamine instead of isopropylamine, to the title compound (90 mg, 81%)
which was obtained as a white solid. MS: m/e = 401.3 [M+H] "



55-13-0-131tioro-plienyl)-5-rnethy1-i30xiaz0l-4-yliacthoxyll-2H-pyrazole-3-0arboxylic acid
pyrrolidin-1-ylamide, zole-3-carboxylic acid MM.- dirnethyl-liydrazide, _
5434,1-FIUO{§6%§(Q}Q),-9§§nethyl-isoxazol-4-ylmelIioxy]-21:1-pyrazo|e-3-c§@gﬁ¥y§j@,§§gﬁw
isopropylamidc, 5-113-(4-FIuoro-phenyl)-5-nictlyy{g?oxazol-4-ylinethoxyl-21-1-pyrazoIe-3-earboxy|ic
acid (telvallydro-pyran-4-y1)-atnicle, B
5-(5-Mothy1-3-pyridin-2-yl-isoxazol-11-ylmethoxy)-11-I-pyrazole-3-carboxylic acid isopropylamide,
155-(5-1\4elliyi*3mBpkclitt 2-yl-isoxazol-4-yimeithoxy)- El-pyrazole-3-carboxylic acid (tctrahydro-
pyran-61-y1)-ainicie, 5-(5-Mcilly1-3-pyridin-211-isoxazol-4-ylinctidoxy)-11-I-pyrazolc-3-carboxylic acid
((S)-2- hy@r@g@(ﬁiﬁmm@ﬁwiﬂ@-@methyﬁsoxazoE—4—yl)methylamino)—I-met yi-1H-pyvrazol-5-
543-(5-Ftyyp-diyrielineda)id [ S3nethidrisoxfned B dnghmethoxyl-211-pyrazolc-3-carboxylic acid 20
(2,2,2-trilluoro-cthylyamide, 5-13-(5-Fluoro-pyridia-2-y1)-5-1
ciilvii-isexazol-4-ylinettioxyl-21-1-pyrazole-3-carboxylic a @ﬁqtrahydro-furall-B11)-a1ide,
543-(5-Fitioro-pyridia-2-y1)-5-niethyl-isoxiaol-tillmetlioxy[&l-I{pyrazolc-3-carboxylic acid
tett-butylaraide, 25543-(5-Fittoro-pyridin-ZA,LJ[\]ﬂ\Isthyz “Z-ylm ii21-1-pyrazolc-3-carboxylic acid

(2- hydroxiy-ctliy1)-andide, N /

543-(5-Fluoro-pyvidin-2-y1)-5-ra&@§<az = Imelfhoxyl-zﬁ- c-3-carboxylic acid

isopropylainidc, 5-[3-(5-Fitioro-pyridin=2-y1)i5-methyl-isoxazoi-il-ylinetlioxy]-211-pyrazolc-3-carboxylic
O

acid 30 N',N-climethyl-hydrazide,
543-(5-Fluoro-pyridini-2-y1)-5-inctilyl-isoxazol-l-ylmetlioxy]-21-1-pyrazolc-3-carboxylic acid
morpBOti_rké-ylaiEH@l%ed for cxample 163c,  3-((3-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
543-(5-Fitf {ﬁéHw,na%3%%%5991%:@%%%%@;H&B@}h@%@%ﬁ-%?@i%-?fﬁs&)r%v%@ewed,
pyrrOIIdI6-usggar2—lofé~6~azonia—spiro[3.S]h{:ptane oxalate salt istead of isopropylamine, to the title

compound (35 mg, 31%) which was obtained as a white foam. MS: m/e = 413.4 [M-+H] "




35543-(5-Fluoro-pyriclin-2-Y1)-isoxaz0i-4-yIn1etliOxy]-21-1-pyrazOlc-3-carboxylie acid inorpholin-
4-ylatriide, 5-(3-131ity1-5-methyl-isoxazol-4-ylmetb%}/_)il-l-py zolc-3-carboxylie acid
(ietrallyclro-pyrak-4- y1)-arnide, -170- '
5-(3-13tityl-5-melliy1-isoxazol-4-ylmethoxy)-21I-pyrazole-3-carboxylic acid ((3)-2-hydroxy-1-
methyl-ethyl)-amide, 5-(3-Buty1-5-methyl-isoxazckd¥khethoxy)-2H-pyrazole-3-carboxylie acid
(tetrahydro-furan-3- y1)-amide, 55-(3-Buty1-5-methyl-isoxazol- hydrox)nmethyl-ethyl)-amidc,
5-(3-Butyil-5amethybiscdxafGdmedhy]-cthy1)-amide, 5-(3-Buty1l-5-methyl-1soxazol [Oethyl)-amide,
5-(3-Brity1-5-methyl-isoxazol-4-yImetboxy)-2I-1-pyrazole-3-carboxylic acid isopropylamide,
5-(3-Buty1-5-methyl-isoxazol-4-yliactligxy)- -ﬁpyrazole-s-carboxylic acid (2-hydroxy-ctby amide,

(S)-34(3-buty1-5-methylisoxazol-4-yOmethbxy)-N-(tetiailyClrofurag-3-y1)-114-pyrazole-5- 1_ 5
carboxamide, ] d

(12)-343-buty1-5-methy|isoxazol-4-‘§0methoxy): <(tetraltydrofutan- -dyl)-lll-pyrazole-S-
carboxatitide, N-g

[5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-21-1-pyrazo|-3-ﬁi-/morphdlimiI-yI-methatione,
5-(3-Buty&i%;rggthyl-isoxazol-4-ylmethoxy)-21-1-pyrazole-s-carboxylic acid (2,2-dimethyl-
5 L is-CHy-O-, -CHy-NH- or -CH=CH~;
X s N-Rand YisN,or XisNand Y is N-R®:
R! i selected from the group consisting of
1) loweralkyl,
i) lower alkyl 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-Jower alkyl, halogen, halogen-lower alkyt, hydroxy, hydroxy-
jower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower
alkoxy, (flower alkyl,Jower alkyhN-, (lower alkyl,F)N-, N(lower alkyl,lower alkyl)-
15 lower alkyl, Nlower alkylID)-lower alkyl, nitro, lower alkyl-S(O),-, carboxy,
catboxy-lower alkyl, lower alkyl-COO-lower alkyl, COO-Jower alleyl, HCO—N(iower
alkyl,H)-lower allyl, CO-N(lower alkyllower alkyl)-lower alkyl, CO-NHzlower
atkyl and lower alkyl-CO-,
v)  heteroaryl, | |
20 vi) Theteroaryl substituted by 1-4 substittuents individually selected from amino, anuno-
lower alkyl, cyano, cyano-lower alkyl, balogen, halogen-lower alkyl, hydroxy,
hydroxy-lower alkyl, lower allcoxy-lower alkyl, lower alkyl, lower atkoxy, hglogc—;n-
fower alkoxy, (lower alkyllower alkyl)N-, (lower aklcyLFDN-, N(lower aikyi@wcr
alkyl)-lower alkyl, N{lower alkyl,H)-lower alkyl, nitro, lower aikyl-S(‘(;))r,
25 catboxy, carboxy-lower alkyl, lower alkyl-COOQ-lower alkyl, lower alkyl—COf)-,
CO-N(ower alkyl,H)-lower alkyl, CO-N(lower alkyllower alkyl)-lower atkyl, CO-
NH,-lower alkyl and lower alkyl-CO-, and
vii) heterocyelyl; ‘
R? s H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected from

30 halogen and hydroxy;



20 tetrahydrot yran-4-y1)-amide, 5-(3-Buty1-5-rnetliyl-isoxazol-4-yiniethoxy)-21I-pyrazole-3-carboxylic
acid N',111-dimetbyl- hydrazide, 5-(3-Buty1-5-metq%lgi_soxazoki-ylmethoxy)-21i-pyrazole-3-carboxylic
acid morpholin-4- ylamicic, 25 5-(3-Buty1-5-metbyl-iSoxazo1-4-ylmethOxy)-214-pylazOle-3-carboxylic
acid py 5;%3-8uty1-5-metityl-isoxazoI-4-y|r_ne_thox )-211-pyrazole-3-carboxylic acid pipericlin-1
-ylamidcR2-Misthyitase(ShimatHip1e8pi e AYRIEHEDbI-4-yIractlioxy)-2H-pyrazolc-3-carboxylic acid (2-
hydroxy-ethyly)zuniplg, 30 2-Methy1-5-(5-inetliy1-3-pheOyl(tetrallydro-forart-3-y1)-amide,

2-Metly1-5-(5;methy1-3-pliepyl(tetrahydro-pyran-4-y1)-amicie, 2-Methy1-5-(5-11ethy1-3-phertyl 35
2-114ethy1-53( -mqey{m'f-gik%nlényl isopro

lamide e P S

P . 53 i allv selected from acetamidyl,

2-Methyl-5-(54#9etl’1l§?|‘ﬁ\33pﬁﬁﬁ’\}k"r%%ﬁmﬁﬁﬁﬂrwegh%&‘ils){fﬁfﬂﬁ)}I%%llveisg‘]fga?rbsgx?lig BN e

dimethyl-hydrazicie, sagigpyceaiitimihy|amide, B480@-FteRsYpREML) SSatkyh 888 2R 0 acid

isopropylandde, %};%er alkoxy, heterocyelyl, hydroxy, lower alkoxy, (lower alkyllower alkyhN-,
-5-met

543-(4-Fluoro-plieuy o et hosot-2-mejyl-2H-pyrazole-3-carboxylic acid
(tetrahyd1'o-pyran-4-4y25:1% g:f,fﬁ?\)l(-, 0 ahNEEXN ﬁ gt ﬂ ,

543-(4-FluorothertylidsSamethyl-isoxazol-4-ylinethoxyl-2-methyl-211-pyrazolc-3-carboxylic acid amide, |
5 543-(4-FIuor@-ph@l@b@pagfgn%tﬁbggjﬁm&azg|-wlmE$ﬁmq]@iméWnﬂmaW@Mwmcﬁ%&yﬂﬂ‘ﬁ‘&a

(2-Ityciroxy-1,1-dimeth 1‘9“31& )-amide, . oo-lower alkyl, halogen, halogen-lower alkyl, hydroxy,
513- -Fluoro-plienylg(-}é‘i?he? ]!isg(ang 1 i ’

azol-4-yimethoxyl-2-inethyl-2l-1 aci er alkoxy, halogen-
((S)-2,2,2-trifluoro-1-imedryAcimyiot alkide! o855 '@pmy 8?"6?bﬁéé.$§§1.‘§"i% %ﬁl’ll%‘% or al OO}yn{ :?gil;‘
I-4-ylinethoxy]-2-in etfil-a! 4ty deaze@@ﬁciui@{@;Zﬁiﬁfﬁ%rdlé?ﬂ‘ﬂﬁéﬁﬁ\&e}q ower alky’,io
a

5-[3-(4-FIuoro-pheny%ig’-gg I;%i.isgfgg;;’oITﬁ(;y{%ethgxyl;ﬁﬁmw@ﬂ-%He]dyra;dta{ead:w\rer alkyl-S(O)-,
(3-inethyl-oxelan-3-y 3’ icle,

Y : BORY, I 2 nlkvl-COO-lower alkyl, lower alkyl-COO-,
5-[3-(4-17 Luoro-pliensA R 85e B AIORELB A e thi Lonetly1-21 L-pvrazolgacide; aiicyl, CO-
(3,3, Bstrifluoro-2-hydrExXy-stapytyatiddl)-lower alkyl, CO-N(lower atkyl,lowcr alkyl)- vl

NH,-lower atkyl, and lower alkyl-CO-,

vi) cycloalkyl, |

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

20 viii) heterocyelyl, . ‘

ix) heterocyelyl substituted by 1-4 substituents individually selected from halogen and
lower alkyl, and
x) -NR'R%
RY s H, Jower 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
allyl, lower alkoxy-lower alkyl, lower alkyl, lower alkkoxy, halogen-lower alkoxy, (lower
alkyljower atkylN-, (ower alkyl,FN-, N(lower alkyl,lower alkyD)-lower alkyl, N{lower

30 alkyl F)-lower alkyl, nitro, Jower alkyl-S(O);-, carboxy, carboxy-lower alkyl, lo?ver alkyl-

‘ COO-Jower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower
aliyllower allyl)-lower alkyl, CO-NH;-lower alkyl and lower alkyl-CO-;

R® s Hor lower alkyl;
R®  is H or lower alkyl,
35 R7 s lower alkyl;
R® s lower alkyl,
or pharmaceutically acceptable saits or esters thereol,



(225 i?li:?h-(4-Florc])ro-phe_nyl)-5 -methy SOU _zc_)l-4-_'ylmethoxy1-2-methyl-211-pyrazo|e acid
" oxy-ethyp-amide, 543-(4-FInoro-pl|C|tyl)-5-_|i%%thyl-isoxazoI-4-y|methoxyl-2-methyl-21I- razole
gzls ((i-lr;lydroxy-rg:yclopropylmethyl)-amide, R by
-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylnicthoxy]-2-i -2El- '
2 -hydrosy-cthypeatiokd of cleim | y xy]-2-inethy1-2EIl-pyrazole 30 acid
5-[3-(4-Flitoro-pheity1)-5-inctityl-isoxazol-4-ylinethoxyll
él-metthiW-‘ﬁyrazOI-3-y1)-amid6, ! yil-2-methyl-21-1-pyrazole acid
43-(41-Eluorespitehyd)-8-ridtmiisoxitzokl-yIni
U : . -ylniethoxyl-2-methyl-21-1-pyrazol acid
%S‘fi??*,:”"”ngﬁjﬁ%@@% N, or X is Nand ¥ is N-RZ, >
E s e I G e et
g /I- - - rnethox 1-2-methyl1-211-pyrazol -172- aci
R)-3,3,3-trifludjo-2-Ipryairésy propy1)-ainide, acid ((R((R or ’ Pyrazol -172- aed (S((S o
;)33; , fé3(-ét1r|;‘\lloo;r9-Z-My@lrgwaimﬂwadﬁjmé;s halogen atoms,
-113-(4-Nuarq-plieny1)-5-methyl-isoxazol-4-ylinctlioxy]-2- -2H- i
S)-l-llydroxy}h1 thf/‘f-)pgop Iy.arniclg), / YI-2-1 ethy1-2R-pyrazole acid (R or

543-(4-Flu0ro-b’l)en§?_-1_§)i.§ %%ng >¥a}'6‘|-ﬁ‘ig?ﬁﬁ%{ﬁgiy?ﬁgi"id“ﬂ" selected from amino, amino-lower

i inetli metliy1-21I- 2. . :
R)-1-liydroxyinctliy1-pragilgrnicieyanc-lower alkyl, hialogen, hlayiogze}ll-lg&g-zglligyﬁ RARSYIIG AR (S or
gSSEB;gAF-OiluZrzoe_lphlen?/%'lnﬁ%}w'jg%ﬂﬂ)&fﬁfwmmﬁﬁﬂ;ri‘ie’fhylﬁﬁﬁ'lPiﬁr‘éjﬁg)wﬁggﬂg(ggi.i.ogcnjlowel-

l ¢ P Ij%%?rg &oa}{f]l Q'aa(fksz/l ower a!kzj_i)N» (lower alkylH)N-, N(lower alkyl,Jower alkyl)-

5-[3-(4-Fluoro-plienyT thyl-isoxa d*-4- I -2- ' iGrRet
(tetrallyclro-furall-S-)l’Q‘)‘l@l‘rrﬁHgﬂ, N(lower a){lcr‘}'ﬁ' 59fé &R B Likst e dRA-seRyneed,

?('l;:(24F;)F_'gﬁif0éifgilI>_/§)camwlﬁ_w@xm;@wareﬂl@ﬁ;@@@nlétwwzllwrsy%@&é%&%%*%%y|%oa'€f§°“’ef
i5 y y y&‘ﬁﬁﬁ%ﬁ%w@'gﬁyi, CO-N(lower alkyl,lower atkyl-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 atkyl, halogen, halogen-lower atkyi, hydroxy,
20 hydroxy-tower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-
jower alkoxy, (lower alkyl,Jower alky)N-, (lower alkyLH)N-, N(lower alkyl,lower
alkyD-lower alkyl, N(lower alkyl,J)-lower alkyl, nitro, lower alky-5(0)z
carboxy, carboxy-lower atkyl, 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 atky1-CO-, and
vii) heterocyclyl;

R*  is H, lower alkyl or lower alky! substituted by 1-3 substituents individually selected from

halogen and hydroxy;
RY s selected from the group consisting of
30 o,
iy lower alkyl,
iii)  lower alkyl substitute
acetyl, acetylamino, amido, amino,
fower atkoxy, heterocyelyl, hydroxy, lower alkoxy, (lower alkyl,lower atkyDN-,

d by 1-5 substituents individually selected from acetamidyl,
carboxy, cyano, cycloalkyl, halogen, halogen-

35 (lower alkyl F)N-, nitro and lower altkyl-S(0)z-,
iv)  heteroaryl,
v)  heteroaryl substituted by 1-4 substituents individually selected from amino, amino-
Jower alkyl, cyano, cyano-lower alkyt, halogen, halogen-lower alkyl, hydroxy,
hydroxy—lower.alkyi, fower alkoxy-lower alkyl, lower alky}, lower alkoxy, balogen-



155-113-(4-Fluoro-plicayl).-5-inethyl-isoxazot-4-yinietlioxy]-2-metliy1-2II- yrazolc-3-carboxylic acid
((1S,2S)-2-11ydroxy-cyclopentyl)-ainicle, 543-(LI-Flugro-plienyl)-5-racillyl-isoxazol-4-y1
ictlioxy11-2-inethy1-2H-pyrazole-3-carboxylic acid } .8,2S)-2-hydroxy-cyclopentyl)-amida,
543-(4-Fluoro-plicriyl)-5-.rnetliyi-isoxgzpI-4-¥I'ﬁg%!}if_)é}/llﬁ)-&i_?t&i%%glj-%ngjﬁﬁglgﬁmgogmgq,%@gid
((112.,2R)-2-hydroxycey18bert &y e £ie7 _ LSO
543-(4-Fluoro-plienydlkﬁ-)iaﬁﬂiyi-isﬁbﬂzoM@ﬂa&tli@ikykﬂ}rﬁ‘é‘ﬂ’i‘fﬁl-Qli{ﬁ:pﬁlé‘fblc}-%"ygérﬁloch o
((R)-2-hydroxy-1-niefhyl-cilly Dzaniideiower alkyl, lower alkyl-COO-lower alkyl, lower alkyl-COO-,

5-13-(4-Fittoro-plienyl1)-5-nictliyl-isoxiizol:, L-ylineltioxyd -R-micti zgletBreaanii acid
((S)-2-11ydroxy-1-ratfiyieisyti4 ?0%?55%%3@ ﬁ%ﬁgﬁ%}g -llﬁli-ée;\t)i}éa-isgxizol-,l 4

yinielioxy1-2-inethy IN2lh-lopyradbid. Susaibost ik detd(S) -2- 1 1yciroxy--inc(hyl-cttly1)-atnide,
543-(4-FIuoroi;i)}ictiyz‘larédjr&i?ﬂiyl-isoxazol-,1-y|incIhoxy1-2thyl-21-1-pyrazo|c-3-carboxylic acid
((10-2-hydroxy-l-iactl 'Cu'ﬂ -3inide .4 substituents individually sclected from halogen and
(543-(4-1FitioP61?)Iié‘f?ﬁ?}%/fj-]g-y i(?t‘hysi’-t%ugggzkc})yf-i-y ns’igttioxyl-Z-nictiIyi-21-1-pyrazol-3-y1}-(2-oxa-6-
30aza-spiro[3.3]liepti§dyFactlianone,
2-Methy1-5-(5‘-,|;§§iIiﬁ@w&@i@-z-yl-isoxazoI-4-y|nictIioxy)-211-pyrazo|c-3-carboxylic acid

isopropylaraide, 2-Metliy1-5:(5-ractilyi-3- iditu2syisaxageindiyidietligxsalatei dyray leges by lic
acid -Retrallydr‘&‘)py?geﬁﬁ‘%‘ﬁ‘ﬂgnﬁ%%&%@‘})wd! S

352-Metliy1-5-(5-ineli@/‘fsﬁiﬂﬁﬁ}l-ﬁf@@xazoI-zi-ylmétlioxy)-21-1-pyrazo|e-3-carboxy|ic acid
((S)-2-11ydroxyy 1 -mgthyt;

543-(5-Flyoro-pysidip:2:yalSriaquivkisasraltdryinitiod sty p@aspyrazolc-3- carboxylic acid
(tetrahydro-furg? E%’%’%ﬁ'ﬁm Ill'oggétﬁ.%i?‘?fitw %Qe'ﬁiﬁ-)ﬁ'é,%ﬁcﬂ&\ﬁhich they are attached form a .hctemc?rclyl ot a
L5 heterocyclyl substituted by 1-4 substituents individually selected from amino, an.mior-iowci
alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, i‘lydam:ylower
alkyl, lower alkoxy-lowet alkyl, lower alkyl, lower atkoxy, halogemiowmi alkoiql,\j(lowzr
alkyl,lower alky)N-, (lower alkyl,IDN-, N(lower alkyl,lower alkyl)-lower ?lkiy , 7 ‘( <1)kw "
alkyl,H)-lower alkyl, nitro, tower alkyl-S(O)-, carboxy, carbo.xy-lgwer allcyl, (;ch;l{ go \zer
20 COO-lower altkyl, lower alkyl-COO-, CO-N{ower alkyl,H)—lowei; al.kyl, -
alkyl,lower alkyl)-lower alkyl, CO-NHz-lower alkyl and lower alkyl-CO-

R® s H or lower alkyl;
RS is ¥ or lower alkyl;
R7 s lower alkyl;
55 RY  islower alkyl,
or pharmaceuticaily acceptable salts or esters thereof.

i ¢l b s lower ryi, aryl
3. The compound according to any of claims 1-2, wherein R 1s_lowel alkyl, aryi, ary
. 10 it - a1l AtoIms, or
substituted by 1-2 halogen atoms, heteroaryl, heteroaryl substituted by 1-2 halogen atoms,
heterocyciyl.
i m R S hloro-phenyl, fluoro-
30 4, The compound according to ainy of claims 1-3, wherein R’ is phenyl, chioro-phenyl, flv

phenyl, pyridinyl or fluoro-pyridinyl.

ol T el ar hvdroxy-
5. The compound according to any of claims 1-4, wherein R” is I, lower alkyl or hydroxy
fower alkyl.

[ clai ein R is F 1 s hydroxy-methyl,
6. The compound according to any of claims 1-5, wherein R” is I, methyl or Iy ¥ y



carboxylic acid N',1\11-dirnethyl-bydrazide,
5-13-(5-Fluoro-pyriclin-211)-5-mcthyl-isoxazol-LI-ylgggthoxy1-2-methyl-21I-pyrazolc-3- carboxylic acid
(2-hydroxy-eniyl)-arnide, 55-p -(5-Fluoro-pyrid in-2-yl)-5-methyl-isoxazol

-4-ylinctlioxy]-2-methyl-211-pyrazo le-3- ca lic acid 4 {ggq;;e nitrogen

o (hBity s SR OE ER B 2 Ll 1‘95‘5@%008%”9%@@@% i -
hydroxy-&thyhirrice, Ee(guadm-@mwent }ﬂﬁ%@%‘é@éﬁh% y%?é?ﬁﬁ%ﬂﬁ - ﬂﬁ&/’l"ﬁﬁl Pyrazole 3 carboxylic
add 10 |§9ngﬁl¢§[§1|gge§&8fﬂ&uw5ﬂ5gmeﬂm&|h§dmolA ylinellioxy)-2-incthyl-2 -pyrazole-3-carboxylic
acid (2- hydroxy-1-niethyl-ethyl)-ainicle,

5-(3-Biityd-Srinelyl; 5%%@2{&%1é(i!{ge{@%y)&ﬂmﬂulizi whyrdrate Bt atbmgpliccactiih the nitrogen
(tctrahydro-p \Kyran 33

c 3.3 1heptyl.
155-(3-181 fshuﬂtfm?s“&% 8% } al% iR Oéll]ﬁg?azolc 3-carboxylic acid
(letrabydro-furan-3-y1)-amido,

2- Methyl%ﬂ@&@éﬁ?hw@ﬂﬁé%ﬂw@ﬁﬁ Wé’&cﬁa%ﬁ isgxg%}el}l&/} hoxy] -21-1-pyrazole-3- carboxylic
‘acid Octrahydro-pyran-4-y1)-amide, 5-[3-(4-131tioro-phenyl)-5-hydroxymethyl-isoxazol-4-ylm3-
ZOcarboxylucFamde(ﬂegbmﬂybamylﬂagim&y}l}%ﬂﬂdés éﬁ%a [Rioeheipifely 19-5-hydroxymethyl-isoxazol-d
carboxylic acid isopropylamide, 5-13-(4-Fitioro-pheny1)-5-hydroxyinctliyl-isoxazol-4-ylmetlioxy-1-2
ethyl1-211- -pyragz olerB- carboxylic acid amide, 25543-(4-1711torotheny1)-5-hydroxyructilyi-isoxazol-1
..ylhoxyli-2-me hy].l 21 I % zoIe 3- carboxylic acid (2,2,2-trifluoro-cthylyamide, 5-13-(4-171tioro-phe
S

% hydroxym)etr}(xﬂg aikgzgtbdéuzugqb%} g'% RYLe4 %cngs individually selected from acetylamine,
cycloalkyl, halogen, heterocyclyl, hydroxy and lower alkoxy,
iv) heteroaryl substituted by i- 4 substituents individually selected from halogen and
lower alkyl,
vy  cycloalkyl, .
15 vi)  cycloalkyl substitnted by 1- 4 hydm\y groups,
vii) heterocyelyl, :
viil) heterocyclyl substituted by 1-4 lower alkyl, or
ix) ~N(ower alkyls.

. T 1. _ . R .
11. The compound according to any of claims 1-6 and 9-10, wherein R is 1 oxetanyl-ethyl, 2

20 hydroxy-2-methyl-propyl, isopropyl, morpholing, tetrahydrofuryl or tetrahydropyryl,
12, The compound according to any of claims 1-11, wherein L is ~Cilp-O- or -CHp-NH-.
13. The compound according to any of claim 1-12, se’iected from the group consisting of

[5-(5-Methyl-3-phenyl- isoxazol-4-yimethoxy)-2H-pyrazol-3-yl]- -motpholin-4-yl-methanone,
5-(5-Methyl-3-phenyl-isoxazol-4- yimethoxy)-2H-pyrazole-3-car boxylic acid isopropylamide,
25 5-(5-Methyl-3-phenyl-isoxazol-4- ylimethoxy)-2H-pyrazole-3- carboxylic acid (tetrabydro-pyran-

4-yly-amide, . o
5-(5-Methyl-3-phenyl- -isoxazol-4-ylmethoxy)-2H- pyrazole-3-carboxylic ¢ acid (tetrahydro-furan-

3-yh-amide, R

5—(5~Mcthyl-3-~pheny1~iSoxazol—4-ylmethoxy)»QH~pyraz010~3wcau'boxylm acid N N'-dimethyl-
30 hydrazide, o | .

5—(5~Meﬂwi~3—phenyl-is0xa7:oi-4-yhne'thoxy)-?i-l—pyrazolc-S-ca;:boxyhc acid (2-hydroxy-ethyl)-

amide,

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



ga[rgc()xylic acid (2,2,3,3,3-penlafltioro-propy1)-atuide,
-[3-(4-Fluoro-pheny1)-5-ilydroxymetbyl-isoxazol-e{ pginctlioxyl-2-mclliy 1-21- -
acid (1-melhyl-1F1-pyrazol-3-y1)-arnicie, o9l yi-2-melly1-2l-1-pyrazole-3- 30carboxylic
5-13-el-Fltioro-plieny1)-5-bydroxyniclhyl-i - 1-yli ' :
acid (tetr%m%ﬁgwgﬁ-}@%}@g;ﬁ;ggt'hyzXééﬁ%%f&%&’lyﬁniéHE‘OCA?%X&:Egﬁﬂ%ﬁié{lzz&lreaﬂ;%eIgc%t carboxylic
235"(%414nﬁt{ﬂr@h'nﬁ¢wﬁaﬁdhycIr_oxymelbyl-isoxazol-4-y|inellioxyl-2-rne|hy|-2,11-pyrazo|e-3- carboxylic
35(543 r(% i gﬁgﬁﬁ&ﬁgZﬁr%ilf%}%@gx%thyl—mﬁx?zoI-4-yl‘mclhoxy]—ZIAI-pyrazole—Bﬂcarboxyiic acid
-(4-Flitoro-pheayl)-5-hydroxymet yl-isoxazol-4-ylinelhoxyl-2-inethyl-211- -3-y1}-
(2-oxa—6L%Eﬁﬁ£1§%fi§ﬁgt-6-ylyineIhEllloilc, gy d yl-211-pyrazol-3-y1 }
S-p-G5ChiioH1):8-ligurendy ety isesp b A RAUNSK) RS T Sy PSSl Carboxyli
i . RO ra(‘ﬂ-- i
L—,ngr&pggm%@%‘mi de, ]/J y pyrazolc-3- carboxylic acid
Al AE: n l Ne r - i = 6 . : H 5 .
26id (o AHa A ﬁlgggﬁﬁi%ﬁé%ﬁg?ﬂ@@d§%24ﬂy‘ﬂmdtﬁgﬂﬂ%wgsm@mylazdﬂﬂ@wﬁmWQ-%éiboxyl|c
5-p-(4-CHﬁ®P@ﬂ@If 3508y droxymelbyl-isoxazol-4
. . _ _ -4-ylmethoxyl-2-medhyl-211-pyrazole-3- '
il i ST B G o ey AR A HAO S I -yl
gi;bl 4y£% I(()a;é?iii"ééa%ql{.’d‘gr|IIuoro-ctliyl)-alflide, ' .
-(4-Chigro-pheily1) 5-hydroxymethyl-isoxazal-A-ylithyl- 214 o
(2,2,3,3, Iperieiorely 6%91%5_%%%’?}3‘:1&5%&%%%%41IXHEHM%y%%ﬁp%@&%%a@msbsapwlm@c|d
5-[3-(4-ChitoroptienyiBrHyioxirdstliy 1-isoxazol-4 i
. ; -4-ylroctlioxy]-2-welhy1-214-pyrazole-3- 0 '
gzg ((:X%%?(S’Méﬁ‘ﬁ@tdﬁpyﬁdin—2-yl«§soxa7.,<)i'~4—ylmethoxy)— 1H»py.razole—B-carboxyhe:yacid carboxylic
S-(4-Chloro-pnen 1)-5-11yciroxyinetliyl-isoxazol-4-ylinclhoxyll-2- iyl-211- :
acid ((S)-2% E%ﬁlgiﬁ%efl-meth L-ctilyl)-arpide AR rnelliyl 21} pyrazolc-3- carboxylic
15 5-(5-Methyl-3-pyridin-2-yl-isoXazo -Lny niethoxy)-—1Ef1~jpyrazole»3~carboxyhc acid (tetrahydro-
pyran-4-yt)-amide,
5-(5—Mcthyin3»pyridin-zuy[—isoxaml—éiuylmetlmxy)-«].H~pyrazoie-3~carboxylic acid ((S)-2-
hydroxy-1 -methyl-ethyl)-amide,
5-[3-(5 »Fiuoro-pyrid'inu}yl)mﬁ~meth'yiwisoxazol—4»ylmc€hoxy]~2};I~pyraz<)ie—3—carboxy!ic acid
20 (2,2,2~triﬁuoro-ethyl)w'mxide,
5~[3—(5-i?]uero-pyridinm2-y§)~5-methyl»isoxazoM-y1methoxy}~2’1¥I-pyrazole~3-ca;‘boxyiic acid
(tetz'ahydro-fumn~3-yi)ﬂmnidc, _
5-13-(5 »Fiuoro—pyridin—?,«yl)wﬁ—rrmthyhi soxazol—4~yi1}1&&1‘10;{3’]M.’)J-I—pywzoie—i%-carboxyli.c acid
tert-butylamide,
25 5~[3-(5—FIuoro—pyridin—l—yi)—ﬁwz'nclhyi«isox.azol—4~yimethoxy}--2I~1—pymz.olc~3-carboxy!ic acid (2-
hj«iroxy—eﬂayl.)~amidc, ' _
5-[3-(5-F ium‘o—pyr'Ldin~2~y§)~5-methyl-isoxazo].--éi-ylmet'hox_y]—QI--I-pyrazole—3~-carboxy}i.c acid
isopropylamide,
5-13~(5-Fluoro-pyridi n-2-y1)-5 ~meth_yl—is0xa.zoi-4—ylmethoxy] 2H-pyrazole-3-carboxylic acid
3¢ N N'-dimethyl-hydrazide,
5—[3—(S—Fiuorowpyridin—Z—yl)-S»methy}—isoxazul—d-ylmethoxy]-21%{-pyrazolc-3—carboxylic acid
morpholin-4-ylamide,
5-[3—(5~'1*‘1uom~pyr_id‘m—2—yl)—5—mcthyl~is@xazoln4-yin‘lethoxy]—2Hupyrazoic-?swcarbm{ylic acid
pyrrolidin-1-ylamide,
35 5u[3—(5—Fluom»»pyridi_n—2~y1)-is0}(3201»—4—yhneth.oxy}~2I:I—pyrazoiea3«~carb0xylic acid morpholin-
4-ylamide,
5~(3—Buty1—5-methyi«isox.azol-4—ylmethoxy)QI*I—pyrazoch—carboxyiic acid (tetrahydro-pyran-4-

yi)-amide,



5-[3-(4-Chloro-pbeny1)-5-11yclroxyinethyl-isoxazol-4-ylinethoxyl-2-methyl-21-1-pyrazole-3- carboxylic
acid (2-hydroxy-1,1-clitnethyl-elhyl)-anlide,
15543-(4-Ch|oro-p|itehyl)-5-hydroxyroethyl-isoxai(%lzgltylmethoxy]-2-methy|-21:1-pyrazo| e-3-
carboxylic acid (3-rnethyl-oxelan-3-y1)-alllide N relverve ]
(513-(4-Gro@upiistytybsidyeresgrictmriexd i pyroslioks et H (L b TS 11 -
(2iox(a—Giﬁlg@l-)quggfp}%mgp-&yl)-Inelballorte, ot ]
5-[3-(4-Chlard-phenyl)-5:hydroxymethyl-i _%ggﬂl, -y liRetl b2octhyidtpyitazale:do2iBearboxylic
acid (teté@a?ﬁ‘ﬁ?f’ HQ@}%&?&’%&?FML{’% Ao
(543-(4-®lﬂ}0m0iﬁ)ﬁenyl)-5-bydroxyroctliyl-isoxazol-_4-y|in'cIbox%/l1-2-niethyl-211(’]2-%@zoI-:’Sl-yl)-
(4,4-c§iflugrgm@gﬂg'i@lmelhyl)«imﬂmhéFyd;nethoxﬁ’)‘ZH'P}”J“ZOIC" -carboxylic acid (2-hydroxy
5-(3-But I-Sd-rlgxd,r% {Qggﬂg-;ﬁ%ﬁﬁgﬂ-ylmetlioxy)-2-inctliy1-211-pyrazolc-3-carboxylic acid
(2,2,2-tril oroiét’h';%@mid 1y el I-pyrazole-3-carboxylie acid (R)-2-hydroxy-1-
255-(3-Bht{A-5uiy ?S}Fﬁ}é{ﬁ%ai%bﬁgf\l‘fﬂ}%&%o%-cz-inctly1-21.1-pyrazOIc-3-carbOxyIic acid
cycloblityjaaiglb ol }4etidds5-(5-nielliy1l-3-pyridia-2-yl-isoxazol-4- 11 .
ethoxy)- 1 4 Ry ale: 3 arhaxi RO A(Sira Lytydziriethylactio) iamidd(2,2,2-uifluoro-
=(5-ni

1-Methy1- Ibyl-3-pyridia-2-yl-isoxazol-4-ylinelhoxy)-111-pyrazolc-3-carboxylic acid 30
iSOp'{@py@gm@é&}mlde’ azoles3-carboxylic acid isopropylamide,
1-MetlIyl%ﬁﬁSBn@h?ix@ibyhiﬂW@l’i‘-‘?MBP—W}H%ﬁ%)‘}W-fi _96§'/r32%1,cf3-,catr2b?x lic acid, 1)-
(IetralIydr@;@[@%iyﬁygﬁigmomml_4wylmemoxy)-zﬁ“p}q-azo1e~3—cm‘hoxyhc acid (Z-hydroxy-ethy
543-(5-Fl(g%9- yriclio-2-y1)-5-Inethyl-isoxazol-4-ylinclhoxyl-1-metlly1-11-1-pyrazole-3- carboxylic acid
((S)-2-hy Z1-Inctllyt-clbyl)--amide, o Noffetr ofuran-3-y1)- 1 H-pyrazole-5-
3554(E)-Z45-Méfity1L8-pHER -]31%%?28}351fwy-ﬁ%%}glwlg[t:)%}lrgg}(gclié?%lcgrgoiglic aéi}a isopropylamide,
54(Z2)2-(Rxkathvk&plienyl-isoxaz01-4-y0-viny11-21-1-pyrazolc-3-carboxylic acid isop[o%ylaraidc,

, hvlisoxazol-4-yhmethox )—N~(tetrahycirofurzm-fﬁ-yI.)»11‘1“133’1'320 &=

(1{}-3~((3—butyl—5~mc—>1hy§xsomzo yhm y

carboxamide, |
[5—(B—Eutyi—S»mei.hyl—iSoxazol-ﬁl-ylmeihoxy)-2'I—I—pyrazo]-3ny1]-morph0hn~4—ylmmc-:‘than]onle,
5-(3~But.y}—5«me‘thyl-isoxazol—4-yinwth_oxy)-ZH—pyrazol.e-3—cw:boxyhc acid (2,2-dimethyl-

20 ieu'ahydro—pyran—4-y[)~amide, o
5*(3—Butyl—S—methyl-=isoxazoi-4—yhnethoxy)—2I~¥-pyrazole~3-carb0'xyhc acid N',N'-dimethyl
hydrazide, S o | -
S-(3~Butyl-S—Inethyl—isoxazol«f-l ~ylmcthoxy)-ZI"prrazo}&3-carboxyhc acid morpholin-4
ylamide, ' o .

25 5~(3wButy}.-5~melhylwisoxazolntft-ylmethox_y)»2I'I-pymzole~3—carb(}xyhc acid pyrrolidin-1

Jamide, o .
é-(S —Buty}—5~mcthyl-isoxazoi—éi—ylmethoxy)-’ZI-prrazoie—f&ncarbnxylm acid pIpe?ldma—l -ylamide,
2—Methyl—5»(S-mctl‘nyi~3-ph_enyl—isoxazol—éiwyjmeﬂmoxy)—EH-pyra;ole«3~carboxyhc acid (2-
hydroxy-ethyl)-amide, N | -

30 Q“Met’nyl—5-—(5—mcﬂayi~3—phenyl—isaxzazol—4—3?1111&:1hoxy)-21—1—pyrazole~3—0atboxyho acid
(tetsahyd1-0-'iiu_'an-3-yi)—amide, R
2-Mct1}yl-5—(5-mcfhyl»«3-phcnyinisoxazol—ffi»yimcthoxy)-2H~pyz'azale—3—ccu‘noxyho acid
tetrahydro-pyran-4-yl)-amide, o
;—Methyiu5-(5-methyln3—phcnyl»isoxazol—4-—ylmcthoxy)—21’I-pyrazole& —cm'bexyif(, acfcl amide,

35 2—Methyl—S~(5~meihyl~3~pheny1—»isoxazoI—4—ylmcthoxy)»ZH-pyrazole~3~carboxyhc acid
isopropylamide, e
Z-M.ei'hyl—ﬁ-(ﬁ-'nw'{hyl—B—phenyl»isaxazoluﬂl-vyhnethoxy)«ZIr-I-pyrazo1@—3«(,azbmq, lic acid N',N

dimethyl-hydrazide,



-175- 5-{(Z2)-243-(4-Fluorotherly1)-5-methyl-isoxazol-cky1]-viny11-2-methyl-21-1-pyrazole-3- carboxylic
acid isopropylamide, 5-{(Z)-2-[3-(LI-FIuoro-pheriyli—%—methyl-isoxazol-4-y|kvinyl}
-2-methy1-2H-pyrazole-3- carboxylic acid (2-hydroxy-l-methyl-ethy1)-amidc,
55-t(E)-2-[3-(4-171uoro-phertyl)-5-niethy1l-1s0xazol-41-y11-vinyl} - thyl-2H-pyrazole-3-
Carboxy|'@;@e(d.ighpmpyiamﬂdé;mcthyl»isoxazol—4~ylmethox..y]—2~meti1y%i@?—p)1azo|l_é-8—ca1 0')%(1%6
54(E)-24&-@;@Igp_r(gigg@@y]ﬁ?@-m@myl-isoxazol-4-ylkviny11-2-methyl-211 yrazole-3- carboxylic acid
ethylamide,_5- ’( -2-113-(4-flupro-pliany1)-5-metbylisqxazpbldeydd DminyilltimethybAitipyrazole-3-
0 carbox%@é{éfg i‘fﬁ89’3}éwﬁz?rﬁgméﬁb%roby1)_§mihe, i
5-t(E)-Zw}mmtbhé’ﬁwl@methyl-isoxazol-4-yllyinyl}-2-meth [-211-pyrazole-3- c%rbmﬁ/lic acid
(tetraﬁydgo[{p‘)(napl-éoyﬂ.bmﬁjc}eg~5mthyl-'isomzoi—4uylmcthoxy]u2~met wyl-2H-pyrazole-3-carboxyic
RE)-2-13- flfﬁ-%%Qéggal{;g@)ﬁﬁgﬂ@thyl-isoxazol-,1-y11-viny||-2-met|iy1-2I-I-pyrazole-3- carboxylic acid
amid; [ 5(I,1-Dioxo-1X6-t iomorph lin-4-y1)-(5-{(£)-213-(lflyqra:phemylypmathyldsoxaztic4-y1}-
Viny 112 ARG B S AR T SRR

5-{(E)-24&:id Fisotiakiphiestyd)iemethyl-isoxazol-,1-y11-viny1)-2-rnethy1-21i-pylazOle-3- carboxylic
acid (2,2,2: 'I&H%‘Hf&@ﬁﬁ@%’ 1$-d§1etil}’l~iSoxaz',ol«‘l‘}’lme‘hoxy]‘2“nleihyl*zH’PYraZOi6”3"Ca{boxyhc
(5-((E)-243-(4-F uo;%sgﬁggl -54nethyl-isoxazol-4-ylkvinyll-2-methyl-2H-pyrazol-3-y1)- 20
morpHoliA Ly THEIEABIE, 5-{(E)-243-(4-Fluoro-pheny1)-5:methyl-isoxa: J4- Yoyl me
hy1-2,1-anyp@t&@@oqdmm&ikla@ﬁH}’QZWFSWJY%%M-%[’F%S‘-’é’ﬂ%?jgi%g“‘ ' He
(1,1-Dioxg:l {g@g@ﬁﬁ«dkﬂp{ﬂ@@lmumdw,l)-(&1(1%)-2-P-eI-fItioro-pIienyI)-S-inethyl-isoxazoil_-elyl1-viny
1}-2H-pyrgzal-3;y1)-met ariones_ t fl-isoxa.zol—4~ylmeihoxy]—2—methylQ’H—pyrazolcﬁ»cm‘bOXY 1c
25(5-{(E): %}442 KoR '*‘13%%% Bmé

yl-methaniefitamide,

5-{(E1)52-Fs-(falcEme@xppam@m)-5nmmy+iangbrierlvﬁt\mwﬂ}:?zﬁﬁ%%é&%117’@/;’?3‘?6’&?536%}?}%05{&%“
(2,2,2-trif|uorg(-§_|{é¥&t)d f ki, €dimethyl-ethyl)-amide, )
A1:Filtoto-p #P,ﬁ&%Qﬂlﬁﬂd@&‘f@@iﬁp@r@mh@&yﬁﬁrmﬂ130
) .

)-5-methyl-isoxazol-11-y11-vinyl}-21-1-pyrazol-3-y1)-morphoi-4-

e
54(E)-24341:Fiuoto-pheny1)-5-methyl-isoxiizol.c
Sopropdnicd BRSO SOt LS
z0l-4-y1}-uiny ey aiyt I aipyrarhiB-g 1) 24 Bk E-36-aza-spiroP.3the|DI.6-y1)-me,tr%ltio, €, i
5-{(E)-2-1}-?{3(-‘&&'-:#1'9(5&3%ﬂy@)ﬁnmmwStscmidiqthwW?@qe@%&—5@@%15— é)%i/{];:(éﬁg(lﬁ‘a
e R

E)-243-(rivoraplieny L) Siethyisoxazol 41y aiskied deupeolidpylitleoxadkbazgtic
Spiro(3.3111—}[@;3(46];?}(@()1';}1@1}@%8ééz}leﬂay&soxazaﬁti-) ﬁnemx;{%/]z%‘}newﬁz 3oy
5-{(E)-243;{4 J£4~1S3!’(&1.[?,hlfiﬁaséﬂa)ﬂ534’_!9EthmiuilfmxazoI-Ll-yll1-viny|I-21-1-pyraz_o|e-3-carb0xyllgc {ﬂgjd
(2-hydroxy5-tlgﬂ 4%%1(%%%!3@1@}5—Igiﬂ{&lgﬁisnxazol.—4«ylmetiwxwy]—2-mcthy1«21~1—pyrazoie—3—cat oxylic

acid (3,3,3 ~t1'iﬂuoro~2~hydroxy»propy!}ami(’:e,

25 5~[3—(4-1?11101'0—phenyi)—5—mezhyldS(Jxazoiufi--ylmet
acid (2-methoxy-ethyl}-amide,
5—[3«(4—Fiuo1‘0—phcnyi)~5—methy1~isoxa
acld (1 —hydroxymcyclopmpylmet’hyi}amide,
5—[3~(4-Fluoro~phenyl.)-5«m.ethyl—isoxazok—é%

30 acid (Z-hydrox.y—elhyl)~a].nide,
5~[3-(4-Fl'uor0-phenyi)~S-m.f:thylnisoxazni—ti—yh&.lethoxy
acid (1-methyl- { H-pyrazol-3-yl)-amide,
5—[3~(4-—Fluoro-phcn.yi)-ﬁ—methyl—isoxazo1—4wylmethoxy}

hoxy]—%neth.y1~2ﬂ—pyrazole-3~carb0xy1ic
zol-4-ylmethoxy}-2-methyl-2H- pyrazole-3-carboxylic
~§,flm.cthoxy]~2—methyl&H«pyxazoi&3-cm‘boxylio
j—Zﬁmethyb?ﬂ«pyrazole»?:—carboxylic

—2~metl1yl-«2I~1-pyrazolc—3—carboxyiic
acid (2—achylamino—ethyi)uarnide, | -

35 S—{3«(4—F111{)L'0~pheny1)—S~me(hyl—isoxazol~4~ylmcthexy]—2—111ethyiuZI‘I—pyrazo}e—}cm oxylic
acid (3 —h"ydmxy-2,Z—d.imethyiupropyi}mnide,
5~[3{4-1‘*‘11101‘0~phenyi)~5—me‘lhyl—isoxazoi—4wylnlcthoxy}—2~mcthyl
acid (2~h_ydroxy«Z—methyi—propyl)»amidc,

~2H-py.razole&—caxrboxylic



-176- 5-{(E)-243-(4-Fluoto-plienyl)-5-methyl-i i
o1t roxy-l-inethyl-elliyl)—am)i/d(g, ! yl-isoxazol-4-y1]-yiny1}-21-1 yrazole-3-carboxylic acid

RE)-243-(4-Fluoro-pheny1)-5-methyl-isox BT
s -isoxazol-4-y11- -OH- .
(2'||yC|rOXy-2-methyl-propyl)-arl1Cié/’ zol-4 yli yinyll-2H-pyraz0le-3-carbOxylic acid

55-{(E)-2% Tl teny azo]-d- 7. ol L ovraraie-3-carhe '
S D R e T AT
g S g o s
az01-4-y R8P 323 rﬂ%ﬂ#"?}ﬂ ’Zjﬁpi' o ﬁe&%&%@]&% ﬁc g [3-(11-Fluoto-plicriy1)-5-methyl-isox
2;:{i§’§4'_?L{@t@*Hﬁ!@ﬂﬂbﬁem@%‘h}sﬁwﬁ@&Wﬁw‘éﬁ‘lﬂ%}?ﬁﬁéﬂj}%' (& .%{gég@ﬁg%ﬁégéla@%wamicle,
Ny R A3 urroBlgRy Lyt ingxazol-£-y1 ethyL-amio ) -2 - carmoxyle
5-{1 13-(45@%—&%?%‘&1%}@}?&2—%}5 _Eiats é{iéiﬁ’%&ﬁﬂ%ﬁﬁﬂbﬂ*)l%&%@ll fl—ZI-I-;ayra.zo}e—3-carboxy}ic
. oAby Sy B PRI ey Bmetiyl-aoxazo sy melkaring)
e A
oxa—é%z«’?%%ﬁ@%ﬂ%ﬁﬂ _-%ﬁ%ﬁ%—r‘tylmothylI-ammo)-z-meti|y1-21_1_pyrazo|_3_y1)_(2_
5-[3-(4-Fluoro-phenyl ~5umethyi—1soxa’zoi-4—ylmethoxy}«Z»methyl—ﬂ{—pys:a;’:oie-3-carboxyiic
acid (tetrahydro-furan-3 -yl}-amide, |
5»[3—(4nl*‘luoro-phenyl}5—nmlhyl—isoxazo}-4-ylmethoxy]~2nmcthyl.—ZH-pyrazok:—B~ca1'b0x_ylic
acid ((1R,ZR)—2—hydr(;xy-cyclopcnty}.)—amide,

15 5-3-(4-F Iuox.‘o~phcnyi)-~5»methyi-isoxazoi—i%ny}mclh()xy'}—2—111(3‘1‘31}11»«21pryrazoie—3~Carb0xylic
acid ((1S,ZS)—Z—hydroxy—cyc.lopentyl)—amide, '
5~[3-(4&*‘!1101‘0«phenyl)—ﬁ—methyLisoxazol~4—ylrnelhoxy]—Zwmmhyi—QI:I—py;:azoic—?y—carboxylio
acid ((1S,28)—2—hyd.roxy~oyol.opcntyl}-amide,
5-[3-(4-F Iuoro~phe.ny1)—5—mothyhisoxazohé-yimeihc)xy]~2—methyl-2H»~pyrazolev3—ca.rbox_ylic

20 acid ((IR.,ZR)-2—hydroxy—cyc§opcntyI}amidc, '
5a[3—(4—1?311oro-pi'xenyi)»ﬁ—1‘;’10thyi-isoxazol-d»yimetboxy]~2—n.1c—:thyl—21-:1.—py;:azoie—3ucarbﬁxylic
acid ((R)-Z—]aycii'ox,yn'l -methyl-ethyl}-amide,
5—[3-(4~P1_uoro—pheny!)—ﬁ~methy1~isoxazol-«tl—yhnotl_loxy'i-2--mcihyl—21—-1-—pymzo.lc—3-carboxyli.c
acid ((8)-2-hydroxy- {-methyl-ethyD)-amide,

25 5--[3~(4-Fh‘;ol‘o—phe_nyl)-ﬁ~methyi-isoxazobél~ylmcihoxy‘_}—2~methyl—?,}[-pymzole-i&~carboxylic

' acid ((8)-2-hydroxy-1 -methyl-ethyl}-amide,
S—[3-(4--F]uoro-phenyl)—S~=methy]—isoxazoi-4—'y]mcthoxyj@-tnethyLZH»pyrazoic—S-carboxylic
acid ((R)-2-hydroxy-1 -methyl-cthyl)-amide,
{5—[3-«(4—F}_uoro—phenyi)-5«methyl-isoxazel—4~ylmetlmxyjw2wmeth'yi~21“1—pymzol—B-yl}n(2~0xa—6m

30 aza~spir0[3.3]heptw6—yi)~mctha1mne,
2-Methyl-5-(5-methyl-3 -pyridi nnZ—yl«isoxazol-fl—ylmelhoxy)«EI-I—pyrazoie%~carb0x.y1ic acid
isopropylamide,
Z—Mcthyl_-ﬁn(ﬁ—methy]~3upy_ri(li1'1—2uy1—isoxazol—df—yimcthoxy)-QI-I—pyrazolc—S—ca.rboxylic acid
(tctmhydro«py::an~4-yi)—amide,

35 2~Meﬂlylv5—(5«1116&1}{%3—pyridin{l-yi~isoxazo1-4wylmethoxy)—ZI—I«pyrazoleﬂ—carboxylic acid
((8)-2-hydroxy-} -methyl-ethyl)-amide,
5-[3-(5-F luoro-«pyridin«Z»yI)-S-methy1~is;0xazo§—4-ylmeihuxy]~2~mctizyl~21-1~ pyrazole-3-

carboxylic acid (totmhyd1'0~furan—3~y1)—an.1idc,



5- ([3-(4-FIuoro-plicayl)-S-methyl-i50xam1-4- Imethyl1]-ami [

?[céio(ldf(z-lhydroxy-l-methyl-el|iy1)-amide, iy y 1?gy ]-amino)-2-methy1-211-pyrazOte-3- carboxylic
-(4-Fluoro-plicay1)-5-methyl-isoxazol-4-ylmethyl1[inc .

( : ) yl1lino)-2-methyl-2H-Pyrazole-3- [ i

isopropylamide, 5- {[_3-(4-FIyoro-pl|eny1)-5-m0thyl-130xiin1-4-y1>r/neth Hy Z'01803 carboxyli acid

éz;{razo|@3%@&%@@xa‘oidi-:(t%yar‘é@ﬁﬂl}’ﬁé‘tﬂwﬂ%‘bﬁbﬂlﬁwﬁé’}“2'”‘3{ B Phole--

-1[3-(4-Fjusseyplieryd Mormathdtisorazlizideyimethyll-amirt0)-2)-1-pyrazole-3-carbOxylio acid 30

amide, S (L FRRIE PSR Ty eUsPIazal Y maeulbaminahaksl- pyrazalest:-arboxylc aci

5-{[3-(4- FRISFotHENIL 2rhathgrisRIb A Iinethyl-ittaioo)-21
. _ 14 N o
ethylgm|@%ﬁ@}{lﬁ%{é«ﬁ&dﬂﬁ-@lb&hﬁlﬁl@&%thﬂﬂ@g“4-}:’?;323[?0?{}’]-%)"/ir‘ﬂaezf%?“%{q%g'?%%gg e

Z‘_Z{),lgf}}_'f? ?J%%%Jﬁ gg{}’lrg%)lr-%ﬁ&n{%yﬁ%&l@&j%mwyllc acid (tetrahydro-pyraa-4-y1)-amide,

| )-5-méthyl-isoxazol-4-ylmet ing)-2H- o
R s SR e e mobees
yé'rsboproﬁl}”ﬂ_ifﬂlﬂmthyl)&i(l(ﬁimethyl-3-(pyridin-2-y|)isoxazo|-4-y1)methylarni'no)-1|—’|-pyrazo|e-5_

oxar@'mf!ﬁ’}?)uiyi-5anaetllyl—isoxazol-4~y1methoxy)—2—methyl—2H~pyraz@le~3~carboxylic acid

I, i ez e 2o s
Iino)-N-m@@%ﬂ%@w@%ﬁj&é{aml—é!wyil1neﬁmo§:§zn)—e —Méﬁf}(R&rll-ﬁl}l}rj]ﬁ%5:%'?6':%9%'&@%3@13/%@@f-a
hydroxy-1-methyl-ethyl)-amide,
53 -Butyl—S-«mcthyl~isoxazol-4~ylmethoxy)-2u;'nethyI—ZI-prmzo1e«3 -carboxylic acid
(tetrahydro-pyran-4-yl}-amide,

5 5—(3—'Butyi-S—methylmisoxazol—4~y1me{hoxy)-2~methyi-ZErIupymzoE_c-3—carboxylic acid
(tetrahydro-furan-3-yl)-amide, ‘
2-Methy1—5—{_5-411@[11311-3—(‘teu'ahych'onpyran~4 -yi)~isoxazol—4»ylmetho‘xy]«Eli-lnpyrazolcﬁ—
carboxylic acid (tetz'ahydro-pyran»4—yl)~amidc,
5-[3-(4-Fluoro-phenyt)-5 —hydmxymethyl—Esoxa:f_.ol—4éy'imethoxy]—2-mct'hyl-ZI-I-pyrazole—3-

20 carboxylic acid (tetrabydro-pyran-4-yl}-amide,
5-[3-(4-Fluoro-phenyl)-5 —hyd1'0}:ymetliyi—iso'xazobéi‘—ylme‘llmxy] 22-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide, '

5- [3~(4—Fluom—plwnyi)—s—hydroxym ethyl-isoxazol-4-ylmethoxy] 2-methyl-2H-pyrazole-3-
carboxylic acid amide,

25 S—[3«(4-F£uoro~phcny1)-5~hyd1‘0xymethy1-isuxazol~4~»ylmethoxy}—2~methy1~2I—Irpyrazolcﬁ—
carboxylic acid (2,Z,thz:iﬂuoro~cthy1)~amidc,
5«[3—(4-Fl'ucn'o-phenyl)«5~hyd1'0xymethyl~isoxazo§—4—y]mctlmxy]«-2~meihyl—ZH—pyrazoie—B~
carboxylic acid (2,2,3,3,3ulacntaﬂuo1‘o~pmpy1)~amide,
5»{_3n(4-Fiu01'o~phenyl}—5~i1ydroxymet.i';_y1~isoxazol—4»y}.1n_cthoxy]~2—mc:thyl-ZI—prrazo1@-«3-

30 carboxylic acid (1~methy1wH:I—pyrazol—’j-y[)~amide,
5-13-(4-Fluoro -phenyl)-5-hydroxymeth yl-isoxazol-4-yimethoxy] 2-methyl-2H-pyrazole-3-
carboxylic acid (tch'ahydro«fumn-B—y})«umide,
5-[3-(4-Fhuoro-phenyl)-5 uhydroxymethﬂ-isoxazo1—4—ylmet]1(}xy]-2-m_<:thyl~ZI-I—pyrazo1@-3—
carboxylic acid (3~methyl—0'xetan-3-yi)—amide,

35 {5-{3-(4-F luoro—phenyl)—5—hydmxymethyi—isoxazolﬂfi—yf1‘nethoxy}ﬁ2~methyl—21--1—pyraz0i-3 -yl}-
(2~0xa~6»aza—spiro[f%.3]hept—6—yl)—methanone,
5-3-(4-Chloro-phenyl)-3 ~hydroxymethyl-isoxazol-4 -yimethoxy}-Q—methyLLZI'-I»pyrazoie—?;-

carboxylic acid isopropylamide,



%catrboxgmide, 1-methy1-345-inetli y1-3-_(p yri d in-2-yl)isoxazol-4-y1)met hy lamino)-N-(3 -methy
thxcl-:- an- -yl)_- 1H-pyrazole-5-calboxamide, 3-((_31-](§L-Iﬂuoropyrid in-2-y0-5-methy | i soxazo 1-4-yl)me
ylam ino)-N-isopropyl-1-met hyl-111- pyrazole-5-earboxamide, 34(345-11110

ropyridin-2-y1)-5-methyli -4- ino)-1-
A s ek TSRV S e R e
wﬂ??:ﬁ@?%fﬂ@m@?@(&m@??@?&ﬂﬁsﬁlyl)lai;aimy,razoIe-5_—carboxamide,
wcrion oty ang e e
N (QaE s arid and ; pyriciin-2-y1)-5-methylisoxazol-4-Amethylamino)-1
ethyl-N-(8 %@W%ﬁé’tﬁﬁ-“3‘-95[)-111-pyrazo|e-5-carboxam|de (34(3 -(5- fluo ropyrid in-2-y1)-5-i
Isoxagol-EL-BZ!_)m&ﬂhydﬁmmmjyn}memyol{-mﬂmﬂ)ylréﬁgmago}rﬁ)(ﬁn{ethoxy]- -methyi—ZFI)— upyrlanzo cy%) 5-in ethyl
%‘i’2éﬁ@%ﬁﬁ%lﬁ%ﬁl{)&%gqgl{ﬁmﬁ%Iagﬂ?jﬂfe?ﬁmarmaceuticalIy acceptable salts or esters thereof. 14.
2 1ieliyiEr e %j@t?mﬁﬁ%{gg?m}fﬁgt AT ARG /ONAANAINNG Bhzolc. 3.
(tctrahydM¥byKaﬁ€4i10191-ﬁ%rﬂ@é},3-pentaﬂuom-propyi)~a1¥nde, pyraZole-3-earboxylic acid 25
> Pl sl O Byt sl i o
LA AR G kP e Cf(i J gmagllenyl_)-5-m¢_ethyl-|soxazol-4-yl|n
oy P2 FERIIE TS p{g )-(2-0Xa-6: tiza-spiro) 31nept-6-yDsinel] -
2-Me111§15(Grhkmg Rk H@ngg%%fﬁ %Qﬁg y’}’-gt 1_(}1{%9)%&%1@ i%g%ff%%pazp}e&-
(tetrahydBﬁrﬁw@mﬂayﬁti){@)4@@,2—&1&@ro—1~mr:thyl—cthyl)wamide, ole=3-carboxylic acid
543_(5'FI5'5[EQ(R)@QH@]%%@'&@WBi%%ﬁ%‘ﬂlxﬂ=}d@%@ﬂﬂ@>®kﬁnmh'tllsysﬂj-zazﬂxeﬁiyyh%l@ﬁam1@-3»
carboxylic acid (2-hydroxy-1,1 -dimethyl-ethy})-amide,

(5 S~[3~(4~Chior0»phenyl)-5—hydroxymethyE—isoxazél—4~yhnethow]~2»methyl~2H-pyrazoie—fi—
carboxylic acid (3-methiyl-oxetan-3-yl)-amide, '
{5u{3—(4»«(311101‘0—phenyl)—5«hydroxym_etl'lyl-isoxazei—ituylm_elhoxy}~2—methy1~2171—pyrazoI—3-y1}—
(2n0-xa~6-aza—spi.1'{)[3.3]hcpbﬁ—y1)~methanome,
5~[3~(4«Clllol'o~phcnyi)~5—hydrGX)rineﬂ}yl—i_scmazoi~4—y1met‘noxy]-2-mcthyl«2141’.—pyrazole~3-

20 carboxylic acid (t{-:‘trahyd1'0»furan~3—yl)-amide,
{5—[3n(4~Chlor0—phenyi)~5—hydroxymeihy}~isoxazol»-fihyknaethoxy]»-2-tmthyl—2}-i-pyrazol-3-yl}-
_(4,4~diﬂuoro~piperidin—I»yl)—methanone,
5~(3~Buty£~5whydroxynmthyl—isoxazoi-4—ylm.ct'hox.y)—2—nmﬂlyl—z}l—pyrazolo»«B—carboxyiic acid
(2,2,2—Lt’iﬂuor(}wethy'i)-amidc,

25 5«(3—Butyl»ﬁ-hydroxymcthyl~isoxazol~4~y[methoxy)»2—methylw2H—pyrazole~3—carboxylic acid
cyelobutylamide, '
! —Methyl-S~(5~metbyi»3-pyridin—2»yl—ifsoxazoi-4-},’11‘ncthoxy)- 1 H-pyrazole-3-carboxylic acid
({S)-2-hydroxy-1 -methyl-ethyl)-amide,
1-Methyl-5-(5-methyl-3-pyrid in-2-yl-isoxazol-4-ylmethoxy)- 111-pyrazole-3-carboxylic acid

30  isopropylamide,
1-Methyl-5-(5-methyl-3- pyl'idin—Z—yl-—isexazol—4-yhnethoxy)-II—Inpyrazole—S-carboxylic acid
(teirahydronpj,’s'an-zl—yl)w'unide,
5-]3-(5-Fluoro-pyridin-2-yi)-5 ~methyl-isoxazol-4-ylnethoxy]-1 -methyl-1H-pyrazole-3-
carboxylic acid ((S)~2~hydroxy-1»methyl-ethyi}ai‘nide,

35 S»[(E)Q«(S—Methyl»3—pheny]-isoxazoléé—yl)winyi]~2£‘I—pymzole-3—carboxykic acid
isopropylamide,
5—[(2)~2~(Sw1\!iethyl~3—pheuyl—isoxaml-ﬁl~yk)-viny1‘]—2{fl—pyrazole~3mcarboxyiic acid

isopropylamide,



carboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4 T
, -(4-Fluoro-plieny1)-5-hydroxyi i -4-
SZhgoxz]-2-methyl-2_14-pyrazo|e-3- 35carboxylic acid tetraltyclro-py)r/a21-4-y{)-aﬁ(r¥:jn: thyl-isoxazol-4-yim
g d-(iS(-)E)Iruoopr;/)I;)mh%gl)-f%gy%riéyzzcg:yl-isoxa20|:j- inetlioxy]-2-mcthyl-211-pyrazole-3- carboxylic
, -178- 5-13-(4-Flitoro-pheny1)-5-hydroxymethyl-isoxazol-4-yli 2.
gifsaizlgﬁ{(@rbf;mchla“«amm(réwameﬁmmmmcw)a@rmg;vhym}-2chathyfzzﬁ'q%%’Jé%?éﬂqu] 2-methyl-2
AL DRE Y it > thyl-iso -4- 2. S
B e
13-4 IR B S Y s R a5 vl - carbory
acid (3-neethytyéxetdd-B-4)uamidemet 1yl-ethyl)-amide, y carboxylic
gj};gfﬁhgggzi%%gg&fwﬁmfﬁw59%33@44‘9'%%{“@%@'3=?=m@fﬂkﬁ5}r9a[f1®?é‘%%‘|‘-’33-y1)-
A SOl AR Y diiE thanone,
543-(4-C‘f‘ﬂ%€8-glleny -%-F&é}?o{(ymet yl-isoxazol-4- Im{eth xyl-2:methyl-2H Jer3scarboxylic aci
(tetrahydbotftitar-3: ﬂiﬁaﬁaéﬁ@!‘fﬂ;%ﬁj}ﬁﬁ%ﬁ%@%ﬁ%ﬁayi)_-é/_l 3% fqh)y? e vinet bRy iRzelgracarboxylic acid

| 'éo;](;a/é%gam %u?wram@}’mthy"z'1'pyraz'°'e‘3' carboxylic acid
e o e R A A st ity i
5-{13&4-Pﬁyb%bgﬁefrf%ﬁ%:hé{g{@pzﬁé1§§gﬁ§%§'{}?@¥ﬁaﬁ igyran-4yl-amice, ©
(3-methykoxXEREnBH(4) Hmoigiephenyl)-5-methy ~isoxay{{c)i-%tr;ﬂp\f)ﬂ%:&%@r é%%%ﬁ'z?&’fgﬁ%&%ﬁ:a@amOXY'iC acid
carboxylic acid (teti'ahyd1‘0—pyran»4—yl)—amide,
5n{(E)~2»[3~(4~Fiuoro-phenyl}»S—mt-athyl~isoxazui»4—yi}wvinyi}n2—methyI-QI-I—pyrazc}le-3—
carboxylic acid amide, '
15 (1,1-Dicxo-1 K’S—thiomorpholin~4-yl)—(5—{(E}-2-[3—(4wﬂuorouph enyi)-ﬁ~mcthyi»isoxazoi-.f%—yl]~
vin_yi}»2—methyi—2H-pyrazo1—3-yl)-methanone, '
5-{(B)-2-[3-(4-F Ium‘o—phenyi)~S—:.nethyl--isoxazo[-4—yl]wvinyl} 2-methyl-2H-pyrazole-3-
carboxylic acid (2,2,2~t1"iﬂuoro~efhyl)—amide,
(5-{(B)-2-[3-(4-F iuoro—phenyl)—ﬁ~melhyl-isoxazol—4~yi}-viny].}-2~mcthy1~ZH—pyrazol—Z%uyl)~
20 morpholin-4-yl-methanone,
5—{(E)—.’Z-»{B-(4wFiu<)J_‘o~phen§,rl)m5—m.ethyl—isoxazui—é%»yi]mvinyi }--2-111<:f.l1yl-'2.]?1"1}}'1‘32.016"3-
carboxylic acid (2—1:)3/(11‘0}{3!—1—mcth,y}—eihyl)—mn%cle,
(1,1-Dioxo-1lambdat thiomerpholin-4-y1)-(5- {(B)y-2-]3 -(4wﬂu0m—pheny1)—5»methyiﬂisoxazol—tln
yl]-«vinyl}-2}1—pyrazol—3—y])—methanone,
25 (5-{(®) ~2—[3—(4~Fh;l01'0-phen.yE)~5—methyl~isoxzzm}-f%—yl}viﬁy] 3 a2’£~l~pyrazo1-3—yi)mmmphoiin-dp«
yl-methanone,
5—{(E)—Z~[j3—(4~Finoro- phenyl)—ﬁ-methyi—isoxazol-4--}*1] ~vinyi} 2H-pyrazole-3-carboxylic aeid
(2,2 2-teifluoro-ethyl)-amide, '
5- {(E}~2~[3~{4—Fluo1‘0-phenyi)—5—methyl—isoxazoi-4-yl]—vinyl_} —21~I~pyrazolg¢3-carhoxylic acid
30 isopropylamide,
(5-{(B)y-2-[3-(4-F {fuoro-pheny l)-5~meti1},71—isc)xazol-4uy§.]-vinyi} 2-methyl-2H-pyrazol ~3-yh)-(2-
oxa-~6-aza-spiro3 31hept-6-yl)-methanene,
5-{(B)-2-[3-4-¥ luoro-phenyl}-5 -methyl-isoxazol-4-y!l-vinyl} 21-pyrazole-3-carboxylic acid
(‘tetrahydro-pyran.—4«yi)—amid.e,
35 (G- {(E}-2»[3—(4~Fl_uolro~phcnyl)w5—methyl»isoxazaﬂ«é!»»yl]-vinyl} 2H-pyrazol-3-yl)-(2-oxa-0-aza-
spiro[S.3}hept—6~y1)—1neﬂmnone,
5-{(E)-2-[3-(4-F luoro~phenyl)-5~methy!—isoxaz01»4 -yl j-vinyl} 2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1 ~dimethyl-ethyl)-amide,



2-Methy1-5-1(5-inethyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-amined-21-1-pyrazole-3-carboxylie acid
(tetrahydro-pyran-4-y1)-amide, '
1-methyl-3-((5-metliy1-3-(pyridin-2-insoxazoI-4-y"6ﬁ9éthylamino)-N-morphoIino- | H-pyrazole- ZO
S-carboxamide, 34(3-(5-fluoropyridin-2-y1)-5-inethylisoxazol-4-yOmeth !gin'ln -1-,r1ne‘§,i%-qléli-(iteto-21l-
pyran_4_)511@,@{%@@[@;@@&@5@;@%@ethy1—150xazoi~4—y1}-vmy 121 -pyrazole-3-carboxyne ¢
34(3-(5-f¥i9§9(ﬂmg'u}:gfytgquCmgqlxﬂﬁqigazoI-4-yDrnethylamino)-l—methyl-N-(3-inethyloxelan;
3-y1)-111-pyrazole-5-earbOx3unicle, 25 Nalmaceyucaty epiable saltscor-estess thierenf. 15. A
process %”r{ﬁ?‘i"ﬁéﬁﬁ%;gﬂégﬁ? ‘ }Lflﬁerifa %éél?r%ﬁgall as dglftiarngi i‘?g%?/ of c}ggms 1-14, Whin}]t process
comprise(§rb:abt®rxg—§“@€ﬁ‘iﬁlﬁbﬂﬁéj%ff)fﬁ??ﬁiﬂa R3RINI1 (1) with a compound of formula Ill, . wherein

1<3,14.2, RBP4, K- (-BId b-plaieyhssdefitiod-imutaioh 4 dird RS 161 A Er KRG Ra et

compoun _ﬁﬁ%%rigieng to any of claims 1-14, whenever prepared by a process as definc in claim 15.

-179- 17, The compound according tq any. of claims 1-14 for.: 1 ig- Rlagtibstance.
" 7 . : - TE-1SONaZ 0 -4 ! ~(’lﬂ @L %%H;U@ @%ﬁ%ﬁgﬂ

18. The c%ﬁ{ﬁéﬁnﬁ?ééc}olﬁm%%"ﬁ??ﬁ) ol Isli(-)ﬂ]f%tr%é’eﬁjsle%}s the??{)eutically active substance for

the therapegiitie, and/or prophylactic treatment of diseases and disorders related to the GABA A u..5

receptor. 5 éjg%)@ Q@Qﬁmﬁgﬂﬁﬁél‘sj@w@&?ﬁmummmdﬂmg@wcblyﬂﬁolm@ﬁbdo’%ﬂm’g‘fg‘éﬁﬁbf claims 1-14
as an active ingredient gg Phar C l%ie gélx &ﬁggg{ﬁ@g@parrier and/or a pharmaceutically
accéﬂabl@‘&?%ﬂ’i‘é?f%’ﬁl@ jﬁgec.x‘%g?%se .oi co poundla ordin E@%&Yﬁ}%}lg?ﬂmﬁé‘i&@fp’r the
manufactﬁlre[&ﬂé—ﬁ%e@ieawh@ﬁﬁ}értﬁféftﬁb%“ﬁﬂ{‘%ﬁa’/g} B’r?fff) % ggic treatment of diseases and
disordersézmjggégfgaﬁjp@mgal-th@QA&A}ﬁwaﬁ)wd:)spﬂ@iﬂfﬁz1. Use of a compound according to any of

claims 1&3“@55 5‘,%13?&89“%‘&%4[  of A Madicamenan sheligrapriscandiby bRophylaeticteatment of
acute ne gl % IS‘%r e[sihc ronic neurological disorders, cognitive disorders, Alzheimer's disease,
memory deflbisyke8pRHERa, positive, negative and/or cognitive symptoms.associated with
SChiZlqphrgf‘ﬂFB-(4-Flum'o—phcnyl)-s —mcthyl~is0xazol—4«ylmctby]}ammo}~ ~1:Pet%y P )y%%qg i

carboxylic acid (2,2,2-~t.z'iﬁuom-cti1y1)~amide, :

5-{13 —(4—?1&1(}1‘o~piwnyi)n5~methyl—isoxazol—4-ylmethy1}—aa.nim)} -2-methyl-2H-pyrazole-3-

M : T, N _ -16
carboxylic acid (fetrahydro-pyran 4-y1)-amide, ‘ o
5-{ [3~(4—Flu0m-ph€nyl)—5~mcthyi~isoxazol~4—ylmethyl.]ummno} -2-methyl-2H-pyrazole-3
g o acid (3-methyl-oxetan-3-y1)-amide, | -

20 carboxylic acid (3-methyl-oxetan 3-3 - . o
(5-{[3-(4-Fluoro-phen yi)-S~melhyi—isoxazol—4“ylmc:i.hyij—ammo} 2-methyl-21-pyrazol-3-yi} 2
oxa-6-aza-spiro[3.3}hept-6-yl)-methanone, o o
5-{ [3—(4-Flum'o—phcnyl)n5—meEh‘yl—ismmzo}-4—y_1:mcthy1]~amnm} -2-methyl-2i-pyrazole-3

- e acid (2-hydroxy-1-methyl-cthyl)-amide,
carboxylic acid (2-hydroxy-1 methy o o

25 5-{[3-(4-F iuorcmmcuyl)«5wme(byl—isoxazo1‘~4nyi}m-:thyl]—ammo}»-2-methyl-Z.Iprmzolc 3
carboxylic acid isopropylamide, ‘ ) | -
5-{[3-(4-Fluoro-phenyl)-5 -methyimisaxazo1~4-yimethyi]-ammo} H-pyrazole-3-carboxylic acid

5 bt e H ‘le |
(2-hydroxy-2-methyl propyl-amide, | - | o
5-{13 —(4—}?Euoro-plmnyl)-S—mc:th'yl—isoxe‘azoi~4«y‘.§mcth_yl]~a;mno} —2H«p}ruuole-3-caibox.ylm acid

30 amide, . o
5-{[3-(4-Fluoro-phenyl)-3 -methyl-isoxazol-4-ylmethyl] -amino}-2H-pyrazole-3-carbox ylic acid
isopropyiamide, _ - | N o
5- {]'3~(4—Fluo;‘oaphenyi}—5 -methyl-isoxazol-4-ylm ethyl]-amino}-2H-py razole-3-carboxytic acid,
ethylamide, | | N o

35 Sm{[Bw(4—}?1uoroqﬂxenyl)-5~meihyl—isoxazoi--4—y.imcthyi}‘-ammo}-ZI-Twpyrazoie»B-umboxylw acid
(tetrahyd170~pyran—4~yl)-amiaie, ‘ | | - .
Sn{[’3~(4—Fiuom~phenyl)-S—meth_yl~isoxazol—iluyllmihyljuammo}—21—[~pyrazole~3—Latboxylxc acid

(2-hydroxy-1 -methyl-cthy!)-amide,



5 bipolar disorders, autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders of

gll;gz;lfllan rhy:jhms, atnyotrophiq lateral sclerosis (AL@%, dementia caused by AIDS, psychotic disorders
o ance-in uced psychot!c disorder, anxiety disotders, generalized anxiety diso’rder panic disord ’
elusional disorder, obsessive/compulsive disorders, acute stress dis : e

| mﬁﬁﬁ{:er(ﬁ"@fgmﬂsmhmwh%m@éa%&wwﬂéaeéwmmeek&é’ﬁ%-%%‘ﬁ%é*ﬁ?a?eﬁ%%%o??aers
atteatior?c%??c‘:ﬁit%@%@ﬁ?ﬁ@iﬂwggﬁ&}e’epressm’ heuropsychiatric conditions, psychosis, E
preparatigﬁl%’fpé it et Xa—nb é;;%ﬁu@z?-'%E?;%QE%@%W&S&%@@Q?@H@MQmﬁhﬁi;som@mmromhe
carboxamide, '
5 2—Methyi—5»[(S—meihyi—fi~pyridi]x~2~yl—isoxazol—ii-yimclhyl)-amino]~2H-pyrazole~3—carbax:ylic

acid (tetrahydro—pyramél~§r1)—amicie,
1-methyl-3-((5-methyl-3 ~(pyridin—2-yl)isoxazol«fl»j,fl)meth.ylamino)-N-morphoIinm 1H-pyrazole-
5-carboxamide,
1-methyl-3-((5-methyi-3-(pyri din-2-yDisoxazol-4-y)meth ylamino)-N-(3-methy loxetan-3-yl)-

0 1H-pyrazole-5-carboxamide,
3-((3-(5-fluoropyridin-2 -yl)-5-methy] isoxazol-4-yhmethylamino)-N-isopropyl-1-met hyl-1H-
pyrazole-5-carboxamide,
3—((3-(5—ﬂuoropyriciin»?,-yl)—S-methyl-isoxazoi~4-yi)methy}.a;’nino}«1—methyI~N—(tetrahydro—z}{n
pyran-4-yl}-1 H-pyrazole-5-carboxamide,

{5 N-cyclopropyl-3-((3-(5 »ﬂuoropyridin~2—yl)-5-methy1isoxazol-4—yl)mcthylami no)-1~methyl-1H-
pyrazole-5-carboxamide,
N-(cyclopropyimethyl)—E~((3 -(S»ﬁuoropyridi.mZ—yl)FS—meth.yiisoxazoiu4—y})met!:lylamino)— i-
methyl-1H-pyrazole-5 ~carboxamide,
3-{(3-(5 “fuoropyridin-2-y1)-5 -methylisoxazol-4 -ylmethylamine)-1-meth yl-N-(3-methyloxetan-

20 3-y1)~1I--I—pyrazoie—»S~carboxamide, ‘ _
(3-((3~(5-{lworo pytidin-2-yl)- 5-methylisoxazol-4-yDmeth ylamino)-1-methyl-1 H-pyrazol-5-yh{(2-
oxa~6~azaspiro[3.3]heptzm—(i~y’i)nwt}.1emone,or pharmaceutically acceplable salts or esters thereol.

14. The compound according to any of claim 1-13, selected from the group consisting of

Z—Meth_ylu&(ﬁ~mc—:thyl—3-plmnyl—isoxazol—4-yi1‘ne§hoxy)~2[~1—pyrazole—3—carb0xyiic acid

25 (tctrahydroq)yran-4~yl)-ﬁmide, |
5—[3—(4«Fluoro—phenyi)~5~3'neﬂ'1y'§.—isoxazol.—4—yimet§10x_y,[~2—mc£by1-21’-l—pyrazole~3~car‘ooxy} ic
acid morpholin-4-ylamide,

{ 5«[3—(44*“1{103:0»1)11&:113!0—5-meth yi-isoxami—4~yhnct.lmxy]—2w11xetl_1yi-2H—pyrazol~3-yi} ~(2-0%8-6-
aza-spiro[3.3 Ihept-6-y1)-methanone,

30 Q-MethybS-(ﬁwmethylﬁ—pyridin—2-yl-isoxazcﬂ-4uy1mcthoxy)~2H—pyrazoEc—3—carboxylic acid
(tetrahydro—pyrm—tluyi)—amide,
5-[3—(5—Fluoro~pyridin—2~yi)-5wmc{hyi—isoxa'z.oI-4*y1methoxy]—Emmcth_yl-2H—pyrazolc~3-
carboxylic acid (tetrahydro—pyran~4-yl)—amide, :
5-{3-(4-F luc.u'o~phenyl)~5—hydroxymeil‘;'yl~isc}xaml—d-—yl.mt—:thoxy]—2«methyi--2I—prrazole%—

35 carboxylic acid (tetrahydro»pyran~4-y1)-amide,
5-[3~(4¥I*'Euoro—pheny1)~5-hydr0xymcihy1—isoxaml—é~ylm.eﬂ:x,oxy]-2~m<3thy1~21—1—pyra201{~1~3-

carboxylic acid isopropylamide,
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5-[3-(4-Fluoro-phenyl}-5-hydroxymethyl-i soxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-

carboxylic acid (tetrahydro-furan-3-yl)-amide,
5—[3~(4—Chlomnphenyi)-5~hydroxymeth,y}eisoxazol—4-yhnethoxy]—2—me‘thy-l—2[»1-13yi‘azcie"3—
carboxylic acid (tetrahydro-pyran-d-yl)-amide,

5 5—{3~(4~—Chloro~phcny[)—5-hydroxymethyl—isoxazol«4~y]methoxy]—2—meih3!1«2H~pymzole~3-
carboxylic acid (3~meth.y1—oxc‘{.an—3~yl)-amide,
{5-[3 -(4—Chioro«phenyl)-5whyd;‘o"xymethyi»isomzol—4~ylmethoxy]~2»methyl_»ZH-p'yxfazoluB—yl}—
(2-oxa-G-aza-spirof3 3Thept-6-y1)-methanone, .
5-[3—(4-Chi'oro~ph.enyl)«5«hydrox_y_methyl-isoxazoi-li—y}mc’thoxy}-2-methyl—ZH—pyrazole—3»

0 carboxylic acid (tetrahydro-furan-3-yl)-amide,
5-{[3-(4~Fluor0~phenyl)~5—meﬂq_yl-isoxazoi~4~yimeihyl]—amina}a2—methy‘lv-,?}i-pyrazole—3-
carboxylic acid (thydroxy—z—methyi—pz:opyl)-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 5-{[3-(4-F luoro«pheny1)-S—mc—:thybisoxazol—ﬁlnyimeﬂ‘syt}—amino} -2-methyl-2IT-pyrazole-3-
carboxylic acid (3—methyl—oxetan—f}»yl)~amidc,
Z—Mcthyln5—[(5-methylw?:—pyridin-%yl—isoxaml—ll-yime{hyl)uaz.nino}~21~E—pyrazole—3~carbo:{ylic
acid (tetrahydro-pyran-4-yl)-amide,
1.«methylw?:—((Svmeﬂay]—3«(§)yxidin~2—y])isoxazoi~4—yi)methylamiuo)—NnmorpholinoﬂI'[—I»pyrazo}.e—

10 S-carboxamide,
3-((3-(5-fluoropyridin-2-yl)-3 -methylisoxazol-4-yDmethylamino)- 1-methyl-N-(tctrahydro-2k-
pyran-4-yl)- i.H—pyrazole—S-carbleamidc,
3-((3-(5-Aucropyridin-2-y]}-5-m ethylisoxazol-4-ylm othylamino)-1-methyl-N -(3-methyloxetan-
3.y§)-1H-pyrazole-5 -carboxamide,

25  or pharmaceutically acceplable salls or esters thereof.

15, A process for preparing a compound of formula 1 as defined in any of claims 1-14, which

process comprises reacting & compound of formula RPRINH (1) with a compound of formula 11,

N\ / x—Y

R L/@)\{O

O—R
1l

wherein R, R, R* R X, Yand Larcas defined in claim § and R is lower alkyl or H.

30 16, The compound according to any of claims 1-14, whenever prepared by a piocess as defined

in claim 15,



0
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17. The compound according to any of claims 1-14 for use as therapeutic acceplable subsiance.

18. The compound according to any of claims 1-14 for the use as therapeutically active
substance for the therapeutic and/or prophylactic treatment of diseases and disorders related to
the GABA A a5 receplor.

19. A pharmaceutical composition compiising a compound according to any of claims 1-14 as
an active ingredient and a pharmaceutically acceptable carrier and/or a pharmaceutically

acceptable auxiliary substance.

20, Use of a compound according to any of claims 1-14 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,

21, Use of a compound according to any of claims 1-14 for the manufacture of a medicament for
the therapeutic and/or prophylactic treatment of acute neuwrological disorders, chronic
neurological  disogders, cognilive disorders, Alzhcimer’s disease, memory deficits,
schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
bipolar disorders, aulism, Down syndrome, neutofibromatosis type i, sleep disorders, disorders
of circadian rhythms, amyotrophic tateral 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 stiess disorder, drug
addictions, movement disorders, Parkinson’s discase, restless leg syndrome, cagnition
deficiency disorders, multi-infarct dementia, mood disordets, depression, neuropsychiatric
conditions, psychosis, attention-deficit/hyperactivity disorder, neuropathic pain, stroke and

altentional disorders or Tor the preparation of cognitive enhancers.



