
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, their manufacture, pharmaceutical compositions containing 5 them and their use as
medicaments. Technical Field In particular, the present 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 complex which is a membrane-bound heteropentameric protein polymer is
composed principally ofa, p 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, 13
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 benzodiaze,pine binding
site lies between the a and y subunits. Among the recombinant GABA A receptors, a 1132y2 mimics
many effects of the classical type-I BzR subtypes, whereas a2132y2, 013272 and a5132y2 ion
channels are tei trued type-II BzR. It has been shown by McNamara and Skelton in Psychobiology,
1993, 21:101-108 that the benzodiazepine receptor inverse agonist j3-CCM enhance spatial learning
in the Morris 25 waterrnaze. However, 13-CCM and other conventional benzodiazepine receptor
inverse agonists are proconv-ulsant or convulsant which prevents their use as cognition enhancing
agents in humans. In addition, these compounds arc non-selective within the GABA A receptor
subunits, whereas a GABA A a5 receptor partial or full inverse agonist which is relatively free of
activity  -2- at GA.BA A al and/or a2 and/or a3 receptor can be used to provide a medicament which is
useful for enhancing cognition with reduced or without proconvulsant activity. It is also possible to use
GABA A a5 inverse agonists which are not free of activity at GABA A al and/or ci.2 and/or a3 receptor
but which are .functionally selective for a.5 containing subunits. However, inverse agonists which are
selective for GABA A a5 subunits and are relatively free of activity at GABA A al, a7 and a3 receptor
are preferred. 



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): 13547, Investigacion Clinica, 2007, 48, 529-41,
Nature Neuroscience, 2007, 10, 411-13, Neuroscience Letts., 2008, 433, 22-7 and Cell 2008, 135,
549-60.  2a SUMMARY In a first aspect, there is provided a compound ofla I, wherein L is -CH2-0-,
-CH2-NH- or -CH=CH-; X is N-R5 and Y is N, or X is N and Y is N-R6; R1 is selected from the group
consisting of     i) lower alkyl, ii) lower alkyl substituted by 1-5 halogen atoms, iii) aryl, iv) aryl
substituted by 1-4 substituents individually selected from amino, amino-lower alkyl, cyano,
cyano-Lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxylower 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 lower alkyl, N(lower alkyl,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
alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl and lower alkyl-CO-, v) heteroaryl, vi) heteroaryl
substituted by 1-4 substituents individually selected from amino, amino- lower alkyl, cyano,
cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, 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 ailcyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(0)z-, carboxy,
earboxy-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, CONH2-lower alkyl and lower alkyl-CO-, and     vii)
heterocycly1; R2 is H, lower alkyl or lower alkyl substituted by 1-5 substituents individually selected
from halogen and hydroxy;  



2b R3 is selected from the group consisting of     i) 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, heterocyclyl, 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,
halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl, N(lower alky1,11)-lower alkyl, nitro, lower alkyl-S(0)a-, carboxy, 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, and lower alkyl-CO-, vi) cycloalkyl, vii) cycloalkyl substituted by
-4 substituents individually selected from halogen and hydroxy, viii) heterocyclyl, ix) heterocycly1
substituted by 1-4 substituents individually selected from halogen and lower alkyl, and     x) -NR7R8;
R4 is H, lower alkyl or lower alkyl substituted by 1-5 halogen atoms; or R3 and R4 together with the
nitrogen to which they are attached form a licterocycly1 or a hetcrocycly1 substituted by 1-4
substituents individually selected from amino, amino-lower alkyl, cyano, cyano-lower alkyl, halogen,
halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl, N(lower alkyl,B)-lower alkyl, nitro, lower alkyl-S(0)r, carboxy, carboxy-lower alkyl, lower
alkylCOO-lower alkyl, lower alkyl-COO-, CO-N(lower alky1,11)-lower alkyl, CO-N(lower alkyldower
alkyl)-lower alkyl, CO-NH2-lower alkyl and lower alkyl-CO-; R5 is H or lower alkyl; R6 is H or lower
alkyl; R7 is lower alkyl; BY is lower alkyl, 



or pharmaceutically acceptable salts or esters thereof.  2c       In a second aspect, there is provided a
process for preparing a compound of formula I as defined above, which process comprises reacting a
compound of formula R3R4NH (II) with a compound of formula III,  III  wherein RI, 122, R3, R4, X, Y
and L are as defined above and R is lower alkyl or H.       In a third aspect, there is provided the
compound as defined above, whenever prepared by a process as defined above.       In a fourth
aspect, there is provided the compound as defined above for use as therapeutic acceptable
substance.       In a fifth aspect, there is provided the compound as defined above for the use as
therapeutically active substance for the therapeutic and/or prophylactic treatment of diseases and
disorders related to the GABA A a5 receptor.       In a sixth aspect, there is provided a pharmaceutical
composition comprising a compound as defined above as an active ingredient and a pharmaceutically
acceptable carrier and/or a pharmaceutically acceptable auxiliary substance.       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 to the GABA A
a5 receptor.  2d In an eighth 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 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, arnyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic disorders,
substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder, panic disorder,
delusional disorder, obsessive/compulsive disorders, acute stress disorder, drug addictions,
movement disorders, Parkinson's disease, restless leg syndrome, cognition deficiency disorders,
multi-infarct dementia, mood disorders, depression, neuropsychiatric conditions, psychosis,
attention-deficit/hyperactivity disorder, neuropathic pain, stroke and attentions' disorders or for the
preparation of cognitive enhancers. Detailed description of the invention      The present invention
provides compounds of formula I and their pharmaceutically acceptable salts and esters
pharmaceutical compositions containing them, methods for their manufacture, and theuse of the above
mentioned compounds in the therapeutic and/or prophylactic treatment of diseases and disorders
related to the GABA A a5 receptor. The compounds of present invention are preferably inverse
agonists of GABA A a.5.     The compounds of present invention and their pharmaceutically acceptable
salts and esters can be used, alone or in combination with other drugs, as cognitive enhancers or for
the therapeutic and/or prophylactic treatment of acute neurological disorders, chronic neurological
disorders, cognitive disorders, Alzheimer's disease, memory deficits, schizophrenia, positive, negative
and/or cognitive symptoms associated with schizophrenia, bipolar disorders, autism, Down syndrome,
neurofibrornatosis type I, sleep disorders, disorders of circadian rhythms, amyotrophk lateral sclerosis
(ALS), dementia caused by AIDS, psychotic disorders, substance-induced psychotic disorder, anxiety
disorders, generalized anxiety disorder, panic disorder, delusional disorder, obsessive/compulsive
disorders, acute stress disorder, drug addictions, movement disorders, Parkinson's disease, restless
leg syndrome, cognition deficiency disorders, multi-infarct dementia, mood disorders, depression,
neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity disorder, neuropathic pain, stroke
and attentions' disorders.     Preferred indications are cognitive disorders, schi7ophrenia, positive,
negative and/or cognitive symptoms associated with schi7opluenia and Alzheimer's disease. Most
preferred indications are schizophrenia and Alzheimer's disease. Particularly preferred is the
therapeutic and/or prophylactic treatment of Alzheimer's disease. 



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 combination 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-butyl, i-butyl (iso-butyl), 2-butyl (sec-butyl), t-butyl (tert-butyl) and the like. Preferred alkyl
groups are groups with 1 to 4 carbon atoms. Most preferred are methyl, ethyl, isopropyl and n-butyl.
The phrase "lower alkyl substituted by", alone or in combination with other groups, refers 10 to lower
alkyl group that is substituted by one or multiple substituents, preferably 1-5 substituents, individually
selected from the group as specified for the specific "lower alkyl substituted by", i.e. for example
acetamidyl, acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen-lower
alkoxy, heterocyclyl, hydroxy, lower alkoxy, (lower alkyl"lower alkyl)N-, (lower alkyl,H)N-, nitro, lower
alkyl-S(0)2- and the like. Preferred 15 substituents are hydroxy, fluoro, methyl, oxetanyl, methoxy,
acetylamino and cyclopropyl. Preferred "lower alkyl substituted by" are hydroxy-lower alkyl,
halogen-lower alkyl, fluorolower alkyl, cycloalkyl-lower alkyl and acetylamino-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-ethyl, 2,2,3,3,3-pentafluoro-propyl, 2-acetylamino-ethyl,
2-hydroxy-1,1- 20 dirnethyl-ethyl, 2-hydroxy-l-hydroxymethyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydro
xy-2- methyl-propyl, 2-hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-hydroxy-propyl,
3-hydroxy2,2-dimethyl-propyl. The most preferred are cyclopropyl-methyl,
1-hydroxy-cyclopropylmethyl, 1-hydroxymethyl-propyl, 1-oxetanyl-ethyl, 2,2,2-trifluoro-1-methyl-ethyl,
2,2,2- trifluoro-ethyl, 2,2,3,3,3-pentafluoro-propyl, 2-acetylamino-ethyl, 2-hydroxy-1,1-dimethyl-ethyl,
25 2-hydroxy-l-hydroxymethylrethyl, 2- hydro xy-l- methyl-ethyl, 2-hydroxy-2-methyl-propyl, 2-
hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-hydroxy-propyl, 3-hydroxy-2,2-dimethylpropyl.     The
term "halogen", alone or in combination with other groups, denotes chlorine (Cl), iodine (I), fluorine (F)
and bromine (Br). Preferred halogen is 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 least one aromatic ring or multiple condensed rings in which at least one ring is
aromatic, for example phenyl (Ph), benzyl, naphthyl, biphenyl or indanyl. Preferred aryl group is
phenyl. The phrase "aryl substituted by", alone or in combination with other groups, refer to an 35 aryl
group that is substituted by one or multiple substitucnts, preferably 1-4 substituents, whereby
substitution at each ring atom individually is possible, with a substituent individually  WO
2010/127975PCTIEP2010/055694 -4- selected from the group as specified for the specific "aryl
substituted by", i.e. for example amino, amino-lower allcyl, cyano, cyano-lower alkyl, halogen,
halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower allcoxy-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, 



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 alkyl-CO- 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-fluoro-phenyl and 4-chloro-phenyl. 10The lel"heteroaryl", alone or
in combination with other groups, refers to a cyclic aromatic group having a single 4 to 8 membered
ring or multiple condensed rings comprising 6 to 14, more preferably 6 to 10, ring atoms and
containing 1, 2 or 3 heteroatoms, in which group at least one heterocyclic ring is aromatic. Examples
of such groups include pyrrolyl, thienyl, pyrazolyl, imidazolyl, triazolyl, tetrazolyl, thiazolyl, isothiazolyl,
oxazo lyl, isoxazolyl, 15 pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, indolyl, indazotyl, quinolinyl,
isoquinolinyl, benzofuryl, benzothiazolyl, benzotriazolyl, benzoimidazolyl, benzooxazinyl,
benzothiazinyl, . benzothienyl and the like. Preferred heteroaryt groups are pyridinyl 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", i.e. for example amino, amino-lower alkyl, cyano,
cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy-lower alkyl,
lower alkyl, lower alkoxy, halogen-lower allcoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower
alkyl,lower alkyl)-Lower alkyl, N(lower 25 alkyL,H)-lower allcyl, nitro, lower alkyl-S(0)2-, carboxy,
carboxy-lower alkyl, lower alkyl-COOlower alkyl, COO-lower alkyl, CO-N(lower alkyl,H)-lower alkyl,
CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl, lower alkyl-CO- and the like. Preferred
substituents are H, F and Me. Prefel I ed "heteroaryl substituted by" are Lower alkyl-heteroaryl,
methyl-heteroaryl, halogen-pyridinyl, halogen-heteroaryl and fluoro-heteroaryl. Most preferred are
I-methyl- 30 pyrazolyl and 5-fluoro-pyridin-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
selected from N, 0 or S. 1 or 2 ring heteroatoms are preferred. The heterocyclyl can be part of a
bicyclic spiro ring Preferred are 4 to 6 membered hetcrocyclyl, more preferred 5 to 6 membered
hetcrocyclyl, each containing 35 1 or 2 ring heteroatoms selected from N, 0 or S. An S heteroatom can
be substituted by oxo such as SO2. Examples of such heterocyclyl groups include pyrrolidinyl
(pyrrolidinyl), tetrahydrofuryl tetrahydrothienyl, tetrahydropyridy1 (tetrahydropyridinyl), tetrahydropyryl,
WO 2010/127975PCT/EP2010/055694 -5- 



azetidyl (azetidinyl), thiazolidyl (thiazolidinyl), oxazolidyl (oxazolidinyl), piperidyl (piperidinyl),
morpholinyl, thiomorpholinyl, piperazinyl, azepanyl, diazepanyl, 2-oxa-6-azaspiro[3.3]heptyl, oxetanyl,
oxazepanyl and the like. Preferred heterocycly1 groups are oxetanyl, azetidinyl, morpholinyl,
2-oxa-6-aza-spiro[3.3]heptyl, tetrahydrofuryl, tetrahydropyryl, 5 pyrrolidinyl and piperidinyl. Most
preferred heterocyclyl groups are oxetanyl, azetidinyl, morpholinyl, 2-oxa-6-aza-spiro[3.3]heptyl,
1,1-dioxo-1,6-thiomorpholin-4-y1 tetrahydrofuryl, tetrahydropyryl, pyrrolidinyl and piperidinyl.     The
phrase "heterocycly1 substituted by", alone or in combination with other groups, refers to a
heterocyclyl group that is substituted by one or multiple substituents, preferably 1-4 10 substituents,
whereby substitution at each ring atom individually is possible, with a substituent individually selected
from the group as specified for the specific "heterocyclyl substituted by", i.e. 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 alkyl,lower
alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower 15 alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitro,
lower alkyl-S(0)2-, carboxy, carboxylower alkyl, lower alkyl-COO-lower allcyl, -COO-lower alkyl,
CO-N(lower alkyl,Pi)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower allcyl, CO-NH2-lower alkyl, lower
alkyl-CO- and the like. Preferred substituents are hydroxy, fluoro and methyl. Preferred "heterocycly1
substituted by" are hydroxy-heterocyclyl, halogen-heterocyclyl, fluoro-heterocyclyl, lower
alkyl-heterocyclyl 20 and methyl-heterocyclyl. Most preferred are 3-hydroxy-azetidinyl, fluoro-piperidyl,
4,4- difluoro-piperidyl, methyl-tetrahydropyryl and 2,2-dimethyl-tetrahydropyryl.      The term
"cycloalkyl", alone or in combination with other groups, refers to a 3 to 8 membered alicyclic carbon
ring, for example cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclopheptyl or cyclooctyl. Preferred
cycloalkyl are cyclopropyl, cyclobutyl and cyclopentyl. 25The phrase "cycloalkyl substituted by", alone
or in combination with other groups, refers to a cycloalkyl group that is substituted by one or multiple
substituents, preferably 1-4 substituents, whereby substitution at each ring atom individually is
possible, with a substituent individually selected from the group as specified for the specific "cycloalkyl
substituted by", i.e. for example from halogen, halogen-lower alkoxy, halogen-lower alkyl, hydroxy,
hydroxy-lower 30 alkyl, Lower alkoxy, lower alkoxy-lower alkyl, lower alkyl, (lower alkyl,lower alkyl)N-,
(lower alkyl,H)N-, nitro, lower alkyl-S(0)2- and the like. Preferred substituent is hydroxy. Preferred
"cycloalkyl substituted by" is hydroxy-cycloalkyl. Most preferred is 2-hydroxy-cyclopentyl. The tem'
"lower alkoxy", alone or in combination with other groups, stands for a "-O-lower alkyl" radical that is
be linear or branched, with single or multiple branching, 35 whereby the alkyl group in general contains
1 to 6 carbon atoms, for example, methoxy (0Me, Me0), ethoxy (0Et), propoxy, isopropoxy (i-propoxy),
n-butoxy, i-butoxy (iso-butoxy), 2-  WO 2010/127975PCT/EP2010/055694 -6- butoxy (sec-butoxy),
t-butoxy (tert-butoxy), isopentyloxy (i-pentyloxy) and the like. Preferred alkoxy groups are groups with
1 to 4 carbon atoms. Most preferred is methoxy.     The term "pharmaceutically acceptable salts" refers
to salts that are suitable for use in contact with the tissues of humans and animals without undue
toxicity, irritation, allergic 5 response, 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, trifluoroacetic acid and the
like. The ten in "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 compounds can
be converted to 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. 20The terms "pharmaceutically acceptable carrier" and "pharmaceutically acceptable
auxiliary substance" refer to carriers and auxiliary substances such as diluents or excipients that are
compatible with the other ingredients of the formulation and not deleterious to the recipient thereof.
"Therapeutically effective amount" means an amount that is effective to prevent, alleviate 25or
ameliorate symptoms of disease or prolong the survival of the subject being treated. The compounds
of formula I can contain one or more asymmetric centres and can therefore occur as racemates,
racemic mixtures, single enantiomers, 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
diastereomers or their chromatographic separations can be achieved as known in the art by
appropriate modification of the methodology 35 disclosed herein. Their absolute stereochemistry can
be determined by the x-ray crystallography of crystalline products or crystalline intermediates which
are derivatized, if necessary, with a  WO 2010/127975PCT/EP2010/055694 -7- 



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 carried out by methods well known in the art, such as the coupling of a racemic mixture 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
chromatography.      Substituents at a double bond or a ring can be present in cis (=Z-) or trans (=E-)
form, unless the stereochemistry is explicitly depicted in the corresponding compound formula I. The
term "pharmaceutical composition" encompasses a product comprising specified 10 ingredients in
pre-detei mined 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 15 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. AIBNN,N-Azobisisobutyronitril 1 6 mmolhydroquinine
1,4-phthalazinediy1 diether 0.4988 mol potassium carbonate, powder AD Mix-a 0.4988 mol potassium
ferricyanide 0.7 mmol potassium osmate dihydrate AcOHacetic acid brinewater saturated with sodium
chloride BuLibutyl lithium CDI1, F-carbonyldiimidazole DCMdichloromethane
DIPEAN,N-diisopropylethylamine DMAPN,N-dimethylamino-4-pyridine DMFN,N-dimethylformamide 



DMSOdimethylsulfoxide EDAC1-ethyl-3-(3-dimethylaminopropyl) carbodiimide hydrochloride
EDCIN-Ethyl-N,NI-(dimethylaminopropyl)-carbodiimid Elelectron ionization HCIhydrochloride
HOBtN-1-hydroxybenzotriazole KC1, CaC12, potassium chloride, calcium chloride, magnesium
chloride MgClz LiHMDSLithium bis(trimethylsilyl)amide  WO 2010/127975PCTTEP2010/055694 -8-
Li0H, NaOHlithium hydroxide, sodium hydroxide m/emass-to-charge ratio of ionized atoms or
molecules Me3A1trimethylaluminium Me0H, Et0Hmethanol, ethanol MSmass spectrum
NaCNBH3sodium cyanoborohydride PPh3triphenylphosphine PCCpyridinium chlorochromate 



onovernight rtroom temperature Seignette's saltpotassium sodium tartrate Si02silicium dioxide
SOC12thionylchloride TBD1,5,7-triazabicyclo[4.4.0]dec-5-ene
TBTU0-(Benzotriazol-1-y1)-N,N,N',N1-tetramethyluronium tetrafluoroborate THFtetrahydrofuran
Tristris(hydroxymethy -aminomet hane 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 I,   X-Y R3/ N-R4  



15 wherein L is -CH2-0-, -CH2-NH- or -CH=CH-; X is N-R5 and Y is N, or X is 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 substituted by 1-5 halogen atoms, iii) aryl, 5iv) 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 alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower
alkoxy, (lower alkyl,lower alkyON-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower
alkyl,H)-lower alkyl, nitro, lower alkyl-S(0)z-, carboxY, 10 carboxy-lower alkyl, lower alkyl-COO-lower
alkyl, COO-lower alkyl, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl,
CO-NH2-lower alkyl and lower alkyl-CO-, v) heteroaryl, vi) heteroaryt substituted by 1-4 substituents
individually selected from amino, amino- 15 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 akyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, Lower
alkyl-COO-lower alkyl, Lower alkyl-COO-, CO-N(lower 20alkyl,H)-lower alkyl, CO-N(lower alkyl,lower
allcyl)-lower alkyl, CO-NH2-lower alkyl and lower alkyl-CO-, and vii) heterocyclyb R2 is H, lower alkyl
or lower alkyl substituted by 1-5 substituents individually selected from halogen and hydroxy; 25 R3 is
selected from the group consisting of 



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, hydroxy, lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyL,H)N-, nitro and lower
alkyl-S(0)2-, iv) heteroaryl, v) hctcroaryl substituted by 1-4 substituents individually selected from
amino, amino-Lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, 35
hydroxy-Lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower
alkyl,lower alicyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lowcr akyl,H)-lower
alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-Lower alkyl, lower alkyl-COO-lower allcyl, Lower
alkyl-COO-, CO-N(Lower  WO 2010/127975PCT/EP2010/055694 alkyl,H)-lower alkyl, CO-N(lower
alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl, and lower alkyl-CO-,          vi) cycloalkyl,          vii)
cycloalicyl substituted by 1-4 substituents individually selected from halogen and 5hydroxy,          viii)
heterocyclyl, ix) heterocyclyl substituted by 1-4 substituents individually selected from halogen and
lower alkyl, and          x) -NR7R8; 10 R4 is H, lower alkyl or lower alkyl substituted by 1-5 halogen
atoms; or R3 and R4 togetherwith the nitrogen to which they are attached form a heterocycly1 or a
heterocyclyl substituted by 1-4 substituents individually selected from amino, amino-lower alkyl, cyano,
cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy-lower alkyl,
lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower 15 alicyllower alkyON-, (lower alkyl,H)N-,
N(lower allcyllower alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy,
carboxy-lower alkyl, lower alkylCOO-lower alkyl, lower alkyl-COO-, CO-N(lower allcyl,H)-lower alkyl,
CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl and lower alkyl-CO-; R5 is H or lower
alkyl; 20 R6 is H or lower alkyl; 



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 and Y is N, or X is N and Y is N-R6; R' is selected from the group consisting of i) lower alkyl, ii)
lower alkyl substituted by 1-5 halogen atoms, 30iii)aryl, 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 aLkoxy, halogen-lower
alicoxy, (lower alkyllower alkyl)N-, (lower allcyl,H)N-, N(lower alkyllower allcyI)- 35 lower alkyl, N(lower
alkyl,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 alkyl,lower alkyl)-lower alkyl,
CO-NH2-lower alkyl and lower alkyl-CO-,  WO 2010/127975PCT/EP2010/055694 -11- v) heteroaryl,
vi) heteroaryl substituted by 1-4 substituents individually selected from amino, amino-lower alkyl,
cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower
alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen- 5 lower allcoxy, (lower alkyl,lower allcyl)N-,
(lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(Lower alkyl,H)-lower alkyl, nitro, lower
alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl, -COO-lower alkyl, CO-N(lower
ancyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl and lower
alkyl-CO-, and 10vii) heterocycly1; R2 is H, lower alkyl or lower alkyl substituted by 1-5 substituents
individually selected from halogen and hydroxy; is selected from the group consisting of i)H, 



15ii)lower alkyl, iii) lower alkyl substituted by 1-4 substituents individually selected from acetamidyl,
acetyl, acetylamino, amido, amino, carboxy, cyano, cycloalkyl, halogen, halogen-lower alkoxy,
heterocyclyt, hydroxy, lower alkoxy, (lower alkyl,lower (Lower allcyL,H)N-, nitro and lower alkyl-S(0)2-,
20iv) hetero aryl, v) heteroaryl substituted by 1-4 substituents individually selected from amino,
amino-lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower
alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower allcoxy, (lower alkyl,lower
alkyl)N-, (lower alkyL,H)N-, N(lower alkyl,lower 25 alkyl)-lower alkyl, N(lower allcyt,H)-lower alkyl, nitro,
lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower alkyl-COO-lower alkyl, lower alky1C00-,
CO-N(lower alkyl,H)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl, CO-NH2-lower alkyl and
lower alkyl-CO-, vi) cycloallcyl, 30vii) cycloalkyt 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 35x) -NR7R8; R4 is H, lower alkyl or lower alkyl substituted
by 1-5 halogen atoms; or R3 and le together with the nitrogen to which they are attached form a
heterocycly1 or a heterocyclyl substituted by 1-4 substituents individually selected from amino,
amino-lower alkyl, cyano, cyano-lower alkyl., halogen, halogen-lower ailcyl, hydroxy, hydroxy-lower
WO 2010/127975PCT/E1'2010/055694 -12- alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-lower alicoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower
alkyl, N(lower alkyl,H)-lower allcyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower
alkylCOO-lower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower 5alkyl,lower
alkyl)-lower alkyl, CO-NH2-lower alkyl and lower alkyl-CO-; 



R5 is H or lower alkyl; R6 is H or lower alkyl; R7 is lower alkyl; I2.8is lower alkyl, 10 or
pharmaceutically acceptable salts or esters thereof.     One certain embodiment of the invention
provides compounds of formula I, wherein L is - CH2-0- or CH2-NH-.     One certain embodiment of
the invention provides compounds of formula I, wherein L is - CH2-0-. 15One certain embodiment of
the invention provides compounds of formula I, wherein L attached to the isoxazole moiety is
"-isoxazole-CH2-0-",      One certain embodiment of the invention provides compounds of formula I,
wherein L is - CH=CH-.          One certain embodiment of the invention provides compounds of formula
I, wherein L is - 20 CH=CH- in cis configuration.     One certain embodiment of the invention provides
compounds of formula I, wherein L is - CH=CH- in trans configuration.     One certain embodiment of
the invention provides compounds of formula I, wherein L is - CH2-NH-. 25One certain embodiment of
the invention provides compounds of formula I, wherein L attached to the isoxazole moiety is
"-isoxazole-CH2-NH-".     One certain embodiment of the invention provides compounds of formula I,
wherein X is N-R5, Y is N and R5 is H or lower alkyl.          One certain embodiment of the invention
provides compounds of formula 1, wherein R5 is 30 H or methyl.  WO
2010/127975PCT/EP2010/055694 -13-     One certain embodiment of the invention provides
compounds of formula I, wherein R5 is methyl. 



One certain embodiment of the invention provides compounds of formula I, wherein X is N, Y is N-R6
and 116 is H or lower alkyl. 5One certain embodiment of the invention provides compounds of formula
I, wherein R6 is H or methyl. One certain embodiment of the invention provides compounds of formula
I, wherein R6 is H.          One certain embodiment of the invention provides compounds of fotinula I,
wherein R6 is 10 methyl.     One certain embodiment of the invention provides compounds of formula I,
wherein R is aryl, aryl substituted by 1-2 halogen atoms individually selected from fluoro and chloro,
heteroaryl or heteroaryl substituted by 1-2 fluoro atoms.          One certain embodiment of the invention
provides compounds of formula I, wherein RI is 15 phenyl, chloro-phenyl, fluoro-phenyl, pyridinyl or
fluoro-pyridinyl.     One certain embodiment of the invention provides compounds of formula I, wherein
R' is lower alkyl, aryl, aryl substituted by 1-2 halogen atoms, heteroaryl, heteroaryl substituted by 1-2
halogen atoms, or heterocyclyl          One certain embodiment of the invention provides compounds of
formula I, wherein RI is 20 aryl, chloro-aryl, fluoro-aryl, heteroaryl or fluoro-heteroaryl.      One certain
embodiment of the invention provides compounds of formula I, wherein RI 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
R1 is 25 n-butyl, phenyl, halogen-phenyl, pyridinyl, halogen-pyridirtyl, 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 111 is lower alkyl.  WO
2010/127975PCT/EP2010/055694 -14- One certain embodiment of the invention provides compounds
of formula I, wherein RI is      One certain embodiment of the invention provides compounds of formula
I, wherein RI is phenyl. 5One certain embodiment of the invention provides compounds of foimula I,
wherein RI is halogen-aryl. 



One certain embodiment of the invention provides compounds of formula I, wherein RI is
halogen-phenyl.          One certain embodiment of the invention provides compounds of formula I,
wherein RI is 10 4-fluoro-phenyl. One certain embodimenthe invention provides compounds of formula
I, wherein le is 4-chloro-phenyl.     One certain embodiment of the invention provides compounds of
formula I, wherein 121 is heteroaryl. 15One certain embodiment of the invention provides compounds
of formula I, wherein R' is pyridinyl.     One certain embodiment of the invention provides compounds
of formula I, wherein RI is halogen-heteroaryl.          One certain embodiment of the invention provides
compounds of formula I, wherein RI is 20 halogen-pyridinyI      One certain embodiment of the
invention provides compounds of formula I, wherein Ie is 5-fluoro-pyridin-2-yl.      One certain
embodiment of the invention provides compounds of formula 1, wherein R2 is H, lower alkyl or
hydroxy-lower alkyL 25One certain embodiment of the invention provides compounds of formula I,
wherein R2 is H, methyl or hydroxy-mcthyl.     One certain embodiment of the invc on provides
compounds of foul ula I, wherein R2 is lower alkyl or hydroxy-lower alkyl. One certain embodiment of
the vention provides compounds of formula I, wherein R2 is  WO 2010/127975PCT/EP20101055694
-15-     One certain embodiment of the invention provides compounds of folimila I, wherein R2 is
methyl.     One certain embodiment of the invention provides compounds of formula I, wherein R2 is
hydroxy-methyl. 5One certain embodiment of the invention provides compounds of formula I, wherein
R3 



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
embodiment of the invention provides compounds of formula I, wherein R3 and R4 together with the
nitrogen to which they are attached form a heterocyclyl or a 10 heterocyclyl substituted by one or
multiple substituents individually selected from halogen and hydro xy.     One certain embodiment of
the invention provides compounds of formula I, wherein R3 and le together with the nitrogen to which
they are attached form a morpholino, 3-hydroxyazetidinyl, 2-oxa-6-aza-spiro[3.3]heptyl or
4,4-difluoro-piperidyl. 15One 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 embodiment of the invention provides compounds of formula I, wherein R3 and R4 together
with the nitrogen to which they are attached folIn a morpholino.          One certain embodiment of the
invention provides compounds of formula 1, wherein R3 20 and R4 together with the nitrogen to which
they are attached form a hydroxy-heterocyclyl.      One certain embodiment of the invention provides
compounds of formula I, wherein R3 and R4 together with the nitrogen to which they are attached form
a 3-hydroxy-azetidinyl     One certain embodiment of the invention provides compounds of formula I,
wherein R3 and R4 together with the nitrogen to which they are attached form a
2-oxa-6-aza-spiro[3.3]heptyl. 25One certain embodiment of the invention provides compounds of
folinula 1, wherein R3 and R4 together with the nitrogen to which they are attached form a
halogen-heterocyclyi. One certain embodiment of the invention provides compounds of formula 1,
wherein R3 and R4 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 R3 is 30 lower
alkyl, heterocyclyl-lower alkyl, hydroxy-lower alkyl or hetcrocyclyl.  WO
2010/127975PCT/EP2010/055694 -16-     One certain embodiment of the invention provides
compounds of formula I, wherein R3 is lower alkyl, heterocyclyl-lower alkyl or heterocyclyl.     One
certain embodiment of the invention provides compounds of foimula I, wherein R3 is 1-oxetanyl-ethyl,
2-hydroxy-2-methyl-propyl, isopropyl, morpho lino, tetrahydrofuryl or 



5 tetrahydropyryl.     One certain embodiment of the invention provides compounds of formula I,
wherein R3 is isopropyl, 1-oxetanylrethyl, morpholino, tetrahydropyryl or tetrahydrofuryl. One certain
embodiment of the invention provides compounds of formula I, wherein R3 is i)H, 10ii)lower alkyl, iii)
lower alkyl substituted by 1-5 substituents individually selected from acetylamino, cycloalkyl, halogen,
heterocyclyl, hydroxy and lower alkoxy, iv) heteroaryl substituted by 1-4 substituents individually
selected from halogen and lower alkyl, 15v)cyclo alkyl, vi) cycloalkyl substituted by 1-4 hydroxy
groups, vii) heterocyclyl, viii) heterocyclyl substituted by 1-4 lower alkyl, or ix) -N(lower alky1)2. 20One
certain embodiment of the invention provides compounds of font ula I, wherein R3 is
1-hydroxy-cyclopropyl-methyl, 1-hydroxymethyl-propyl, 1-hydroxyrnethyl-propyl, 1-methyl1H-p yrazo ly
I., 1 -methyl-pyrazo lyl, 1 -o xetanyt-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-l-methyt-ethyl, 2- 25
hydroxy-l-methyl-ethyl, 2-hydroxy-1-methyl-ethyl, 2-hydroxy-2-methyl-propyl, 2-hydroxycyclopentyl,
2-hydroxy-ethyl, 2-methoxy-ethyl, 3,3,3-trifluoro-2-hydroxy-propyl, 3,3,3- trifluoro-2-hydroxy-propyl,
3-hydroxy-2,2-dimethyt-propyl, cyclobutyl, cyclopropyl, isopropyl, morpholino, -N(CH3)2, piperidinyl,
pyrrolidinyl, t-butyl, tetrahydrofuryl or tetrahydropyryl. 30One certain embodiment of the invention
provides compounds of formula I, wherein R3 is lower alkyl, hcterocyclyl-lower alkyl or heterocyclyl.
One certain embodiment of the invention provides compounds of folaula I, wherein R3 is 



WO 2010/127975PCT/EP2010/055694 -1 7-       One certain embodiment of the invention provides
lower alkyl.     One certain embodiment of the invention provides isopropyl. 5One certain embodiment
of the invention provides t-butyl.     One certain embodiment of the invention provides 2-hydroxy-ethyl.
One certain embodiment of the invention provides 102,2,2-trifluoro-ethyl.      One certain embodiment
of the invention 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 I, wherein R3 is
2-hydroxy-1,1-dimethyl-ethyl.      One certain embodiment of the invention provide 2-methoxy-ethyl.
compounds s compounds  of formula I, wherein 123 is of formula I, wherein R3 is 



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 is 2-hydroxy-2-cyclopropyl-ethyl     One certain embodiment of the invention provides
compounds of formula 1, wherein R3 is hydroxy-isopropyl. 25One 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 embodiment of the invention provides compounds of foitnula I, wherein R3 is 30
2,2,3,3,3-pentafluoro-propyl.  WO 2010/127975PCT/EP20101055694 -18-     One certain embodiment
of the invention provides compounds of formula I, wherein R3 is 3-hydroxy-2,2-dimethyl-propyl.     One
certain embodiment of the invention provides compounds of formula I, wherein R3 is
2-hydroxy-2-methyl-propyl. 5One certain embodiment of the invention provides compounds of formla
1, wherein R3 is I -hydroxymethyl-propyl. One certain embodiment of the invention provides
compounds of foilLula I, wherein le is          One certain embodiment of the invention provides
compounds of formula I, wherein IC is 10lower alkyl. One certain embodiment of the invention
provides compounds of formula I, wherein 1:27 is H.     One certain embodiment of the invention
provides compounds of formula I, wherein R7 is lower alkyl. 15One certain embodiment of the
invention provides compounds of formula I, wherein R7 is 



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
alkyl.     One certain embodiment of he invention provides compounds of formula I, wherein R8 is
methyl.     One certain embodiment of the invention provides compounds of formula I selected from the
group consisting of 25
[5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-y1]-morpholin-4-yl-methanone, 5-
(5-Methy1-3-phenyl-isoxazo1-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamidc, 5-
(5-Methy1-3-phcnyhisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-
y1)-amidc, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-y1)-amide, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- 30
carboxylic acid N,N-dimethyl-hydrazide, 5-(5-Methy1-3-phenyl-isoxazo1-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, 5-(5-Methy1-3-phenyl-isoxazol-4-  WO
2010/127975PCT/EP2010/055694 -19- ylmethoxy)-2H-pyrazole-3-carboxylic acid amide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4- ylmethoxy]-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide, 5-[3-(4-Fluoro-pheny1)-5-
methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid piperidin-l-ylamide, 5-[344-
Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid pyrrolidin-1- 5 ylamide,
543-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
N',1\11-dimethyl-hydrazide,
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2Hpyrazole-3-carboxylic acid isopropylamide,
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4- ylmethoxy]-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 5-(5-Methy1-3-
pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid isopropylamide, 5-(5- 10
Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydro-pyran4-y1)-amide,
5-(5-Methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide, 5[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide,
543-(5-Fluoro-pyridin2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-y1)- 15 amide,
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
tert-butylamide, 5[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H- pyrazole-3-carboxylic
acid (2-hydroxy-ethyl)-amide,
543-(5-Fluoro-pyridin-2-y1)-5-methylisoxazo1-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
isopropylamide,
543-(5-Fluoro-pyridin2-y1)-5-methy1-isoxazol-4-y1methoxy]-2H-pyrazo1e-3-carboxy1ic acid
N',N'-dimethyl-hydrazide, 20
5-13-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid 



morpholin-4-ylamide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2H-
pyrazole-3-carboxylic acid pyrrolidin-l-ylamide, 543-(5-Fluoro-pyridin-2-34)-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-(3-Buty1-5-methyl-isoxazo1-
4-y1methoxy)-2H-pyrazo1e-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 5-(3-Butyl-5- 25
methyl-isoxazo1-4-y1methoxy)-2H-pyrazo1e-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)- amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydrofuran-3-y1)-amide, 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1-hydroxymethyl-ethyl)-amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2Hpyrazole-3-carboxylic acid
((R)-2-hydroxy-1-methyl-ethyl)-amide, 5-(3-Buty1-5-methyl- 30
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-(3-Buty1-
5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5-(3-Buty1-5-
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, (S)-3-
((3-buty1-5-methylisoxazol-4-yl)methoxy)-11-(tetrahydrofigan-3-y1)-1H-pyrazole-5- carboxamide ,
(R)-3((3-buty1-5-methylisoxazol-4-yl)methoxy)-N-(tetrahydrofuran-3-y1)-1H- 35
pyrazole-5-carboxamide, [5-(3-Buty1-5-methy1-isoxazol-4-y1methoxy)-2H-pyrazol-3-y1]-
morpholin-4-yl-methanone, 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid
(2,2-dimethyl-tetrahydro-pyran-4-y1)-amide, 5-(3-Butyl-5-methyl-isoxazo1-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N-dimethyl-hydrazide,
5-(3-Buty1-5-methylisoxazo1-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide,
5-(3-Buty1-5-  WO 2010/127975PCT/EP2010/055694 -20-
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid pyrrolidin-l-ylamide, 5-(3-Buty1-
5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid piperidin-l-ylamide,
2-Methyl5-(5-methy1-3-phenyl-isoxazo1-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-
amide, 2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid 5
(tetrahydro-furan-3-y1)-amide,
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2Hpyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yI)-amide,
2-Methy1-5-(5-methy1-3-phenylisoxazol-4-y1methoxy)-2H-pyrazole-3-carboxylic acid amide,
2-Methy1-5-(5-methy1-3-phenylisoxazol-4-ylrnethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide,
2-Methy1-5-(5-methy1-3- phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide, 5-[3- 10
(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid
piperidin-l-ylamide,
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide,
543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid
pyrrolidin-1- 15 ylamide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3- carboxylic acid
isopropylamide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4-Fluoro-phehyl)-5-
methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid amide,
5-[3-(4-Fluoropheny1)-5-methyl-isoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(2-hydroxy- 20 1,1-dimethyl-ethyl)-amide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid
((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide,
543-(4-Fluoropheny1)-5-Methyl-isoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (2,2,2-
trifluoro-ethyl)-amide, 5[3-(4-F1uoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-
pyrazole-3-carboxylic acid (3-methyl-oxetan-3-y1)-amide, 543-(4-Fluoro-pheny1)-5-methyl- 25
isoxazo1-4-ylmethoxy1-2-methy1-2H-pyrazoIe-3-carboxylic acid
(3,3,3-trifluoro-2-hydroxypropy1)-amide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-PyrazoIe3-carboxylic acid
(2-methoxy-ethyl)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (1-hydroxy-cyclopropylmethyl)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid 30
(2-hydroxy-ethyl)-amide,
543-(4-Fluoro-pheny0-5-methyl-isoxazo1-4-ylmethoxy1-2-methy1-2Hpyrazole-3-carboxylic acid
(1-methy1-1H-pyrazol-3-y1)-amide,
543-(4-Fluoro-pheny1)-5-methylisoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(2-acetylamino-ethyl)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazolc-3-carboxylic acid
(3-hydroxy-2,2-dimethyl-propy1)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4- 



35 y1methoxy]-2-methyl-2H-pyrazolc-3-carboxylic acid (2-hydroxy-2-methyl-propy1)-amide, 543-
(4-Fhioro-phenyI)-5-methyl-isoxazo1-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S or
R)-3,3,3-trifluoro-2-hydroxy-propy1)-amide, 543-(4-Fluoro-pheny0-5-methyl-isoxazol-4-
y1methoxy]-2-methy1-2H-pyrazole-3-carboxylic acid ((R or S)-3,3,3-trifluoro-2-hydroxypropy1)-amide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazolc-  WO
2010/127975PCT/EP20101055694 -21- 3-carboxylic acid ((R or S)-1-hydroxymethyl-propy1)-amide,
543-(4-Fluoro-pheny1)-5-methyl- isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid ((S or
R)-1-hydroxymethylpropy1)-amide,
(543-(4-Fluoro-phenyl)-5-methyl-isoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazol3-yll-(3-hydroxy-azetidin-
1-34)-methanone, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)-amide, 54344-
Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-Pyrazole-3-carboxylic acid
(OR,2R)-2-hydroxy-cyclopenty1)-amide and/or 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1S,2S)-2-hydroxy-cyclopenty1)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid 10
((1S,2S)-2-hydroxy-cyclopenty1)-amide and/or 543-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid ((1R,2R)-2-hydroxy-cyclopenty1)-, 54344-
Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyt-2H-Pyrazole-3-carboxylic acid ((R)-
2-hydroxy-1-methyl-ethyl)-amide or 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-
methyl-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-l-methyl-ethyl)-amide, 543-(4-Fluoro- 15
pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S)-2-
hydroxy-1-methyl-ethyl)-amide or 5[3-(4-F1uoro-pheny1)-5-methy1-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid ((R)-2-hydroxy-l-methyl-ethyl)-amide,
{543-(4-Fluoro-pheny1)-5-rnethyl-isoxazol-4-y1methoxy]-2-methy1-2H-pyrazol-3-y1)-(2-oxa-6-aza-spir
o[3.3]hept-6-y1)-methanone, 2-Methy1-5-(5-methy1-3-pyridin-2-y1-isoxazol-4-y1methoxy)- 20
2H-pyrazole-3-carboxylic acid isopropylamide, 2-Methy1-5-(5-methy1-3-pyridin-2-y1-isoxazo1-
4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 2-Methyl-5-(5-
methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-
methyl-ethyl)-amide,
543-(5-Fluoro-pyridin-2-y1)-5-rnethyl-isoxazol-4-ylmethoxy1-2-methyl2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-y1)-arnide, 543-(5-Fluoro-pyridin-2-y1)-5- 25
methy1-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid #N1',#.1\1r-dimethylhydrazide,
3-carboxylic acid acid (2-hydroxy-ethyl)-amide, 543-(5-F1uoro-pyridin-2-y1)-5-methy1-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 5-(3-Buty1-
5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)- 30 amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid isopropylamide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3- carboxylic acid
(2-hydroxy-1-methyl-ethyp-amide, 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-
2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide,
5-(3-Buty1-5-methylisoxazo1-4-ylmethoxy)-2-methy1-2H-pyrazo1e-3-carboxylic acid
(tetrahydro-furan-3-y1)-amide, 35
2-1VIethy1-545-methy1-3-(tetrahydro-pyran-4-y1)-isoxazol-4-y1methoxy]-2H-pyrazole-3- carboxylic
acid (tetrahydro-pyran-4-y1)-amide,
543-(4-Fluoro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-y1)-amide,
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-371methoxy]-2-methyl-2H-pyrazole-3- carboxylic
acid isopropylamide, 543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-  WO
2010/127975PCT/EP2010/055694 -22- ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid amide,
543-(4-Fluoro-pheny1)-5- hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic
acid (2,2,2-trifluoroethyl)-amide,
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy1-2-methy1-2Hpyrazole-3-carboxylic
acid (2,2,3,3,3-pentafluoro-propy1)-amide, 543-(4-Fluoro-pheny1)-5- 



5 hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3-carboxylic acid
(1-methy1-1Hpyrazol-3-y1)-amide,
543-(4-Fluoro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-yI)-amide, 543-(4-Fluoro-pheny1)-5-
hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-Pyrazole-3-carboxylic acid
(3-methyloxetan-3-y1)-amide, (543-(4-Fluoro-phenyt)-5-hydroxymethyl-isoxazol-4-y1methoxy]-2- 10
methy1-2H-pyrazol-3-y1)-(2-oxa-6-aza-spiro[3.3Thept-6-ye-methanone, 543-(4-Chloro-pheny0-
5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid isopropylamide,
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2Hpyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 543-(4-Chloro-pheny1)-5-
hydroxymethyl-isoxazol-4-ylmethoxy]-2-mcthyl-2H-pyrazole-3-carboxylic acid amide, 5-[3-(4- 15
Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-Pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide, 543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,3,3,3-pentafluoro-propy1)-amide, 543-
(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
cyclopropylamide, 543-(4-Chloro-pheny1)-5-hydroxymethyl-i5oxazo1-4-y1methoxyl-2- 20
methy1-2H-pyrazole-3-carboxylic acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide, 54344-
Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1-dimethyl-ethyp-amide,
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(3-methyl-oxetan-3-y1)-amide, 154344- Chloro-phenyI)-5-hydro xymethyl-isoxazol-4-ylmetho
xy]-2-methy1-2H-pyrazol-3-yll -(2-o xa-6- 25 aza-spiro[3.3]hept-6-y1)-methanone,
5[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4- ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-y1)-amide, 154344-
Chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yll -(4,4-
difluoro-piperidin-l-y1)-methanone, 5-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-
methy1-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-(3-Buty1-5- 30
hydroxymethyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid cyclobutylamide,
1-Methy1-5-(5-methy1-3-pyridin-2-y1-isoxazo1-4-ylmethoxy)-1H-pyrazole-3- carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide, 1-Methy1-5-(5-methy1-3-pyridin-2-y1-
isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid isopropylamide, 1-Methy1-5-(5-methy1-3-
pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)- 35 amide,
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-1-methy1-1H-pyrazole-3- carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide, 5-[(E)-2-(5-Methyl-3-phenyl-isoxazol-4-
y1)-viny11-2H-pyrazole-3-carboxylic acid isopropylamidc, 5-[(Z)-2-(5-Methy1-3-phenyl-
isoxazol-4-y1)-viny1]-2H-pyrazole-3-carboxylic acid isopropylamide,
5-1(Z)-243-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylkviny11-2-methyl-2H-pyrazole-3-carboxylic acid
isopropylamide,  WO 2010/127975PCT1EP20101055694 -23- 5-
[(Z)-2-[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yl]-vinyll -2-methy1-2H-pyrazole-3- carboxylic acid
(2-hydroxy-1-methyl-ethyD-amide, 5-
{(E)-243-(4-Fluoro-pheny1)-5-methylisoxazol-4-yll-viny1}-2-methyl-21-1-pyrazole-3-carboxylic acid
isopropylamide, 5- [(E)-2-[3-(4- Fluoro-pheny1)-5-methyl-isoxazol-4-y1]-vinylis
-2-methyl-2H-pyrazole-3-carboxylic acid 5 ethylamide, 5-
[(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny1}-2-methyl-2Hpyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propy0-amide, 5- {(E)-243-(4-Fluoro-pheny1)-
5-methyl-isoxazol-4-ylkviny1}-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4- y1)-amide,
5- {(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyl -2-methy1-2Hpyrazole-3-carboxylic acid
amide, (1,1-Dioxo-1,6-thiomorpholin-4-y1)-(5- {(E)-243-(4-fluoro- 10 pheny1)-5-methyl-isoxazo
1-4-y1]-vinyll -2-methy1-2H-pyrazol-3-y1)-methanone, 5- [(E)-243-(4- Fluoro-pheny1)-5-methyl-isoxazo
1-4-ylkvinyl -2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2- trifluoro-ethyl)-amid e, (5-
{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinylif -2-methyl2H-pyrazo1-3-y1)-morpho
lin-4-yl-methanone, 5-
[(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol4-A-vinyl)-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-methyl-ethyD-amide, (1,1- 



15 Dioxo-1,6-thiomorpho1in-4-y1)-(5-{(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-y1]-viny0-
2H-pyrazol-3-y1)-methanone, (5-
[(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyD2H-pyrazol-3-y1)-morpholin-4-yl-methanone,
5-{(E)-243-(4-Fluoro-pheny0-5-methyl-isoxazol4-ylkviny1}-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide,
5-{(E)-243-(4-Fluoropheny1)-5-methyl-isoxazol-4-yll-vinyD-2H-pyrazole-3-carboxylic acid
isopropylamide, (5-[(E)- 20
243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyl[-2-methyl-2H-pyrazol-3-y1)-(2-oxa-6-azaspiro[3.3T
hept-6-y1)-methanone, 5- f (E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny11-
2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, (5-{(E)-243-(4-Fluoro-pheny1)-5-
methyl-isoxazol-4-yll-vinyll-2H-pyrazol-3-y1)-(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone, 5-
[(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny1}-2H-pyrazole-3-carboxylic acid (2- 25
hydroxy-1,1-dimethyl-ethyD-amide, 5- {(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazo 1-4-y1]- vinyl}
-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, 5- {(E)-243-(4-
Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyD-2H-pyrazole-3-carboxylic acid (2-hydroxy-2-
methyl-propy1)-amide, 5- {(E)-243-(4-Fluoro-pheny0-5-methyl-isoxazol-4-yll -vinyl}
-2Hpyrazole-3-carboxylic acid ethylamide, 5-{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylk 30
viny1}-2H-pyrazole-3-carboxylic acid amide,
5-{(E)-243-(4-Fluoro-pheny0-5-methyl-isoxazol4-ylkvinyll-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1-dimethyl-ethyl)-amide, 5- ([3 -(4-Fluoro-phenyl)-5-methyl-iso
xazol-4-ylmethylkamino}-2-methyl-2H-pyrazo le-3 - carboxylic acid
(2-hydroxy-2-methyl-propy1)-amide, 5-
{[3-(4-Fluoro-pheny1)-5-methylisoxazol-4-ylmethyl]-amino}-2-methyl-2H-pyrazole-3-carboxylic acid
amide, 5- [[3-(4-Fluoro- 35
phenyl)-5-methyl-isoxazol-4-ylmethyl]-aminol-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-
trifluoro-ethyD-arnide, 5- {[3-(4-Fluoro-phenyl)-5-methyl-isoxazo1-4-ylmethyl]-aminol -2-
methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-arnide, 5- {[3-(4-Fluoro-pheny1)-
5-methyl-isoxazol-4-ylmethyl]-amino}-2-methy1-2H-pyrazole-3-carboxylic acid (3-methyl- o
xetan-3-y1)-amide, (5- { [3-(4-Fluoro-pheny1)-5-methyl-iso xazol-4-ylmethyl]-amino } -2-methyl-  WO
2010/127975PCT/EP2010/055694 2H-pyrazo1-3-y1)-(2-oxa-6-aza-spir0[3.3Thept-6-y1)-methanone,
5- {[3-(4-Fluoro-pheny1)-5- methyl-isoxazol-4-ylmethylkamino1-2-methy1-2H-pyrazole-3-carboxylic
acid (2-hydroxy-1methyl-ethyl)-ami de, 5- { [3-(4-Fluoro-pheny1)-5-methyl-iso xazol-4-ylmethylkarnino
} -2-methyl- 2H-pyrazole-3-carboxylic acid isopropylamide, 5-
{[3-(4-Fluoro-pheny1)-5-methyl-i50xaz0l-4- 5 ylmethyl]-amino}-2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-pr0py1)-amide, 5-  acid amide, 5-
{[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkamino)-2H-pyrazole-3-carboxytic acid
isopropylamide, 5-{[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkaminol
-2H-pyrazole3-carboxylic acid ethylamide, 5-
{[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkarninol- 10 2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yI)-amide, 5- {[3-(4-Fluoro-pheny1)-5-
methyl-isoxazol-4-ylmethyl]-amino1-2H-pyrazole-3-carboxylic acid (2-hydroxy-I -methyl- ethyl)-amide,
(5- {13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkamino} -2H-pyrazol-3-
y1)-(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone, N-isopropyl-1-methy1-3-((5-methyl-3-
(pyridin-2-yDisoxazol-4-yOmethylamino)-1H-pyrazole-5-carboxamide, 2-Methyl-5-[(5-methyl- 15
3-pyridin-2-yl-isoxazol-4-ylmethyl)-amino]-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-
y1)-amide, 1-methy1-34(5-methy1-3-(pyridin-2-ypisoxazol-4-yOmethylamino)-N-morpholino- I
H-pyrazole-5-carboxamide, 1 -methy1-34(5-methyl-3-(pyridin-2-371)isoxazol-4-
yl)methylamino)-N-(3-methyl0 xetan-3-y1)-1H-pyrazole-5-carboxamide,
34(3-(5-fluoropyridin2-y1)-5-methylisoxazol-4-yInnethylamino)-N-isopropy1-1-methyl-1H-pyrazole-5-ca
rboxamide, 20
34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(tetrahydro-2Hpyran-4-y1)-
1H-pyrazole-5-carboxamide, N-cyclopropy1-34(3-(5-fluoroPyrid1n-2-3,1)-5-
methylisoxazol-4-y1)methylamino)-1-methyl-1H-pyrazole-5-carboxamide,
N(cyclopropylmethy1)-34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-Amethylamino)-1-
methyl-1H-pyrazole-5-carboxamide, 34(3-(5-fluoropyridin-2-y1)-5-methyli5oxaz0l-4- 



25 yl)methylamino)-1-methyl-N-(3-ruethyloxetan-3-y1)-1H-pyrazole-5-carboxamide and (34(345-
fluoropyridin-2-y1)-5-methyliso xazol-4-yl)methylamino)-1-methyl- I H-pyrazol-5-3/1)(2-o xa-6-
azaspiro[3.3]heptan-6-yl)methanone, or pharmaceutically acceptable salts or esters thereof.         One
certain embodiment of the invention provides compounds of formula I selected from 30 the group
consisting of [5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-y11-morPh0lin-4-yl-
methanone, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazolc-3-carb0xylic acid
isopropylamidc, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tctrahydro-pyran-4-y1)-amide, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- 35
carboxylic acid (tetrahydro-furan-3-y1)-amide, 5-(5-Methyl-3-phcnyi-isoxazol-4-ylmethoxy)-
2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide, 5-(5-Methy1-3-phenyl-isoxazol-4-
ylmethoxy)-2H-pyrazolc-3-carboxylic acid (2-hydroxy-ethyl)-amide, 5-(5-Methy1-3-phenyl-  WO
2010/127975PCT/EP2010/055694 -25- isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid amide,
543-(4-Fluoro-pheny1)-5-methyl- isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide, 543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic
acid piperidin-l-ylamide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-Pyrazole-3-carboxylic acid pyn-o- 5
lidin-l-ylamide, 5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-Pyrazole-3-carboxylic acid
N,N-dimethyl-hydrazide, 5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-
2H-pyrazole-3-carboxylic acid isopropylamide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid (tetra-hydro-pyran-4-y1)-amide, 5-(5-Methy1-3-
pyridin-2-34-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid iso-propylamide, 5-(5- 1 0
Methy1-3-pyridin-2-yl-isoxazo1-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydro-pyran4-y1)-amide,
5-(5-Methy1-3-pyridin-2-y1-isoxazo1-4-y1methoxy)-1H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-arnide,
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide, 543-(5-Fluoro-pyridin-2-
y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)- 15 amide,
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2H-Pyrazole-3-carboxylic acid
tert-butylamide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H- pyrazole-3-carboxylic
acid (2-hydroxy-ethyl)-amide,
543-(5-Fluoro-pyridin-2-y1)-5-methylisoxazol-4-ylmethoxy1-2H-pyrazole-3-carboxylic acid
isopropylamide, 543-(5-Fluoro-pyridin2-y1)-5-methyl-isoxazo1-4-ylmethoxy]-2H-pyrazole-3-carboxylic
acid N',N-dimethyl-hydrazide, 20
5[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-Pyrazole-3-carboxylic acid 



morpholin-4-ylamide, 5-13-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-
pyrazole-3-carboxylic acid pyrrolidin-l-ylamide, 543-(5-Fluoro-pyridin-2-y1)-isoxazol-4-
ylmethoxy]-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-(3-Buty1-5-methyl-isoxazol-
4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 5-(3-Buty1-5- 25
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)- amide,
5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydrofuran-3-y1)-amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-hydroxy-methyl-ethyl)-amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2Hpyrazole-3-carboxylic acid
((R)-2-hydroxy-1-methyl-ethyl)-amide, 5-(3-Butyl-5-methyl- 30 isoxazol-4-ylmethoxy)-2H-pyrazole
-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-(3-Buty1-
5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 5-(3-Buty1-5-
methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide, (S)-3-
((3-buty1-5-methylisoxazo1-4-yl)methoxy)-N-(tetrahydrofuran-3-y1)-1H-pyrazole-5- carboxamide,
(R)-34(3-buty1-5-methyl-isoxazol-4-yl)methoxy)-N-(tetrahydrofuran-3-y1)-1H- 35
pyrazole-5-carboxamide, [5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-y1]-
morpholin-4-yl-methanone, 5-(3-Buty1-5-methy1-isoxazo1-4-ylmethoxy)-2H-Pyrazole-3- carboxylic
acid (2,2-dimethyl-tetrahydro-pyran-4-y1)-amide, 5-(3-Buty1-5-methyl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide, 5-(3-Buty1-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide, 5-(3-Buty1-5-  WO
2010/127975PCT/EP2010/055694 -26- methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
pyrrolidin-1-ylamide, 5-(3-Buty1- 5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
piperidin-1-ylamide, 2-Methyl5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic
acid (2-hydroxy-ethyl)- amide,
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid 5
(tetra-hydro-faran-3-y1)-amide, 2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-
pyrazole-3-carboxylic acid (tetra-hydro-pyran-4-y1)-amide,
2-Methy1-5-(5-methy1-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid amide,
2-Methy1-5-(5-methy1-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide,
2-Methy1-5-(5-methy1-3- phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
N,N'-dimethyl-hydrazide, 5-[3- 10
(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
N',N1-dimethyl-hydrazide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4-ylmethoxy1-2-methyl2H-pyrazole-3-carboxylic acid
piperidin-1-ylamide, 543-(4-Fluoro-pheny0-5-methyl-isoxazol-
4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide,
543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazole-3-carboxylic acid
pyrrolidin-1- 15 ylamide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-214-pyrazole-3- carboxylic acid
isopropylamide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-
methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4-Fluoro-pheny1)-5-
methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid amide,
543-(4-Fluoropheny1)-5-methy1-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3-carboxylic acid
(2-hydroxy- 20 1,1-dimethyl-ethyl)-amide,
513-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid
((5)-2,2,2-trifluoro-l-methyl-ethyl)-amide,
543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-
trifluoro-ethyl)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4-ylmethoxy]-2-methy1-2H- 



pyrazole-3-carboxylic acid (3-methyl-oxetan-3-y1)-amide, 543-(4-Fluoro-pheny0-5-methyl- 25
isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazo1e-3-carb0xylic acid
(3,3,3-trifluoro-2-hydroxypropy1)-amide,
543-(4-Fluoro-pheny0-5-methyt-isoxazol-4-ylmeth0xy]-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-hydroxy-cyclopropy1methyl)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid 30
(2-hydroxy-ethyl)-amide,
543-(4-Fluoro-pheny1)-5-methyt-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(1-methyl-1H-pyrazol-3-y1)-amide,
543-(4-Fluoro-pheny0-5-methylisoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(2-acetylamino-ethyl)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(3-hydroxy-2,2-dimethy1-propy1)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4- 35
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-2-methyl-propy1)-amide, 543-
(4-Fluoro-phcny1)-5-methyl-isoxazol-4-ylrncthoxy1-2-methy1-2H-pyrazole-3-carboxylic acid
((S)-3,3,3-trifluoro-2-hydroxy-propy1)-amide, 543-(4-F1uoro-pheny0-5-methyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((R)-3,3,3-trifluoro-2-hydroxy-propy1)- amide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yl-methoxy]-2-methyl-2H-pyrazole-3-  WO
2010/127975PCT/EP2010/055694 -27- carboxylic acid ((R)-1-hydroxymethyl-propy1)-amide,
543-(4-Fluoro-pheny1)-5-methylisoxazo1-4-y1methoxyl-2-methy1-2H-pyrazo1e-3-carboxylic acid
((5)-1-hydroxymethyl-propyl)- amide,
{543-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-y11-(3-
hydroxy-azetidin-l-y1)-methanone, 543-(4-F1uoro-pheny1)-5-methyl4soxazo1-4-y1methoxy]-2- 5
methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yI)-amide, 543-(4-Fluoro-pheny1)-5-
methyl-isoxazol-4-ylinethoxyl-2-methyl-2H-Pyrazole-3-car-boxylic acid ((I
R,2R)-2-hydroxycyclopenty1)-arnide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid (0
S,28)-2-hydroxy-cyclopenty1)-amide, 543-(4-F1uoro-pheny1)-5-
methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid ((R)-2-hydroxy-1- 10
methyl-ethyl)-amide, 5-13-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-
pyrazole-3-carboxylic acid ((8)-2-hydroxy-l-methyl-ethyl)-amide, 1513-(4-Fluoro-pheny1)-5-
methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazol-3-y11--(2-oxa-6-aza-spiro[3.31-hept-6-y1)-
methanone, 2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazo1-4-ylmethoxy)-2H-pyrazole-3- carboxylic
acid isopropylamide, 2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)- 15
2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yI)-amide, 2-Methy1-5-(5-methy1-3-pyridin-
2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid ((8)-2-hydroxy-l-methyl-ethyl)- amide,
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3- carboxylic acid
(tetrahydro-furan-3-y1)-amide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-
4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide, 5-[3-(5- 



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-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide,
5-(3-Buty1-5-methylisoxazol-4-ylmethoxy)-2-methyl-2H-Pyrazole-3-carboxylic acid
(2-hydroxy-ethyl)-arnide, 543-
Buty1-5-methyl-isoxazo1-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid iso- 25 propylamide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-inethyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-methyl-ethyl)-amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methyl2H-pyrazole-3-carboxylic acid
(tetra-hydro-pyran-4-yI)-amide, 5-(3-Buty1-5-methyl-isoxazol-4-
ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (tetra-hydro-furan-3-yI)-amide,
2-Methyl545-methy1-3-(tetrahydro-pyran-4-y1)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
30 (tetrahydro-pyran-4-y1)-amide, 543-(4-F1uoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-yI)-amide, 543-(4-Fluoro-pheny1)-
5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid isopropylarnide,
513-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazolc-3-car-boxylic acid
amide, 543-(4-F1uoro-pheny1)-5-hydroxymethy1-isoxazol-4- 35
y1methoxy]-2-methy1-2H-pyrazolc-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 54344-
Fluoro-phcny1)-5-hydroxymethyl-isoxazol-4-ylincthoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(2,2,3,3,3-pentafluoro-propyl)-amide, 513-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (1 -methyl-543-
(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-mcthy1-2H-pyrazole-3-carboxylic  WO
2010/127975PCT/EP2010/055694 -28- acid (tetra-hydro-furan-3-y1)-amide,
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazo1-4- ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic
acid (3-methyl-oxetan-3-y1)-amide, {543-(4-
Fluoro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazol-3-y11-(2-oxa-6-
aza-spiro[3.3Thept-6-y1)-methanone, 513-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4- 5
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid isopropylamide, 543-(4-Chloro-pheny1)-5-
hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydropyran-4-y0-amide,
543-(4-Ch1oro-pheny0-5-hydroxyrnethyl-isoxazol-4-ylmethoxy]-2-methy1- 2H-pyrazole-3-carboxylic
acid amide, 543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-[3-(4- 10
Chloro-phenyl)-5 - hydro xymethyl-isoxazo 1-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxyl ic acid
(2,2,3,3,3-pentafluoro-propy1)-amide, 5-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid cyclopropylamide, 543-(4-Chloro-pheny1)-
5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((S)-2,2,2-
trifluoro-l-methyl-ethyl)-amide, 543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-yl- 15
methoxy}-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-1,1-dimethyl-ethyl)-amide, 543-
(4-Chloro-pheny1)-5-hydroxyrnethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(3-inethyl-oxetan-3-y1)-amide, (543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methy1-2H-pyrazol-3-y1)-(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone, 543-(4-
Chloro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic 20 acid
(tetrahydro-furan-3-y1)-amide, {543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methyl-2H-pyrazol-3-yll-(4,4-difluoro-piperidin-l-y1)-methanone, 5-(3-Buty1-5-
hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-
ethyl)-amide, 5-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3- carboxylic
acid cyclobutylamide, 1-Methy1-5-(5-methy1-3-pyridin-2-yl-iso xazol-4-ylmethoxy)- 25
1H-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide, 1-Methy1-5-(5-methy1-3-
pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid isopropylamide, 1-Methy1-5-
(5-methy1-3-pyridin-2-yl-isoxazo1-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydropyran-4-y1)-amide,
5-[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-1-methyl-1Hpyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide, 5-[(E)-2-(5-Methyl-3-phenyl- 30
isoxazol-4-y1)-vinyl]-2H-pyrazole-3-carboxylic acid iso-propylamide and 5-[(Z)-2-(5-Methyl-3-
phenyl-isoxazol-4-y1)-viny11-2H-pyrazole-3-carboxylic acid iso-propylamide, 



or pharmaceutically acceptable salts or esters thereof.     One certain embodiment of the invention
provides compounds of formula I selected from the group consisting of
355-(5-Methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid isopropylamide,
5-(5-Methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic  WO
2010/127975PCT/EP2010/055694 -29- acid (tetrahydro-pyran-4-yI)-amide and
5-(5-Methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-114- pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide, or pharmaceutically acceptable salts or esters thereof.         One
certain embodiment of the invention provides compounds of formula I selected from 5 the group
consisting of      1-Methy1-5-(5-methy1-3-pyridin-2-yl-isox azol-4-ylmethoxy)-1H-pyrazole-3-carboxylic
acid ((S)-2-hydroxy-1-rnethyl-ethyl)-amide,
1-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid
isopropylamide, 1-Methy1-5-(5-methy1-3-pyridin-2-y1isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-yI)-amide and 5-[3- 10 (5-Fluoro-pyridin-2-y1)-5-methyl-iso
xazol-4-Mmethoxy]-1-methy1-111-pyrazole-3-carboxylic acid ((S)-2-hydroxy-1-methyl-ethyl)-amide, or
pharmaceutically acceptable salts or esters thereof.     One certain embodiment of the invention
provides compounds of formula 1 selected from the group consisting of
15(R)-343-Buty1-5-methylisoxazol-4-yl)methoxy)-N-(tetrahydrof1ran-3-y1)-1H-pyrazole-5-
carboxamide,
(S)-3-((3-Buty1-5-methylisoxazo1-4-yHmethoxy)-N-(tetrahydrofuran-3-y0-1Hpyrazole-5-carboxamide,
[5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-y1]- morpholin-4-yl-methanone,
[5-(5-Methyl-3-phenyl-isoxazo 1-4-ylmethoxy)-2H-pyrazo1-3-yl] - morpholin-4-yl-methanone,
5-(3-Buty1-5-methy1-isoxazol-4-ylmethoxy)-2H-pyrazole-3- 20 carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H- pyrazole-3-carboxylic
acid ((S)-2-hydroxy-1 -methyl-ethyl)-amide, 5-(3-Buty1-5-methyl-
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-yI)-amide, 543-
Buty1-5-methyl-isoxazol-4-ylmethoxy)-211-pyrazole-3-carboxylic acid (2-hydroxy-1-
hydroxyrnethyl-ethyl)-amide, 5-(3-Butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- 



25 carboxylic acid ((R)-2-hydroxy-1-methyl-ethyl)-amide, 5-(3-Buty1-5-methyl-isoxazo1-4-
ylmethoxy)-2H-pyrazole-3-carboxYlic acid (2,2,2-trifluoro-ethyl)-amide,
5-(3-Buty1-5-methylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide,
5-(3-Buty1-5-methylisoxazo1-4-ylmethoxy)-2H-Pyrazo1e-3-carb0xYlic acid (2-hydroxy-ethyl)-amide,
5-(3-Butyl-5- acid (2,2-dimethyl-tetrahydro-pyran-4- 30 y1)-amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid N',N'- dimethyl-hydrazide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid pyrrolidin-1-ylamide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid piperidin-l-ylamide, 35
3-carboxylic 3-carboxylic acid isopropylamidc,
5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-  WO 2010/127975PCT/EP2010/055694
-30- carboxylic acid (tetrahydro-pyran-4-yI)-amide, 5-(5-Methy1-3-phenyl-isoxazo1-4-ylmethoxy)-
2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)-amide, 5-(5-Methyl-3-phenyl-iso xazol-4-
ylmethoxy)-2H-pyrazo le-3-carboxylic acid N',N'-dimethyl-hydrazide,
5-(5-Methy1-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (2-hydroxy-ethyl)-amide,
5-(5-Methyl-3- 5 phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid amide,
543-(4-Fluoro-pheny1)-5- methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide, 54344- Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic
acid piperidin-lylamide,
5[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
pyrrolidin-l-ylamide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H- 10
pyrazole-3-carboxylic acid N',N1-dimethyl-hydrazide,
543-(4-Fluoro-pheny1)-5-methylrisoxazol4-ylmethoxyl-2H-pyrazole-3-carboxylic acid isopropylamide,
543-(4-Fluoro-pheny1)-5-methylisoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 54345-
Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2H-pyrazole-3-carboxylic acid (2,2,2-
trifluoro-ethyl)-amide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H- 15
pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)-amide, 543-(5-Fluoro-pyridin-2-y1)-5-
methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid tert-butylamide,
543-(5-Fluoropyridin-2-y1)-5-methyl-isoxazo1-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid (2-hydroxy-
ethyp-amide, 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3- carboxylic
acid isopropyl-amide, 5-13-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl- 20
2H-pyrazole-3-carboxylic acid N',N'-dimethyl-hydrazide,
543-(5-Fluoro-pyridin-2-y1)-5-methylisoxazo1-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
morpholin-4-ylamide,
543-(5-Fluoropyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
pyrrolidin-lylamide and 543-(5-Fluoro-pyridin-2-y1)-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic
acid morpholin-4-ylamide, 25or pharmaceutically acceptable salts or esters thereof     One certain
embodiment of the invention provides compounds of formula I selected from the group consisting of
(543-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3- yll -(2-o
xa-6-aza-spiro [3 .3]hept-6-y1)-methanone, {543-(4-Chloro-pheny1)-5-hydroxymethyl- 30
isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-yll -(4,4-difluoro-piperidin-1-y1)-methanone, (5-
[3-(4-Fluoro-pheny1)-5-hydro xymethyl-iso xazol-4-ylmetho xy]-2-methy1-2H-pyrazol-3-yll -(2-
oxa-6-aza-spiro[3.3]hept-6-y1)-methanone,
{543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazol-3-yfl-(3-hydroxy-azetidin
-1-y1)-methanonc,
{543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazol-3-y11-(2-oxa-6-aza-spiro[
3.31- 35 hept-6-yI)-methanone, 2-Methy1-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-
carboxylic acid (2-hydroxy-ethyl)-amide, 2-Methy1-5-(5-methy1-3-phenyl-isoxazo1-4- 



ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)-amide, 2-Methyl-5-(5-  WO
2010/127975PCT/EP2010/055694 -31-
methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)- amide,
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid amide,
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid isopropyl amide,
2-Methy1-5-(5-methy1-3-phenyl-isoxazo1-4-ylmethoxy)-2H-pyrazole-3- 5 carboxylic acid
N',1\P-dimethyl-hydrazide, 2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid isopropylamide, 2-Methy1-5-(5-methyl-3-pyridin-2-
yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y0-amide, 2-
Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid ((S)-
2-hydroxy-l-methyl-ethyl)-amide, 2-Methy1-545-methy1-3-(tetrahydro-pyran-4-y1)-isoxaz01-4- 10
ylmethoxy]-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 5-(3-Buty1-5-
hydroxymethyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-
ethyl)-amide, 5-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazote-3- carboxylic
acid cyclobutylamide, 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2Hpyrazole-3-car-boxylic
acid (2-hydroxy-ethyl)-amide, 5-(3-Buty1-5-methyl-isoxazot-4- 15
ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid isopropylamide,
5-(3-Buty1-5-methylisoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1-methyl-ethyl)- amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazolt-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2Hpyrazole-3-carboxylic acid
(tetra-hydro-furan-3-y1)-arnide, 543-(4-Chloro-pheny1)-5- 20
hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid isopropylamide,
543-(4-Chloro-pheny1)-5-hydroxy-methyl-isoxazo1-4-ylmethoxy]-2-methyl-2H-pyrazole-3- carboxylic
acid (tetrahydro-pyran-4-y1)-amide,
543-(4-Chloro-pheny1)-5-hydroxymethylisoxazo1-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
amide, 543-(4-Ch1oro-pheny1)-
5-hydroxymethyl-isoxazo1-4-y1methoxy]-2-methy1-2H-pyrazole-3-carboxy1ic acid (2,2,2- 25
trifluoro-ethyl)-amide, 543-(4-Chloro-pheny0-5-hydroxymethyhisoxazo1-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid (2,2,3,3,3-pentafluoro-propy0-amide, 543-(4-Chloro-
pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
cyclopropylamide, 543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-
2H-pyrazole-3-carboxylic acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide, 5-[3-(4-Chloro- 30
pheny0-5-hydroxymethyl-isoxazo1-4-yl-methoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (2-
hydroxy-1,1-dimethyl-ethyl)-amide, 5-(3-(4-Ch1oro-pheny0-5-hydroxymethy1-isoxazo1-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (3-methyl-oxetan-3-y1)-amide, 54344-
Chloro-pheny0-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-y1)-amide, 513-(4-Fluoro-pheny0-5-hydroxymethy1-isoxazol-4- 35
ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4-
Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
isopropylamide, 543-(4-Fluoro-pheny0-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-2-methy1-
2H-pyrazole-3-carboxylic acid amide, 5[3-(4-Fluoro-pheny0-5-hydroxymethyl-isoxazol-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-ethyl)-amide, 5-[3-(4-  WO
2010/127975PCT/EP2010/055694 -32- 



Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-211-pyrazole-3-carboxylic acid
(2,2,3,3,3-pentafluoro-propy1)-amide, 543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid (1-methy1-1H-pyrazol-3-y1)-amide, 543-
(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazole-3-carboxylic 5 acid
(tetrahydro-furan-3-y1)-amide, 543-(4-Fluoro-pheny0-5-hydroxymethyl-isoxazo1-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (3-methyl-oxetan-3-y1)-amide, 54344-
Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazolc-3-carboxylic acid N',N'-
dimethyl-hydrazide,
5[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-meth31-2Hpyrazole-3-carboxylic acid
piperidin-l-ylamide, 543-(4-F1uoro-pheny0-5-methy1-isoxazo1-4- 10
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid morpholin-4-ylamide,
513-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
pyrrolidin-1- ylamide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-Pyrazole-3-
carboxylic acid isopropylamide, 543-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4-Fluoro-pheny1)-5- 15
methy1-isoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole-3-car-b0xylic acid amide,
543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazole-3-carboxylic acid
(2-hydroxy1,1-dimethyl-ethyl)-amide,
543-(4-F1uoro-pheny1)-5-methyl-isoxazo1-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid
((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide,
543-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2-
20 trifluoro-ethyl)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4-ylmethoxy1-2-methyl-2H-
pyrazole-3-carboxylic acid (3-methyl-oxetan-3-y1)-amide,
543-(4-Fluoro-pheny1)-5-methylisoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(3,3,3-trifluoro-2-hydroxypropy1)-amide,
543-(4-Fluoro-pheny0-5-methyl-isoxazo1-4-yhmethoxy]-2-methyl-2H-Pyrazole3-carboxylic acid
(2-methoxy-ethyl)-amide, 543-(4-Fluoro-phenyl)-5-methyl-isoxazo1-4- 25
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (1-hydroxy-cyclopropylmethyl)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-ethyl)-amide,
5-[3-(4-Fhtoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(1-methyl-1H-pyrazol-3-y1)-amide,
543-(4-Fluoro-pheny1)-5-methylisoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(2-acetylamino-ethyl)-amide, 5- 30
[3-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(3-hydroxy-2,2-dimethyl-propy1)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
yimethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (2-hydroxy-2-methyl-propy0-amide, 543-
(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-Pyrazolc-3-carboxylic acid ((S or
R)-3,3,3-trifluoro-2-hydroxy-propy1)-amide, 543-(4-Fluoro-pheny0-5-methyl-isoxazol-4- 35
ylmethoxy1-2-methyl-2H-pyrazole-3-carboxylic acid ((R or S)-3,3,3-trifluoro-2-hydroxypropy1)-amide,
543-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazole3-carboxylic acid ((R or
5)-1-hydroxymethyl-propy1)-amide,
5-[3-(4-Fluoro-pheny0-5-methylisoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid ((S or
R)-1-hydroxymethylpropy1)-amide,
5[3-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-Pyrazole-  WO
20101127975PCT1EP20101055694 -33- 3-carboxylic acid (tetrahydro-furan-3-yI)-amide,
513-(4-Fluoro-pheny1)-5-methyl-isoxazol-4- y1methoxy]-2-methy1-2H-pyrazo1e-3-carb0xylic acid
(1R,2R)-2-hydroxy-cyc1openty1)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yl-methoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
((1S,2S)-2-hydroxy-cyclopentyI)-amide, 5[3-(4-F1uoro-pheny1)-5-methy1-isoxazol-4- 5
ylmethoxy]-2-methy1-2H-pyrazole-3-carb0xy11c acid ((1S,2S)-2-hydroxy-cyc1openty1)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yl-methoxyl-2-methyl-2H-Pyrazole-3-carboxylic acid
((lR,2R)-2-hydroxy-cyclopentyI)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxaz0l-4-
y1methoxy1-2-methyl-2H-Pyrazole-3-carb0xylic acid ((R)-2-hydroxy-1-methyl-ethyl)-amide, 5-
[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid 1.0
((S)-2-hydroxy- 1 -methyl-ethyl)-amide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-
2-methy1-2H-pyrazole-3-carboxylic acid ((R)-2-hydroxy-1-methyl-ethyl)-amide,
5-13-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid
((S)-2- hydroxy-l-methyl-ethyl)-amide , 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-
2-methy1-2H-pyrazole-3-carboxylic acid (tetra-hydro-furan-3-ye-amide, 5-[3-(5-Fluoro-pyridin- 15
2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid N',N'-dimethyl-
hydrazide, 



3-carboxylic acid acid (2-hydroxy-ethyl)-amide and
5[3-(5-F1uoro-pyridin-2-y1)-5-methy1-isoxaz0l4-y1methoxy]-2-methy1-2H-Pyrazole-3-carb0xylic acid
(tetrahydro-pyran-4-y1)-amide, or pharmaceutically acceptable salts or esters thereof 20One certain
embodiment of the invention provides compounds of formula I selected from the group consisting of
I543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-y11-
(2-oxa-6-aza-spiro[3.3]hePt-6-371)-methanone,
{543-(4-Fluoro-pheny1)-5-methy1-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-y11-(2-oxa-6-aza-spir
o[3.3]hept-6-y1)-methanone, 2-Methy1-5- 25
(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid (tetrahydro-pyran-4-
y1)-amide, 2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide,
5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 543-(4-
Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-Pyrazole-3-carboxylie 30 acid
(3-methyl-oxetan-3-y1)-amide, 543-(4-Chloro-pheny1)-5-hydroxymethyl-is0xaz0l-4-
ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)-amide, 543-(4-
Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yI)-amide, 543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-
ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid isopropylamide, 543-(4-Fluoro-pheny1)-5- 35
hydroxymethyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-
furan-3-y1)-amide,
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-371methoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
morpholin-4-ylamide, 5-13-(4-Fluoro-pheny0-5-methy1-isoxazol-4-  WO
2010/127975PCT/EP2010/055694 -34- ylmethoxy]-2-methy1-2H-pyrazole-3-earboxylic acid
(tetrahydro-pyran-4-yI)-amide and 54345-
Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yI)-amide or pharmaceutically acceptable salts or esters thereof 5 One certain
embodiment of the invention is
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide.     One certain embodiment of the invention provides compounds of
formula I selected from the group consisting of
5-[(E)-2-(5-Methy1-3-phenyl-isoxazol-4-y1)-viny11-2H-pyrazole-3-carboxylic acid iso10 propylamide
and 5-[(Z)-2-(5-Methyl-3-phenyl-isoxazol-4-y1)-viny1]-2H-pyrazole-3-carboxylic acid iso-propylamide,
or phaiuiaceuticafly acceptable salts or esters thereof.     One certain embodiment of the invention
provides compounds of formula I selected from the group consisting of 155-
([3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino)-2H-pyrazole-3-carboxylic 



acid (2-hydroxy-2-methyl-propyI)-amide, 5- { [3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylmethyl]-amino}-2H-pyrazole-3-carboxylic acid amide, 5-
f[3-(4-Fluoro-pheny1)-5-methylisoxazol-4-ylmethyl]-aminol-2H-pyrazole-3-carboxylic acid
isopropylamide, 5-
f[3-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethyl]-aminoI-2H-pyrazole-3-carboxylic acid ethylamide,
5- 20 {[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyl]-aminol-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 5- [3-(4-Fluoro-pheny1)-5-methyl-isoxazo 1-4-ylmethyl]-amino I -
2H-pyrazo le-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, and (5-
{[3-(4-Fluoropheny1)-5-methyl-isoxazol-4-ylmethyl]-amino
I-2H-pyrazol-3-34)-(2-oxa-6-aza-spiro[3.3]hept-6- yI)-methanone, 25or 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 -pheny1)-5-methyl-isoxazo
1-4-ylmethyl]-amino } -2-methy1-2H-pyrazo le-3- carboxylic acid (2-hydroxy-2-methyl-propyI)-amide, 5-
([3-(4-Fluoro-pheny1)-5-methyl- 30 isoxazol-4-ylmethyl]-aminol-2-methyl-2H-pyrazole-3-carboxylic acid
amide, 5- f[3-(4-Fluotopheny1)-5-methyl-isoxazol-4-ylmethyl]-amino
-2-methyl-2H-pyrazole-3-carboxylic acid (2,2,2- trifluoro-ethyl)-atnide, 5- {[3-(4-Fluoro
-pheny1)-5-methyl-iso xazol-4-ylmethylkamino -2- methy1-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 5-{[3-(4-Fluoro-pheny1)-  WO 2010/127975PCT/EP20101055694 -35-
5-methyl-isoxazol-4-ylmethylkamino1-2-methy1-2H-pyrazole-3-carboxylic acid
(3-methyloxetan-3-y1)-amide, (5- {[3-(4-Fluoro-pheny1)-5-methyl-isoxazo 1-4-ylmethyl]-amino }
-2-methyl- 2H-pyrazol-3-y1)-(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone, 5-{[3-(4-Fluoro-pheny1)-5-
methyl-iso xazol-4-ylmethy1]-aminol-2-methyl-2H-pyrazole-3-carboxylic acid (2-hydroxy-1- 5
methyl-ethyl)-amide, 5- { [3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkarnino }
-2-methyl2H-pyrazo le-3-carboxylic acid isopropylamide,
N-isopropyl-1-methy1-3-((5-methyl-3-(pyridin2-ypisoxazol-4-y1)methylamino)-1H-pyrazole-5-carboxam
ide, 2-Methyl -5-[(5-methy1-3-pyridin2-yl-isoxazo 1-4-ylmethyl)- amino -2H-pyrazo le-3 - carboxylic
acid (tetrahydro-pyran-4-yI)-amide,
1-methy1-345-methyl-3-(pyridin-2-ypisoxazol-4-yemethylamino)-N-morpho lino -1H-pyrazo le- 10
5-carbo xamide, 1-m ethy1-34(5-methyl-3-(pyridin-2-ypisoxazol-4-yOm eth ylamino)-N-(3- methyl
xetan-3-y1)-1H-pyrazo le-5-carboxamide, 3-((3-(5-fluoropyridin-2-y1)-5-methyliso
xazol4-yl)methylamino)-N-isopropyl-1-methyl-1H-pyrazole-5-carboxamide, 34(3-(5-fluoropyridin-2-
y1)-5 -methyli so x azo 1-4-yl)methylamino 1-1 -methyl-N-(tetrahydro -2H-pyran-4-y1)-1H-pyrazo
le5-carboxamide, N-cyclopropy1-34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4- 15
yOmethylamino)-1-methy1-1H-pyrazo le-5-carbox amide, N-(cyclopropylmethyl)-34(3-(5-
fluoropyridin-2-y1)-5-methylisoxazol-4-yl)methylamino)-1-methyl-1H-pyrazo le-5- carboxamide,
343-(5-fluoropyridin-2-y1)-5-methyliso
xazol-4-yl)methylamino)-1-methyl-N-(3-methyloxetan3-y1)-1H-pyrazole-5-carboxamide, and
(34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4- yl)methylamino)-1-methy1-1H-pyrazol-5-y1)(2-o
xa-6-azaspiro [3 .3]heptan-6-yl)methanone, 20or phaimaceutically 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-pheny1)-5-methyl-isoxazol-4-ylmethylkamino1-2-methy1-2H-pyrazo
le-3- carboxylic acid (2-hydroxy-2-methyl-propy1)-amide, 5- {[3-(4-Fluoro-pheny1)-5-methyl- 25
isoxazol-4-ylmethyl]-amino}-2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)- amide,
5- {[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkamino)-2-methyl-2H-pyrazole3-carboxylic acid
(3-methyl-oxetan-3-yI)-amide,
2-Methy1-5-[(5-methyl-3-pyridin-2-yl-isoxazol4-ylmethyl)-amino]-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide, 1-methy1-3-
((5-methy1-3-(pyridin-2-yl)isoxazol-4-yOmethylamino)-N-morpholino-1H-pyrazole-5- 30 carboxamide,
34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-yOmethylamino)-1-methyl-N(tetrahydro-2H-pyran-4-y1)-
1H-pyrazolc-5-carboxamide, and 3-43-(5-fluoropyridin-2-y1)-5-
methylisoxazol-4-Amethylamino)-1-methyl-N-(3-methyloxctan-3-y1)- I H-pyrazo le-5- carboxamide, 



or pharmaceutically acceptable salts or esters thereof  WO 2010/127975PCT/EP2010/055694 -36-
5-[(E)-2-(5-Methy1-3-phenyl-isoxazol-4-y1)-vinyl]-2H-pyrazole-3-carboxylic acid isopropylamide,
5-[(Z)-2-(5-Methy1-3-phenyl-isoxazol-4-y1)-viny1]-2H-pyrazole-3-carboxylic acid isopropylamide,
(1,1-Dioxo-1,6-thiomorpholin-4-y1)-(5-{(E)-243-(4-fluoro-pheny0-5-
methyl-isoxazol-4-y1]-vinyll-2H-pyrazol-3-y1)-methanone, (5- {(E)-243-(4-Fluoro-pheny1)-5- 5
methyl-isoxazol-4-ylkvinyll-2H-pyrazol-3-y1)-morpholin-4-yl-methanone, 5- {(E)-243-(4-
Eluoro-pheny0-5-methyl-isoxazol-4-ylkvinyll-2H-pyrazole-3-carboxylic acid (2,2,2-trifluoro-
ethyD-amide, 5- {(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyll-2H-pyrazole-3- carboxylic
acid isopropylamide, 5-f(E)-243-(4-F1uoro-pheny1)-5-methyl-isoxazo1-4-ylkviny1)-
2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, (5-{(E)-243-(4-Fluoro-pheny1)-5- 10
methyl-isoxazol-4-ylkvinyll-2H-pyrazol-3-y0-(2-oxa-6-aza-sPiro [3 .3Thept-6-y1)-methanone, 5-
{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-)4]-vinyll-2H-pyrazole-3-carboxylic acid (2-
hydroxy-1,1-dimethyl-ethyp-amide, 5- {(E)-243-(4-Eluoro-pheny1)-5-methyl-isoxazol-4-y11-
vinyll-2H-pyrazole-3-carboxylic acid (2-hydroxy-l-methyl-ethyl)-amide, 5-{(E)-2-[3-(4-
Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyll-2H-Pyrazole-3-carboxylic acid (2-hydroxy-2- 15
methyl-propyI)-amide, 5- [(E)-243-(4-F1uoro-pheny1)-5-methy1-isoxazo1-4-ylkvinyll -214-
pyrazole-3-carboxylic acid ethylamide, and 5- {(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-
ylkvinyll-2H-pyrazole-3-carboxylic acid amide, or pharmaceutically acceptable salts or esters thereof.
One certain embodiment of the invention provides corn pounds of formula I selected from 20 the group
consisting of     5- {(Z)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyll-2-methyl-2H-pyrazole-3-
carboxylic acid isopropylamide, 5-{(Z)-243-(4-Fluoro-pheny0-5-methy1-isoxazo1-4-y11-vinyll-
2-methy1-2H-pyrazole-3-carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide, 5-{(E)-2-13-(4-
Fluoro-pheny0-5-methyl-isoxazo1-4-y11-vinyll-2-methyl-2H-pyrazole-3-carboxylic acid 25 isopropyl
amid e, 5- {(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-Y11-vinyll
-2-methy1-2Hpyrazole-3-carboxylic acid ethylamide,
5-{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-34]- vinyll-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propy0-amide, 5-{(E)-2- [3-(4-Fluoro-pheny1)-5-methyl-isoxazo1-4-yl]
-vinyll-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y0-amide, 5-
{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vinyll-2- 30 methyl-2H-pyrazole-3-carboxylic acid
amide, (1,1-Dioxo-1,6-thiornorpho1in-4-y1)-(5-{(E)-243-
(4-fluoro-pheny0-5-methyl-isoxazol-4-ylkvi11yll-2-methyl-2H-Pyrazol-3-y1)-methanone, 5-
{(E)-213-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-viny1)-2-methy1-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide, (5-{(E)-243-(4-Fluoro-pheny0-5-methyl-isoxazol-4-y11-
viny11-2-methyl-2H-pyrazol-3-y1)-morpholin-4-yl-methanone, 5-{(E)-243-(4-Fluoro-pheny1)-5- 



35 methyl-isoxazol-4-ylkvinyll-2-methyl-214-pyrazole-3-carboxylic acid
(2-hydroxy-1-methylethyD-amide, (5- l (E)-2-13-(4-Fluoro-pheny1)-5-methyl-iso -vinyl}
-2-methy1-2Hpyrazol-3-y1)-(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone, and
5-1(E)-243-(4-Fluoro-pheny1)-  WO 2010/127975PCT/EP2010/055694 -37-
5-methyl-isoxazol-4-y11-vinyll-2-methy1-2H-pyrazole-3-carboxylic acid (2-hydroxy-1,1-
dimethyl-ethyl)-amide, or pharmaceutically acceptable salts or esters thereof.         One certain
embodiment of the invention provides compounds of formula I selected from 5 the group consisting of
2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yI)-amide, 543-(4-Fluoro-pheny1)-5-methy1-isoxazol-4-y1methoxy]-2-
methyl-2H-pyrazole-3-earboxylic acid morpholin-4-ylamide,
543-(4-Fluoro-pheny1)-5-methylisoxazol-4-y1methoxyl-2-methyl-2H-pyrazo1e-3-earboxylie acid
(tetrahydro-pyran-4-yI)-amide, 10
{543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazol-3-yll -(2-o xa-6-
aza-spiro[3.3lhept-6-y1)-methanone, 2-Methy1-5-(5-methy1-3-pyridin-2-3/1-isoxazol-4-
ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide,
543-(5-Fluoropyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-2-methy1-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-yI)-amide, 543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl- 15
2-methyl-2H-pyrazole-3-earboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4-Fluoro-pheny1)-
5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid isopropylamide,
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(tetrahydro-furan-3-yI)-amide, 543-(4-Chloro-pheny1)-5-
hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid (tetrahydro- 20
pyran-4-y1)-amide,
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid
(3-methyl-oxetan-3-y1)-amide, {543-(4-Chloro-pheny1)-5-
hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazol-3-y1}-(2-oxa-6-aza-spiro[3.3]hept6-y1)-met
hanone, 543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methy1-
2H-pyrazole-3-carboxylic acid (tetrahydro-furan-3-y1)-amide, 5- f[3-(4-Fluoro-pheny1)-5- 25
methyl-isoxazol-4-ylmethyThamino } -2-methy1-2H-pyrazole-3-carboxylic acid (2-hydroxy-2-
methyl-propy1)-amide, 5- U3-(4-Fluoro-pheny1)-5-methy1-isoxazol-4-y1methylkar1ino} -2-
methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 5- {[3-(4-Fluoro-phenyI)-
5-methyl-isoxazo1-4-ylmethylkamino } -2-methyl-2H-pyrazole-3-carboxylic acid
(3-methyloxetan-3-y1)-amide, 2-Methy1-5-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-amino1-2H-
30 pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide, 1-methy1-3-45-methyl-3-(pyridin-2-
ypisoxazol-4-yemethylamino)-N-morpholino-1H-pyrazolc-5-carboxamide, 34(345-
fluoropyridin-2-y1)-5-methyliso xazol-4-yemethylamino)-1-methyl-N-(tetrahydro-2H-pyran-4-
y1)-1H-pyrazole-5-carboxamide, 34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-
yOmethylamino)-1-methyl-N-(3-methyloxetan-3-y1)-1H-pyrazole-5-carboxamide,  WO
2010/127975PCT/EP2010/055694 -38-     One certain embodiment of the invention is a process for
preparing a compound of formula I as defined herewithin, which process comprises reacting a
compound of formula III to a compound of formula IV, which then reacts with a compound of formula II
to a compound of formula I, or, alternatively, a compound of Cot mula III reacts with a compound of
formula II to a 



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 I, which process comprises reacting a compound of formula feR4NH (II) with a compound of
10 formula III,  Ill     wherein any residues and variables 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 medicament.     One certain
embodiment of the invention is a compound as described here within for the use as therapeutically
active substance. 5One certain embodiment of the invention is a compound as described herewithin
for the use for the therapeutic and/or prophylactic treatment of a disorder or condition mediated by the
GABA A ct5 receptor, or that can be treated via modulation of the GABA A a5 receptor.        One
certain embodiment of the invention is a compound as described herewithin for the use as
therapeutically active substance for the therapeutic and/or prophylactic treatment of 10 diseases and
disorders related to the GABA A a5 receptor.     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, chronic 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 disease, restless leg syndrome, cognition
20 deficiency disorders, multi-infarct dementia, mood disorders, depression, neuropsychiatric
conditions, psychosis, attention-deficit/hyperactivity disorder, neuropathic pain, stroke and attentional
disorders or for use as cognitive enhancers. 



One certain embodiment of the invention is a medicament, comprising a compound as described
herewithin. 25One 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 hcrewithin for the therapeutic
and/or prophylactic treatment of a disorder 30 or condition mediated by the GABA A co receptor, or
that can be treated via modulation of the GABA A a5 receptor.  WO
2010/127975PCTTEP2010/055694 -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
pharmaceutical composition, comprising a compound as described herewithin for the therapeutic
and/or prophylactic treatment of acute 5 neurological disorders, chronic neurological disorders,
cognitive disorders, Alzheimer's disease, memory deficits, schizophrenia, positive, negative and/or
cognitive symptoms associated with schizophrenia, bipolar disorders, autism, Down syndrome,
neurofibromatosis type I, sleep disorders, disorders of circadian rhythms, amyotrophic lateral sclerosis
(ALS), dementia caused by AIDS, psychotic disorders, substance-induced psychotic disorder, anxiety
disorders, 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. 15One 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 a5
receptor, or that can be treated via modulation of the GABA A a5 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 to the GABA A a5 receptor.
One certain embodiment of the invention is the use of a compound as described herewithin for the
manufacture of a medicament for the therapeutic and/or prophylactic treatment of acute neurological
disorders, chronic neurological disorders, cognitive disorders, Alzheimer's disease, 25 memory
deficits, schizophrenia, positive, negative and/or cognitive symptoms associated with schizophrenia,
bipolar disorders, autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders of
circadian rhythms, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic disorders,
substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder, panic disorder,
delusional disorder, obsessive/compulsive 30 disorders, acute stress disorder, drug addictions,
movement disorders, Parkinson's 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.       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 GA.BA A a5 receptor, or that can be treated via modulation of the GABA A a5
receptor.  WO 2010/127975PCTTEP2010/055694 



-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, cognitive disorders, Alzheimer's disease, memory deficits, schizophrenia, positive, negative
and/or cognitive symptoms associated with schizophrenia, 5 bipolar disorders, autism, Down
syndrome, neurofibromatosis type I, sleep disorders, disorders of circadian rhythms, amyotrophic
lateral sclerosis (ALS), dementia caused by AIDS, psychotic disorders, substance-induced psychotic
disorder, anxiety disorders, generalized anxiety disorder, panic disorder, delusional disorder,
obsessive/compulsive disorders, acute stress disorder, drug addictions, movement disorders,
Parkinson's disease, restless leg syndrome, cognition 10 deficiency disorders, multi-infarct dementia,
mood disorders, depression, neuropsychiatric conditions, psychosis, attention-deficit/hyperactivity
disorder, neuropathic pain, stroke and attentional disorders or for use as cognitive enhancers.      One
certain embodiment of the invention is a method for the therapeutic and/or prophylactic treatment of a
disorder or condition mediated by the GABA A cc5 receptor, or that 15 can be treated via modulation
of the GABA A a5 receptor, particularly for the therapeutic and/or prophylactic treatment of acute
neurological disorders, chronic neurological disorders,, cognitive disorders, Alzheimer's disease,
memory deficits, schizophrenia, positive, negative and/or cognitive symptoms associated with
schizophrenia, bipolar disorders, autism, Down syndrome, neurofibromatosis type 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, 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- 25 deficit/hyperactivity disorder, neuropathic pain, stroke and attentional disorders or for use
as cognitive enhancers, which method comprises administering a compound as described herewithin
to a human being or animal. One certain embodiment of the invention is a method for the therapeutic
and/or prophylactic treatment of a disorder or condition related to the GABA A a5 receptor, 30
particularly for the therapeutic and/or prophylactic treatment of acute neurological disorders, chronic
neurological disorders, cognitive disorders, Alzheimer's disease, memory deficits, schizophrenia,
positive, negative and/or cognitive symptoms associated with schizophrenia, bipolar disorders, autism,
Down syndrome, neurofibromatosis type I, sleep disorders, disorders of circadian rhythms,
amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic 35 disorders,
substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder, panic disorder,
delusional disorder, obsessive/compulsive disorders, acute stress disorder, drug addictions,
movement disorders, Parkinson's disease, restless leg syndrome, cognition deficiency disorders,
multi-infarct dementia, mood disorders, depression, neuropsychiatric  WO
2010/127975PCT/EP2010/055694 



-42- conditions, psychosis, attention-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. 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 founula T 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 1 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 NOH
0N 11II  H Rl'H RI' -CI 123 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 foimula 5 in the presence of a suitable base, such as triethylamine, 25 in a
suitable solvent, such as dicthylether.  WO 2010/127975PCT/EP2010/055694 



-43-    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      u-1) a hydrolytic agent such as NaOH
or Li01-1 in a suitable solvent such as THE, Me0H or Et0H, 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 ethylchloroformate in the presence of sodium borohydride in a suitable 10 solvent such as
THF or water.  78 Scheme 3: Synthesis of intermediates 8  WO 2010/127975PCT/EP2910/055694
-44- C-2) A compound of formula 8 is further reacting with a compound of formula 9 in the presence of
triphenylphosphine and diethyl azodicarboxylate (or diispropyl azodicarboxylate), in a suitable solvent,
such as THF, to give a 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 DA4F to give
a compound of formula 1 L    Scheme 4: Synthesis of intermediates 11 



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 of formula 12, followed by reacting a compound of formula 12 with a reducing 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 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.
WO 2010/127975PCT/EP2010/055694 -45-    Me02C 15 Scheme 6: Synthesis of intermediates 15
D-3) A compound of formula 15 can react further with        i-1) an oxidizing agent such as
osmium(VIII)-oxide and sodium metaperiodate in the 5 presence of benzyltriethylammonium chloride
in the presence of a suitable solvent such as tertbutanol, dioxane and water at elevated temperatures
to give a compound of formula 16,      i-2) followed by reacting a compound of formula 16 with a
reducing agent, such as sodium 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-a 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.  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.
Me02C 17  Scheme 8: Synthesis of intermediates 19   E) A compound of formula 20 can be reacted
with a compound of fotinula 8 in the presence of 10 triphenylphosphine and diethyl-azodicarboxylate
(or diispropyl-azodicarboxylate), in a suitable solvent, such as THE to give a compound of formula 21.
WO 2010/127975PCT/EP2010/055694 -47-    8 20 21 



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 solvent such as DCM, which 5 can be converted to a compound of formula 23 by reaction with
tetrabromomethane in the presence of triphenylphosphine. A compound of formula 23, upon treatment
with isopropylmagnesium chloride in a suitable solvent 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 reaction of compound of formula 25 with iodine in 10 a suitable
solvent such as chloroform to give a compound of formula 26.   8 22 23   262524 Scheme 10:
Synthesis of intermediates 26    F-2) A compound of formula 26 can be reacted with a compound of
formula 27 in the presence of lithium chloride, coppero) iodide and tetrakis(triphenylphosphonium)
palladium(0) in a 15 suitable solvent such as THF to give a compound of formula 28.  WO
2010/127975PCT/EP2010/055694 -48-  Me02C 262728 



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
triphenylphosphine to the respective 5 phosphonium salt of formula 40. A compound of formula 40 can
then react with a compound of formula 41 (41-1 or 41-2), which was prepared according to scheme 12,
under presence of a strong non-nucleophilic base such 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 by an activation agent such as EDCI to give a compound of formula 43.  WO
2010/127975PCT/CP2010/055694 -49-  10 -0>ic 0 0 Na0Me -00 I Me0H0 0 (48%) 4445' 46
MeNHNH2/Me0H    _ N"}-R2 -0N-0N-0 R1 1 



SOC12/DCM --KA'R2 PP113/toluene -"k__ -OH(78%)-CI(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 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 Mftsunobu inversion conditions (such
as Ph3P/DEAD in THF), or ii) in a base promoted alkylation (such as Cs2CO3 in DMF).  Scheme 13:
Synthesis of compounds 50 and 33 H) Compounds of formula 8 can further be oxidized by an oxidant
such as PCC to a compound of foimula 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. Scheme 14: Synthesis of compounds 38
WO 2010/127975PCT/EP2010/055694 -51- 1-1) 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 11 to compounds of formula I, or ii-1) to a compound of formula III, and
5ii-2) further with a compound of formula 11 to compounds of formula I. N-0 2NN12Nr2WC'N-13 I I /R2
RaalRiRI Ororor ".F25 Me02C 17  NaOH, H20 or   Li OH, Me0H, VHF, H20 i) + R3R4NH II    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 formula 32 to a compound of formula 33,  WO 2010/127975PCT/EP2010/055694 -52- i)
under Mitsunobu inversion conditions (such as Ph3P/DEAD in THE), or ii) in a base promoted
alkylation (such as Cs2CO3 in DMF).    Scheme 16: Synthesis of compounds 50 and 33 5The
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 1 in a suitable
solvent such as e.g. dioxan or THE and adding an appropriate amount of the corresponding acid. The
products can usually be isolated by filtration or by chromatography. The conversion of a compound of
formula! into a pharmaceutically acceptable salt with a base 10 can be carried out by treatment of such
a compound with such a base. One possible method to form such a salt is e.g. by addition of 1/n
equivalents of a basic salt such as e.g. M(OH)11, 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
lyophilisat ion. 15The 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-
dimethylaminopropy0-N'-ethylcarbodiimide hydrochloride (EDCI) or 0-(1,2-dihydro-2-oxo-1-  WO
2010/127975PCI7EP2010/055694 -53- pyridy1)-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 5 suitable acids by analogous methods.      Insofar as their preparation is not described in the
examples, the compounds of folutula I 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. 



10It 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. Pharmacolouical Tests The compounds of formula I and their pharmaceutically acceptable
salts and esters possess 15 valuable pharmacological properties. Compounds of the present invention
are ligands for GABA A receptors containing the a5 subunit and are therefore useful in the therapy
where cognition enhancement is required.     The compounds were investigated in accordance with the
test given hereinafter: Membrane preparation and binding assay 20The affinity of compounds at GABA
A receptor subtypes was measured by competition for [3H]flumazenil (85 CPmmol; Roche) binding to
HEK293 cells expressing rat (stably transfected) or human (transiently transfected) receptors of
composition at 133y2, a213372, a3333y2 and a5372. Cell pellets were suspended in Krebs-tris buffer
(4.8 mM KC1, 1.2 mM CaC12, 1.2 mM 25 MgC12, 120 rnM NaCl, 15 rriM Tris; pH 7.5; binding assay
buffer), homogenized by polytron for ca. 20 sec on ice and centrifuged for 60 mm 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. 30Radioligand binding assays were carried out in
a volume of 200 mL (96-well plates) which contained 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 range of 10-10-3 x 10-6 M. Nonspecific binding was defined by le M diazepam and typically
represented less than 5% of  W02010/127975ITTJA)2010/055694 -54- the total binding. Assays were
incubated to equilibrium for 1 hour at 4 C and harvested onto GF/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 5 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 value for displacement of [3(1]fiumazenil from a5 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 10 are binding selective for the a5 subunit relative to the
al, ot2 and a3 subunit. 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)
41.3 44 3.1 87 44.7 130 0.9 2 32.4 



45 47.3 88 8.7 131 36.5 3 -3.1 46 40.9 89 20.3 132 50.6 4 6.6 47 50.3 90 24.4 133 



4.1 5 14.6 48 23.3 91 1 134 5.2  17.5 49 19.3 92 9.5 135 2.4  36.3 50 3.5 



93 14.7 136 1.0 8 1.8 51 11.4 94i 6.3 137 1.4 9 6.2 52 7.4 95 8 138 -11.0 10! 



3.8 53 1.2 96 42.7 139 3.0 11 4.9 54 12 97 4.5 140 3.8 17 2.3 55 29.6 98 4.9 



141 8.1 13 0.5 56 6.1 99 24 142 4.8 14 9.3 57 6.1 100 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 69.6 17 1.2 60 13.2 103 5.7 146 15.2 



18 1.2 61 7.4 104 6.6 147 4.7 19 17.8 62 7.1 105 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 5.4 71 16.5 



F114 16.2 157 51.0 29 10.4 72 1.5 115 20.5 158 22.0 30 25.2 73 9.4 116 18.2 159 39.9 31 



6.4 74 2 117 6.8 160 25.4  WO 2010/127975PCT/EP2010/4155694 -55- Ex. hKi GABA A a5 (nM) Ex.
hKi GABA A a5 (nM) Ex. hKi GABA A a5 (nM) Ex . hKi GABA 



A ct5 (nM)         32 15.7 75 5.7 118 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 11.9 36 



53.5 79 6.5 122 1.6 165 41.1 37 22 80 23.5 123 1.3 166 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 1.5  41 27.2 84 3.5 



127 29.3  42 15.9 85 27.6 128 1.2  43 9.7 86 39.2 129 11.8   Table 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 5 pharmaceutical compositions of the invention can be formulated for any route of
administration, such as oral, sub-lingual, buccal, parenteral (subcutaneous, intramuscular,
intravenous), rectal, topical, intranasal and trough inhalation or insufflation, and comprise at least one
compound of formula I or pharmaceutically acceptable salts or esters thereof, with any
pharmaceutically suitable ingredient, excipient, carrier, adjuvant or vehicle. Oral pharmaceutical
compositions are 



10 e.g. tablets, coated tablets, 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 formula 1 and their pharmaceutically acceptable salts and esters can be processed
with pharmaceutically inert, inorganic or organic excipients for the production of 15 tablets, coated
tablets, dragees and hard gelatin capsules. Examples are lactose, corn starch or derivatives thereof,
talc, stearic acid or its salts etc can be used as such excipients e.g. for tablets, dragees and hard
gelatin capsules. Suitable excipients for soft gelatin capsules are e.g. vegetable oils, waxes, fats,
semisolid and liquid polyols etc. Suitable excipients for the manufacture of solutions and syrups are
e.g. water, polyols, saccharose, invert sugar, glucose etc. Suitable 20 excipients for injection solutions
are e.g. water, alcohols, polyols, glycerol, vegetable oils etc. Suitable excipients for suppositories are
e.g. natural or hardened oils, waxes, fats, semi-liquid or liquid po lyo ls etc. The phalinaceutical
compositions can contain preservatives, so ubilizers, stabilizers,    wetting agents, emulsifiers,
sweeteners, colorants, flavorants, salts for varying the osmotic 25 pressure, buffers, masking agents
or antioxidants. They can also contain still other therapeutically valuable substances.  WO
2010/127975PCT/EP2010/055694 -56-      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 particular 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 thereof. The daily dosage can
be administered as single dose or in divided doses and, in addition, the upper limit can also he
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 usualmanner:
ingredient mg/tablet Compound of formula 1 5 Lactose 45 Corn starch 15 



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 three minutes; compress on a suitable press. Example B Capsules of the following composition
are manufactured: ingredient mg/capsule 10 Compound of formula 1  Lactose 155 



I 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 minutes. 2. Add item 4 and mix for 3 minutes. 3. Fill into a suitable capsule. 5The
compound of formula I, 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. 15 



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 I is added thereto and
stirred until it has dispersed completely. The mixture is poured into suppository moulds of suitable size,
left 15 to cool; the suppositories are then removed from the moulds and packed individually in wax
paper or metal foil.  WO 2010/127975PCT/EP2010/055694 -58- Experimental 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. Example 1 5
[5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-y11-morpholin-4-yl-methanone  



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-phenyl-isoxazol-4-y1)-methanol (1.73 g, 9.15 mmol) in THF (80 10 mL) at 5C under argon
was added triphenylphosphine (3.12 g, 11.9 mmol), then diethyl azodicarboxylate (2.07 g, 11.9 mmol)
was added dropwise. The reaction mixture was warmed to room temperature and stirred overnight.
The reaction mixture was then evaporated. Purification by chromatography (silica, heptane:ethyl
acetate = 1:1 then dichloromethane:methanol = 9:1) gave a colorless oil (800 mg) which was triturated
with diisopropylether and further purified 15 using as x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (2:8) mobile phase with UV detection at 220 riM to afford
the title compound (250 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 solution of moTho tine (111 ttL, 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-methy1-3-
phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.32 mmol) in
dioxane (2 mL) was added. The resulting mixture was heated at 90 C overnight and then cooled to
room temperature and then poured into Seignette's salt solution and extracted with 25 ethyl acetate
which was then washed with brine, dried over sodium sulfate and evaporated. Purification by
chromatography (silica, dichbromethane:methanol = 9:1) afforded the title compound (47 mg, 40%),
which was obtained as a colorless oil. MS: m/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
isopropylamide    As described for example lb,
5-(5-methy1-3-phenyl-isoxazol-4-y1methoxy)-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-Ll'I]t . Example 3
5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-211-pyrazole-3-carboxylic acid (tetrahydro10
pyran-4-yI)-amide 



As described for example lb, 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 a colorless 15 oil. MS: m/e =
383.2 [M+H]t  WO 2010/127975PCT/EP2010/055694 -60- Example 4
Rac-5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetrahydro-lb
ran-3-y1)-amide  5 As described for example lb,
545-methy1-3-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-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylicacid dimethyl-hydrazide  As
described for example lb, 5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-Pyraz0le-3- carboxylic acid
methyl ester (100 mg, 0.32 rnmol) was converted, using N,N-dimethylhydrazine 15 instead of morpho
line, to the title compound (26 mg, 24%), which was obtained as a white solid. MS: m/e = 342.1 [M+l-lit
WO 2010/127975PCT/EP2010/055694 



-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 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-ene (16 mg, 0.11 mmol) and the reaction was heated at 90 C under
argon overnight. After cooling to room temperature, the mixture was evaporated and purification by
chromatography (silica, dichloromethane:methanol = 100:0 to 9:1) afforded 10 the title compound (30
mg, 28%), which was obtained as a white solid. MS: m/e = 343.2 [M+HI. Example 7
5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid amide 0, 15 As described
for example 6, 5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid methyl
ester (100 mg, 0.32 mmot) 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-ffi] .  WO
2010/127975PCT/EP2010/055694 -62- Example 8
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylicacid
morpholin-4-ylamide  5
a)5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylicacid methyl ester 



As described for example la, [3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-3711-metha1iol (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 = 332.2 [M+Ht.
b)543-(4-Fluoro-phenyD-5-methyl-isoxazol-47ylmetharboxylicacid morpholin-4-ylamide As described
for example I b, 543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H- pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.3 mmol), instead of 5-(5-methyl-3-phenyl- 15
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using 4-
aminomorpholine instead of morpholine, to the title compound (45 mg, 37%), which was obtained as a
colorless oil. MS: rale = 402.3 [M+H]. Example 9
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylicacid 20
piperidin-l-ylamide   WO 2010/127975PCT/EP2010/055694 -63- As described for example 8b,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2Hpyrazole-3-carboxylic acid methyl ester (100
mg, 0.3 mmol) was converted, using 1- aminopiperidine instead of 4-aminomorpholine, to the title
compound (78 mg, 65%), which was obtained as a white solid. MS: rrile = 400.2 [M+H]. 5Example 10
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyi-2H-pyrazole-3-carboxylicacid
pyrrolidin-l-ylamide  



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, 0.6 mmol) in dioxane (5 mL) was added aqueous sodium hydroxide (2 M, 3.0 mL, 6.0 mmol).
After heating at 90 C for 2 h the solution was cooled to room temperature and neutralized with
aqueous hydrogen chloride (2 N). The precipitate was then filtered off and dried to afford the title
compound (191 mg, 100%) as a white solid. 15 MS: in/e = 315.9 [M-HT. b5- 3- 4-Fluoro- hen5 e h I
isoxazol-4-ylmethoxy]-2H-p_yrazole-3-carboxylicacid pvrrolidin-l-ylamide  To a solution of
5-43-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazo le-3- carboxylic acid (100 mg, 0.32
mmol) in DMF (5 mL) were added 2-(1H-benzotriazole-1-y1)- 20 1,1,3,3-tetramethyluronium
tetrafluoroborate (152 mg, 0.47 mmol), N,N-diisopropyl ethyl amine (270 pL, 1.6 mmol) and
N-arninopyrrolidine HC1 (58 mg, 0.47 mmol). The resulting reaction mixture was stirred overnight at
room temperature. The reaction mixture was then poured into aqueous sodium chloride (saturated)
and extracted with ethyl acetate. The combined organic layers were then washed with water, citric acid
solution and saturated sodium hydrogen 25 carbonate solution and then dried over sodium sulfate,
filtered and evaporated. Concentration and purification by chromatography (silica,
dichloromethane:methanol = 100:0 to 9:1) afforded the title compound (91 mg, 75%) as a white solid.
MS: m/e = 386.2 [M+H] .  WO 2010/127975PCT/EP20101055694 -64- Example 11
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylicacid
N',N'-dimethyl-hydrazide  5 As described for example 8b,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2Hpyrazole-3-carboxylic acid methyl ester (100
mg, 0.3 mmol) was converted, using N,Ndimethylhydrazine 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+H]t Example 12 10
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy1-21-1-pyrazole-3-carboxylic acid
isopropylamide  



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
instead of 4-aminomorpholine, to the title compound (50 mg, 46%), which was obtained as a white
solid. MS: m/e = 359.2 [M+1-I]*  WO 2010/127975PCT/EP2010/055694 -65- Example 13 543-(4-Fluo
ro-p henyI)-5-methyl-iso xazol-4-ylmethoxy]-2H-pyrazole-3-carbo xylicacid
(tetrahydro-pyran-4-yI)-amide  5 As described for example 8b,
5-13-(4-fluoro-pheny1)-5-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
compound (100 mg, 82%), which was obtained as a white foam. MS: Ink = 401.2 [M+H] Example 14 I
0 5-(5-Methy1-3-pyridin-2-yl-isoxacol-4-ylmethoxy)-11-1-pyrazole-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 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 I h stirring at room temperature the resulting mixture was then acidified with Hu (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]l.  WO 2010/127975PCT/EP2010/055694 



-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, 33 mmol) in chloroform (103
mL) during 15 min at ambient temperature. After stirring 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 rnL) and dried over sodium sulfate and evaporated.
Purification by chromatography (Si02, 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-carboxylic 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) was added carefully followed by aqueous sodium hydroxide (15 :(,,
1.9 mL) and water (0.54 mL). The resulting suspension was stirred for 15 mm at ambient temperature
and filtered over Hyllo1CO. 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+1-1]. d)
5-(5-Methy1-3-pyridin-2-v1-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester     As
described for example la, (5-methy1-3-pyridin-2-yl-isoxazol-4-y1)-methanol (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: nile = 315.1 [M+Hf. e5 5-Meth 1-3din-2-
1-isoxazol-4et1H-zole-3-carbox lie acid iso- amide As described for example lb,
5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-211-pyrazole-3- carboxylic acid methyl ester (70 mg,
0.22 mmol), instead of 5-(5-methy1-3-phenyl-isoxazol-4- 30 y1methoxy)-2H-pyrazo1e-3-carboxylic
acid methyl ester, was converted, using isopropylamine instead of morpholine, to the title compound
(72 mg, 95%) which was obtained as a light yellow oil. MS: Ink = 342.2 [m+Hr.  WO
2010/127975PCT/EP2010/055694 -67- 



Example 15 5-(5-Methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-11-1-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide  5 As described for example 14e, 3-carboxylic acidacid methyl ester (70
mg, 0.22 mmol) was 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]' . Example 16
10 5-(5-Methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid ((S)-2-
hydroxy-1-methyl-ethyl)-amide  As described for example 6,
5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-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 ester, was converted, using L-alaninol instead of ethanolamine, to the title compound (40 mg,
50%) which was obtained as a colorless oil. MS: m/e = 358.2 [M+H]  WO
2010/127975PCT/EP2010/055694 -68- Example 17
543-(5-Fluoro-pyridin-2-y0-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylie acid
(2,2,2-trifluoro-ethyl)amide  5 a) (E and/or Z)-5-Fluoro-pyridine-2-carbaldehyde oxime To a solution of
5-fluoro-2-formylpyridine (5.0 g, 41 mmol) and hydroxylamine hydrochloride (3.06 g, 44 mmol) in
ethanol (3.2 mL) and water (9.6 mL) was added ice (18.6 g). Then a solution of Na011 (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 HC1 (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: rn/e = 141.0 [M+H]t b)
3(5-Fluoro-pyridin-2-v1)-5-methyl-isoxazole-4-carboxylic acid ethyl ester 



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 chloroform (110 rith) during 15 min at room temperature. After stirring for 30 min at this
temperature a solution of ethyl (E)-3-(1-pyrrolidino)-2-butenoate (6.36 g, 35 mmo0 in chloroform (4.4
mL) was added. The resulting suspension was warmed 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 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 tnL) and dried
over sodium sulfate and evaporation to give a dark brown oil. Purification by chromatography (Si02,
heptanc:ethyl acetate = 100:0 to 20:80) afforded the title compound (5.83 g, 67%) as yellow oil. 25
MS: m/e = 251.1 [M+H] . j3-41-Fluoil-isoxazo17-4- 1 -methanol  WO
2010/127975PCT/EP2010/055694 -69- 2.3 mmol) portionwise. After allowing to warm up to room
temperature over 1 h, the mixture was cooled to 0 C and water (0.2 mL) was added carefully followed
by aqueous sodium hydroxide (15%, 0.2 mL) and water (0.6 mL). The resulting suspension was stirred
for 4 h at ambient temperature and filtered over Hyflog. The filtrate was then concentrated and 5
purification by chromatography (Si02, heptane:ethyl acetate = 50:50 to 0:100) afforded the title
compound (1.47 g, 71%) as a light yellow solid. MS: rn/e = 209.1 [M+Flf. d 5 3- 5-Fluoroid in-2-5-meth
soxazol-4- Imethox -2Hazole-3-carbox lie acid methyl ester  10 As described for example la,
[3-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-yl]-methanol (350 mg, 2.46 mmol), instead of
(5-methyl-3-phenyl-isoxazol-4-y1)-methanol, was converted 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- I
ethox -2H- azole-3-carbox lic acid 15 C2,2,2-trifluoro-ethyl)-amide As described for example lb,
5-13-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2Hpyrazole-3-earboxylic acid methyl ester
(100 mg, 0.3 mmol), instead of 5-(5-methy1-3-phenylisoxazol-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: 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-furan-3-y1)-amide  



25 As described for example 17e,
5-13-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2Hpyrazole-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:
mie = 388.2 [M+HT.  WO 2010/127975PCT/EP2010/055694 -70-     Example 19
5-13-(5-Fluoro-pyridin-2-yI)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid
tert-butylamide  5 As described for example 17e,
543-(5-fluoro-p)ridin-2-y1)-5-methyl-i5oxazol-4-31methoxy]-2Hpyrazole-3-carboxylic acid methyl ester
(100 mg, 0.3 mmol) was converted, using tert-butylamine instead of 2,2,2-trifluoroethylamine, to the
title compound (25 mg, 22%) which was obtained as a white solid. MS: m/e = 374.1 [M-(Flr. 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 example 6,
5-13-(5-fluoro-pyridin-2-y1)-5-methyl-i5oxazol-4-ylmethoxy]-2H- pyrazole-3-carboxylic acid methyl
ester (70 mg, 0.21 mmol), instead of 5-(5-methyl-3-phenyl- 15
isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title
compound (37 mg, 49%) which was obtained as a white solid. MS: m/e = 362.1 [M+H] .  WO
2010/127975PCT/EP2010/055694 -71- Example 21
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylic acid
isopropylamide  



5 As described for example 17e,
5-13-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-371methoxy1-2Hpyrazole-3-carboxylic acid methyl
ester (100 mg, 0.3 mmol) was converted, using isopropylarnine instead of 2,2,2-trifluoroethylamine, to
the title compound (31 mg, 29%) which was obtained as a white solid. MS: m/e = 360.2 11V1-tHr.
Example 22 10 5-13-(5-Fluoro-pyridin-2-y0-5-methyl-isoxazol-4-ylmethoxyl-2H-pyrazole-3-carboxylic
acid N',N'-dimethyl-hydrazide  As described for example 17e,
543-(5-fluoro-pyridin-2-y1)-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-trifluoroethylamine, to the title compound (65 mg, 60%) which was obtained as a white solid. MS:
m/e - 361.2 [M+FI]l.  WO 2010/127975PCT/EY2010/055694 -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 example 17e,
543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2Hpyrazole-3-carboxylic acid methyl ester
(50 mg, 0.15 mmo1) 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: mie = 403.3 [M+H].
Example 24 10 5-[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxam1-4-ylmethoxyl-2H-Pyrazole-3-carboxylic
acid pyrrolidin-l-ylamide   a)
5-(3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-vlmethoxyl-2H-pyrazole-3-carboxylic acid As
described for example 10a, 543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H- 15
pyrazole-3-carboxylic acid methyl ester (50 mg, 0.15 mmol), instead of 513-(4-fluoro-pheny1)-
5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid methyl ester, was converted, to the title
compound (38 mg, 79%) which was obtained as a white solid. MS: 'Me = 317.0 [M-1-1I.  b)
5-3-(5-Fluoro-pyridin-2-v1)-5-methyl-isoxazo1-4-vlmethox 1-2H-pyrazole-3-carboxylic acid
pyrrolidin-l-ylamide 



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
[M+H] Example 25    5-[3-(5-Fluoro-pyridin-2-y1)-isoxazol-4-ylmethoxyl-21-1-pyrazole-3-carboxylic
acid mor5 pholin-4-ylamide  a) 5-Fluoro-pyridine-2-carbaldehyde oxime To a solution of
5-fluoro-2-formylpyridine (5.0 g. 41 mmol) and hydroxylamme 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 water (4.6 mL) was 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 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+Hr. 15 b 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-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)acrylatc
(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 sodium sulfate, filtered 25 and
evaporated. Purification by chromatography (silica, heptane:ethylacetate = 100:0 to 1:1) afforded the
title product (21.96 g, 72%), which was obtained as a yellow solid. MS: rnie = 237.1 [M-FE1]1.  WO
2010/127975PCT/EP2010/055694 -74- 3- 5-Fluoidin 2-isoxazol-4ethanol To a solution of
3-(5-f1uoro-pyridin-2-y1)-isoxazole-4-carboxy1ic acid ethyl ester (1.0 g, 4.23 mmol) in THF (52 mL)
was added portionwise lithium aluminum hydride (89 mg, 2.33 



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 temperature. The precipitate was
then filtered off and washed with THF. The combined washings and filtrate were then evaporated.
Purification by chromatography (silica, 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+Hr.  d)
543-(5-Fluoro-pyridin-2-y1)-isoxazol-4-ylmethoxv1-2H-pyrazole-3-carboxylic acid methyl ester    As
described for example la, [3-(5-fluoro-pyridin-2-y1)- soxazol-4-yl]-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 obtained 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
lb, 543-(5-fluoro-pyridin-2-y1)-isoxazol-4-ylmethoxy]-2H-Pyrazole- 3-carboxylic acid methyl ester (70
mg, 0.22 mmol), instead of 5-(5-methy1-3-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: ink = 389.1 [M+H]t. Example 26
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (tetra hydro-25
pyran-4-3/0-amide  3-But 1-5-meth 1 soxazole-4-carbox I.ic acid eth 1 ester To a suspension of
N-chlorosuccinimide (16.1 g, 121 mrnol) 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,  WO
2010/127975PCT/EP2010/055694 '-75-  121 mmol) in chloroform (250 mL) was added dropwise over
20 min. The reaction mixture was stirred at 50 C for 2 h then cooled 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 to 50 C and a solution of triethylamine (12.2 g, 121 mmol)
in 



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, filtered and concentrated.
Purification by chromatography (silica, heptane:ethyl acetate ---- 100:0 to 9:1) afforded the title
compound (10.9 g, 43%) as a pale yellow liquid. MS: m/e = 232.2 [M+Hr. 10 b)
(3-Butyl-5-methyl-isoxazol-4-y1)-methanol To a stirred solution of
3-butyl-5-methyl-isoxazole-4-carboxylic acid ethyl ester (9.8 g, 46.3 mmol) in THE (100 mL) under
argon and at 0 C was added lithium aluminum hydride (2.03 g, 53.4 mmol) in five portions. After 1 h
the reaction mixture was quenched dropwise with Seignette's salt solution. The reaction mixture was
filtered and the filtrate extracted with ethyl 15 acetate. The combined organic extracts were washed
with Seignette's salt solution then dried, filtered and concentrated. Purification by chromatography
(silica, heptane:cthyl acetate = 100:0 to 4:6) afforded the title compound (7.5 g, 95%) as a yellow
liquid. MS: m/e - 170.3 [M+HI.  c) 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid methyl ester    As described for example la, (3-buty1-5-methyl-isoxazo1-4-y1)-methanol (2.4 g,
14.2 mmol), 20 instead of (5-methyl-3-phenyl-isoxazol-4-y1)-methanol, was converted to the title
compound (1.6 g, 43%) which was obtained as a white solid. MS: m/e = 294.2 [M+Ht .  d) 5-(3-But
1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid (te ahydropyran-4-y1)-amide As
described for example lb, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- 25 carboxylic acid
methyl ester (100 mg, 0.34 mmol), instead of 5-(5-methy1-3-phenyl-isoxazol-4- yhnetho xy)-2H-pyrazo
le-3-carboxy Lie 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: nile = 363.0
[1\44Ell .  WO 2010/127975PCT1EP20101055694 -76- Example 27
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyra1o1e-3-carb0xyl1c acid
((S)-2-hydroxyl-methyl-ethyl)-amide    5 As described for example 6,
5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid methyl ester (100 mg, 0.34
rnmol), instead of 5-(5-methy1-3-phenyl-isoxazol-4- ylmethoxy)-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: rnie = 337.4 [M+I-11'. 10Example 28
Rac-5-(3-Buty1-5-methyl-is0xazo1-4-ylmethoxy)-2H-Pyra10le-3-carb0xylic acid
(tetrahydrofuran-3-y1)-amide  



As described for example 26d, 5-(3-buty1-5-methy1-isoxazol-4-ylmethoxy)-2H-Pyraz0le-3- 15
carboxylic acid methyl ester (492 mg, 1.7 mmol) was converted, using rac-3- aminotetrahydrofuran
instead of 4-aminotetrahydropyran, to the title compound (280 mg, 48%) which was obtained as a
colorless oil. MS: m/e = 349.2 [M.-4-Hr.  WO 2010/127975PCT/EP2010/055694 -77- Example 29
5-(3-Buty1-5-methyl-isoxaml-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1hydroxymethyl-ethyl)-amide    5 As described for example 27,
5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid methyl ester (100 mg, 0.34
mrnol) was converted, using 2-amino-1,3-propandiol instead of L-alaninot, to the title compound (12
mg, 10%) which was obtained as a white solid. MS: m/e = 353.3 [M+Hf. Example 30 10
5-(3-Butyl-5-methyl-isoxaml-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
((R)-2-hydroxy1-methyl-ethyl)-amide    As described for example 27,
5-(3-buty1-5-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].  WO 2010/127975PCT/EP2010/055694
-78- 



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 (100 mg, 0.34
mnol) was converted, using 2,2,2- trifluoroethylamine instead of 4-aminotetrahydropyran, to the title
compound (120 mg, 98%) which was obtained as a 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 example 26d, 5-(3-butyl-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid
methyl ester (100 mg, 0.34 mmol) was converted, using isopropylamine instead of
4-aminotetrahydropyran, to the title compound (97 mg, 89%) which was obtained as a 15 colorless oil.
MS: mie = 321.3 [M+HI.  WO 2010/127975PCT/EP2010/055694 -79- Example 33
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid (2-hydroxyethyl)-amide HO
5 As described for example 27, 5-(3-buty1-5-methy1-isoxazol-4-yhnethoxy)-2H-pyrazole-3- carboxylic
acid methyl ester (110 mg, 0.38 mmol) was converted, using ethanolamine instead of L-alaninol, to the
title compound (110 mg, 91%) which was obtained as a colorless oil. MS: m/e = 323.2 [M+H]l.
Example 34 10 (-)-(Sorethylisoxazol-4-Almethoxy)-N-(tetrahydrofuran-3-y1)-1H- 



pyrazole-5-carboxamide  The stereoisomers of
rac-5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-yI)-amide (example 28, 150 mg) in ethanol:heptane (1:1, 4 mL) were 15 separated
using a 5 x 50 cm Chiralpak AD column at room temperature using an isopropanol:heptane (2:8)
mobile phase with UV detection at 220 nM. The least polar component (-ye sign of rotation) was
obtained as a colorless oil (60 mg).  WO 2010/127975PCT/EP20101055694 -80- Example 35 (+)-(R or
S)-34(3-Buty1-5-metbylisoxazol-4-yOmethoxy)-N-(tetrahydrofuran-3-y1)-1Hpyrazole-5-earboxamide  5
The stereo isomers of rac-5-(3-buty1-5-methyl-isoxazo 1-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-furan-3-y1)-amide (example 28, 150 mg) in ethanol:heptane (1:1, 4 mL) were 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 (53 mg). 10Example 36
(5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazol-3-yll-morpholin-4-yl-methanone    As described
for example 26d, 5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid methyl
ester (100 mg, 0.34 mmo 0 was converted, using morpho line 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+FI]I.  



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-buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3- carboxylic acid methyl ester (100 mg, 034
mmol) was converted, using rac-2,2- dimethyltetrahydropyran 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 10 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-211-pyrazole-3-carboxylic acid
N',N1-dimethylhydrazide NH  As described for example 26d, 5-(3-butyl-5-methyl-isoxazo
1-4-ylmethoxy)-2H-pyrazo le-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: 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-carboxylic acid morpholin-4- ylamide  5 As
described for example 26d, 5-(3-buty1-5-methyl-isoxazol-4-y1methoxy)-2H-pyrazole-3- carboxylic acid
methyl ester (100 mg, 0.34 mmoD was converted, using 4-aminomorpholine instead of
4-aminotetrahydropyran, to the title compound (33 mg, 27%) which was obtained as a colorless oil.
MS: m/e = 364.4 [M-tH]t 



Example 40 10 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic acid
pyrrolidin-lylamide    3-Bu 1-5-methyl-isoxazol-4-ylmethoSrazole-3-carboxylic acid As described for
example 10a, 5-(3-buty1-5-methy1-isoxazol-4-ylmethoxy)-2H-Pyrazole-3- 15 carboxylic acid methyl
ester (163 mg, 0.56 mmol), instead of
5-13-(4-fluoro-pheny1)-5-methylisoxazol-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: mile = 278.0
[M-HI. b5- 3-Bu 1-5- eth 1-isoxazol-4 lmethox -2Hzole-3-carbox lic acido lidin-1- vlamide   WO
2010/127975PCTTP2010/055694 -83- ylmethoxy]-2H-pyrazole-3-carboxylic acid, was converted, to
the title compound (83 mg, 48%), which was obtained as a white solid. MS: nVe = 348.3 [M+H]'.
Example 41 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2H-Pyrazole-3-carboxylic 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 converted, using 1-aminopiperidine instead of
4-aminotetrahydropyran, to the title compound (228 mg, 85%) which was obtained as 



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-
hydrox3-ethyl)-amide  15E 2drazino-but-2-enedioic acid dime h 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 THE (1 M, 10 mL) and the resulting mixture stirred at room temperature overnight. The precipitate
was filtered off and dried to afford the title compound (597 mg, 35%) as a white solid. MS: mie = 175.2
[M+Hi. 20 b) 5-Hydroxy-2H-pyrazole-3-carboxylic acid methyl ester  WO
2010/127975PCT/EP2010/055694 mixture heated at reflux for 4 h. After cooling to room temperature
the mixture was stirred overnight and the resulting solid was filtered off and dried to afford the title
compound (283 mg, 69%) as 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 g, 16 mmo I) in DMF (10 mL) at room
temperature was added cesium carbonate (5.27 g, 16 mmol) and methyl iodide (2.3 g, 1.0 mL, 16
mmol) and the resulting mixture stirred for 2.5 h. The mixture was then filtered off to afford the title
compound (434 mg, 17%) as a white solid after trituration with ethyl acetate. MS: m/e = 157.2 [M+H]
10 d2-Meth 1-5- 5-methvI-3- hensoxazol-4 I ethox 2 methyl ester  azole-3-carbox lieac    To a stirred
solution of 5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester (200 mg, 1.28 mmol) and
(5-methyl-3-phenyl-4-isoxazolyl)methanol (260 mg, 1.37 mmol) in THE (10 mL) at 5 C under argon
was added triphenylphosphine (437 mg, 1.67 mmo1), then diethyl 15 azodicarboxylate (290 mg, 1.67
mmol) was added dropwise. The reaction mixture was warmed to room temperature for 3 h. The
reaction mixture was then evaporated and purification by chromatography (silica, heptane:ethyl
acetate = 1:1 to 6.5:3.5) afforded the title compound (128 mg, 31%) as a colorless oil. MS: m/c = 328.3
[M+HT . 20 hydroxy-ethyp-amide 



As described for example 6,
2-methy1-5-(5-methy1-3-phenyl-isoxazo1-4-ylrnethoxy)-2Hpyrazole-3-carboxylic acid methyl ester (30
mg, 0.09 mrnol), instead of 5-(5-methy1-3-phenylisoxazot-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]. 25Example 43
Rae-2-Methy1-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-earboxylic acid
(tetrahydro-furan-3-yl)-amide   WO 2010/127975PCT/EP2010/055694 -85- As described for example
lb, 2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2Hpyrazole-3-carboxylic acid methyl ester
(30 mg, 0.09 mmol), instead of 5-(5-methy1-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid methyl ester, was 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-ylmethoxy)-2H-pyrazole-3-carboxylicacid
(tetra-hydro-pyran-4-yl)-amide  0 10 As described for example 43,
2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2Hpyrazole-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: Ink = 397.1 [M+Hr.
Example 45 15 2-Methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylicacid
amide  As described for example 42c, 2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-ylmethoxy)-211-
pyrazole-3-carboxylic acid methyl ester (170 mg, 0.52 mrnol) 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: ink = 313.1 [M+Hr.  WO 2010/127975PCT/EP2010/055694 Example 46
2-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-Carboxylic acid isopropylamide  5
As described for example 42e,
2-methy1-5-(5-methy1-3-phenyl-isoxazol-4-yhmethoxy)-2Hpyrazole-3-carboxylic acid methyl ester
(150 mg, 0.46 n-unol) was converted, using isopropylamine instead of ethanolamine, 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-Methyl-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylicacid
N',N'-dimethyl-hydrazide  As described for example 43,
2-meth34-5-(5-methyl-3-phenyl-isoxazol-4-ylmethoxy)-2H- pyrazole-3-carboxylic acid methyl ester
(120 mg, 0.37 mmol) was converted using 15 N,N-dimethylhydrazine instead of
rac-3-aminotetrahydrofuran, to the title compound (130 mg, 100%) which was obtained as a colorless
oil. MS: ink = 356.2 [M+Et] .  WO 2010/127975PCT/EP2010/055694 -87- Example 48
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
N',N'-dimethyl-hydrazide   



As described for example 42d, [3-(4-fluoro-pheny0-5-methyl-isoxazol-4-y1kmethanol (Example 8a, 3.1
g, 15 mmol), instead of (5-methy1-3-pheny1-4-isoxazolyl)methanol, was converted to the title
compound (2.3 g, 53%) which was obtained as a white solid. MS: m/e = 332.2 [M+H]. 10 b)
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-meth34-2H-pyrazole-3-carboxylic acid
methyl ester To a solution of 543-(4-fluoro-phenyt)-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 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+IT]
acid N',1W-dimethyl-hydrazide As described for example lb,
543-(4-fluoro-pheny14-5-methyt-isoxazol-4-ylmethoxy]-2-methyt- 2H-pyrazole-3-carboxylic acid methyl
ester (110 mg, 0.32 mmol), instead of 5-(5-methy1-3-
phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using 25
N,N-dimethylhydrazine instead of morpholine, to the title compound (114 mg, 96%) which was
obtained as a white foam. MS: m/e = 374.2 [M+H].  WO 2010/127975PCT/EP2010/055694 -88-
Example 49 543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmetho -2-methy1-211-pyrazole-3-carboxylic
acid piperidin-l-ylamide 



5 As described for example 48c, 5-[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using
I-aminopiperidinc instead of N,N-dimethylhydrazine, to the title compound (62 mg, 52%) which was
obtained as a colorless oil. MS: pile = 414.3 [M+H]. Example 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-fluoro-pheny1)-5-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-dimethylhydrazine, to the title compound (104 mg, 87%) which was obtained as a colorless oil.
MS: ink = 416.2 [M+14.  WO 2010/127975PCT/EP20101055694 -89- Example 51
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3-carbo(ylic acid
pyrrolidin-l-ylamide  5 a)
543-(4-Fluoro-pheny1)-5-methyl-tsoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-carboxvlic acid To a
solution of 3-carboxylic acidacid methyl ester (250 mg, 0.72 mmol) in dioxane (3 mL) was added
aqueous sodium hydroxide (2 M, 2 0 ml, 2 0 nunol). After heating at 90 C for 1 h the solution was 10
cooled to room temperature and neutralized with aqueous hydrogen chloride (2 N). The resulting
mixture was then extracted with ethyl acetate and water. The organic extract was then washed with
water, brine, dried over sodium sulfate and evaporated to afford the title compound (222 mg, 92%)
which was obtained as a white solid. MS: rrile = 330.1 [M-flf.     b) 54344-Fluoro-pheny1)-5-methyl-
soxazol-4-ylmethoxy]-2-methyl-2H:awazole-3-carboxylic 15 acidolidin-l-ylamide To a solution of 



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 Ili
, 3.0 mmol) and N-aminopyrrolidine HCI (111 mg, 0.91 mmol). The resulting reaction 20 mixture was
stirred overnight at room temperature. The reaction mixture was then poured into aqueous sodium
chloride (saturated) and the mixture was extracted with ethyl acetate. The combined organic layers
were then washed with water, citric acid solution and saturated sodium hydrogen carbonate solution
and then dried over sodium sulfate, filtered and evaporated. Concentration and purification by
chromatography (silica, dichloromethane) afforded the title 25 compound (139 mg, 58%) as a colorless
oil. MS: m/e = 400.2 [M+ +H].  WO 2010/1279751'CT/EP2010/055694 -90- Example 52
513-(4-Fluoro-pheny1)-5-methyl-isoxazol-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- methyl-2H-pyrazole-3-carboxylic acid methyl
ester (100 mg, 0.29 mmol) was converted, using isopropylamine instead of N,N-dimethylhydrazine, to
the title compound (95 mg, 88%) which was obtained as a colorless oil. MS: nile = 373.1 [M+1-1]1 .
Example 53 10
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide  As described for example 48c,
543-(4-fluoro-pheny1)-5-methy1-isoxazol-4-ylmethoxy]-2- methyl-2H-pyrazole-3-carboxylic acid methyl
ester (100 mg, 0.29 mmol) was converted, using 15 4-aminotetrahydropyran instead of
N,N-dimethylhydrazine, to the title compound (40 mg, 41%) which was obtained as a colorless oil. MS:
m/e = 415.3 [Mt-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 solution of 3-carboxylic acid 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:methanot = 99:1 to 95:5) afforded the title compound (79 mg, 79%) as a white solid.
MS: m/e = 331.2 [M+11]*. 15Example 55
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1-dimethyl-ethyl)-amide  HO To a solution of
5[3-(4-fluoro-phenyl)-5-methylrisoxazo1-4-ylmethoxy]-2-methy1-2H-pyrazole- 20 3-carboxylic acid
(100 mg, 0.3 rnmol) in THE (2.7 mL) was added 1-hydroxybenzotriazole hydrate (47.2 mg, 0.3 mmol),
N-ethytdiisopropylamine (131.9 pL, 0.76 mmol), N-(3-dimethylaminopropy1)-N'-ethylcarbodiirnidazole
hydrochloride (59.1 mg, 0.3 mmol) and 2-amino-2-methyl-1-propanot (27.8 mg, 0 3 mmol) and the
resulting mixture stirred overnight at room temperature. The reaction mixture was then poured into
aqueous sodium chloride  WO 2010/127975PCT/EP2010/055694 -92- 



(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 (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 example 48c, 51344-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.29 mmol) was converted, using
L-2,2,2-trifluoro-1-methylethylamine instead of N,N-dimethylhydrazine, to the title compound (22 mg,
18%) which was obtained as a white solid. MS: m/e = 427.1 [M+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,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl- 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted,using 20 2,2,2-trifluoroethylamine instead of
2-amino-2-methyl-1-propanol, to the title compound (112 mg, 90%) which was obtained as a white
solid. MS: m/e = 413.2 [M+I-1].  WO 2010/127975PCT/EP2010/055694 -93- Example 58
5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
(3-methyl-oxetan-3-yI)-amide    5 As described for example 55,
543-(4-fluoro-phcny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyt2H-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-5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2- ethyl-2H-pyrazole-3-
carboxylic acid (3,3,3-trifluoro-2-hydroxy-propy1)-amide  As described for example 55,
5[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-meth371- 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-methy1-1-propanol, to the title compound (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-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methy1-2H-Pyrazole-3-carboxylic acid
(2-methoxy-ethyl)-amide  5 As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1- 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted, using 2-methoxyethylamine instead of 2-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-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3-carboxylic acid
(1-hydroxy-cyclopropylmethyl)-amide  As described for example 55,
543-(4-fluoro-phenyl)-5-methylrisoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted, using 1-(aminomethy0- 15 cyclopropan-2-ol instead of
2-amino-2-methyl-l-propanol, to the title compound (48 mg, 39%) which was obtained as a colorless
gum. MS: m/e = 401.2 [M-kHr  WO 20101127975PCT/EP20101055694 



-95- Example 62
5-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-3,1methoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-ethyl)-amide HO   5 As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylie acid (100 mg,
0.3 mmol) was converted, using ethanolamine instead of 2-amino-2-methyl-l-propanol, to the title
compound (70 mg, 61%) which was obtained as a white solid. MS: ink = 375.1 [M+H]. Example 63 10
5-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
(1-methy1-1H-pyrazol-3-y1)-amide  As described for example 48c,
5-13-(4-fluoro-pheny1)-5-methyl-isoxazo1-4-3/Imethoxy1-2- methyl-2H-pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.29 mmol) was converted, using 15 1-methy1-1H-pyrazol-3-ylamine instead of
N,N-dimethylhydrazine, to the title compound (58 mg, 48%) which was obtained as a yellow gum. MS:
m/e = 411.2 [M+FI]  WO 2010/127975PCT/EP2010/055694 -96- Example 64
543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2- ethyl-2H-pyrazole-3-carboxylic acid
(2-acetylamino-ethyl)-amide  5 As described for example 55,
5[3-(4-fluoro-pheny1)-5-methyl-lsoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid (100 mg,
0.3 mmol) was converted, using 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



10 543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3-carboxylic acid
(3-hydroxy-2,2-dimethyl-propyI)-amide  As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted, using 3-amino-2,2-dimethyl- 15 1-propanol instead of
2-amino-2-methyl-l-propanol, to the title compound (88 mg, 70%) which was obtained as a white solid.
MS: mie - 417.2 [Mi-H].  WO 2010/127975PCT1EP2010/055694 -97- Example 66
5-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propy1)-amide  5 As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid (100 mg,
0.3 mmol) was converted, using 1-amino-2-methylpropan-2-ol instead of 2-amino-2-methyl-l-propanol,
to the title compound (79 mg, 65%) which was obtained as a colorless gum. MS: in/e = 403.2 [Mill] ".
Example 67 10 (+)-5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-Pyrazole-3-
carboxylic acid ((S or R)-3,3,3-trifluoro-2-hydroxy-propylyamide    or enantlome The stereoisomers of
rac-543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylinethoxy]-2-methyl-2H- 15 pyrazole-3-carboxylic acid
(3,3,3-trifluoro-2-hydroxy-propy1)-amide (example 59, 70 mg) in ethanotheptane (1:1, 2 mL) were
separated using a 5 x 50 cm Chiralpak AD column at room temperature using an isopropanol:heptane
(15:85) mobile phase with UV detection at 220 nM. The least polar component (+ve sign of rotation)
was obtained as a colorless gum (18 mg). MS: ink = 441.1 [M-Hr.  



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)-3,3,3-trifluoro-2-hydroxy-propy1)-amide  Sor enantiomer The stereoisomers of
rac-5-13-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2Hpyrazole-3-carboxylic acid
(3,3,3-trifluoro-2-hydroxy-propy1)-amide (example 59, 70 mg) in ethanol:heptane (1:1, 2 niL) were
separated using a 5 x 50 cm Chiralpak AD column at room temperature using an isopropanol:heptane
(15:85) mobile phase with UV detection at 220 nM. 10 The most polar component eve sign of rotation)
was obtained as a colorless gum (13 mg). MS: rn/e = 441.1 [M-Hr.      Example 69
(-)-5-13-(4-Fluoro-pheny0-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-21-1-pyrazole-3- carboxylic acid
((R or S)-1-hydroxymethyl-propy1)-amide 0, IN HO 15 arac-5- 3 4-Fluoro- hen -5-meth 1-isoxazo
-4-ethox -2-meth 1-2H- azo e-3-car- box c acid 1-h drox meth I o-a *de As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid (200
mg, 0.6 mmol) was converted, using rac-2-amino-l-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: mie = 403.2
[M-411+.  WO 2010/127975PCT/EP2010/055694 -99- 



b 5 3- 4-Fluoro- hen I -5-meth l- 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-ylmethoxyl-2-meth34-2H-
pyrazole-3-carboxylic acid (1-hydroxymethyl-propy1)-amide (example 69a, 155 mg) in 5
ethanol:heptane (1:1, 8 mL) were separated using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (15:85) mobile phase with UV detection at 220 nM. The
least polar component (-ye sign of rotation) was obtained as a white solid (76 mg). MS: m/e = 403.2
[M-1-1]4. Example 70 10 (+)-5-13-(4-Fluoro-pheny1)-5-methyl-iso xazol-4-ylmet hoxyl
-2-methy1-2H-pyrazole-3- carboxylic acid ((S or R)-1-hydroxymethyl-propyI)-amide  The stereoisomers
of 543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy1-2H- pyrazole-3-carboxylic acid
(1-hydroxymethyl-propy1)-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) mobile phase with UV detection at 220 nM. The most polar component (+ye sign of rotation)
was obtained as a white solid (43 mg). MS: m/e = 403.2 [M+H] . Example 71 20
15-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazol-3-y1)-(3-
hydroxy-azetidin-1-y1)-methanone  WO 20101127975PCT/EP2010/055694 -100- As described for
example 55, 543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methy-1-
2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using 3-hydroxyazetidine
hydrochloride instead of 2-amino-2-methyl-l-propanol, to the title compound (20 mg, 17%) which was
obtained as a colorless gum. MS: m/e = 387.1 [M+H]t 5Example 72
Rac-5-13-(4-Fluoro-phenyl)-5-methyl-isoxam1-4-ylmethoxyl-2-metbyl-2H-pyrazole-3- carboxylic acid
(tetrahydro-furan-3-yl)-amide  As described for example 55,
543-(4-fluoro-pheny1)-5-rnethyl-isoxazol-4-ylmethoxy1-2-methyl- 



10 2H-pyrazole-3-carboxylic acid (100 mg, 0.3 mmol) was converted, using rac-3-
aminotetrahydrofuran instead of 2-amino-2-methyl-1-propanol, to the title compound (84 mg, 69%)
which was obtained as a light brown solid. MS: m/e = 401.2 [M+H]* . Example 73
(-)-5-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- 15 carboxylic acid
((1R,2R)-2-bydroxy-cyclopenty1)-amide author 5-13-(4-Fluoro-phenyl)-5-
methyl-isoxazol-4-ylmethoxyl-2-methyl-21-l-Pyrazole-3-carboxylic acid
((1S,2S)-2-hydroxycyclopentyI)-amide  OH 5 3- 4-Fluoro hen I 5- e h 1-isoxazol-4- lmethox -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 hen -5 lmethox -2
-meth 1-211  WO 2010/127975PCT/EP2010/055694 -101- As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl2H-pyrazole-3-carboxylic acid (80 mg,
0.24 mmol) was converted, using trans-(1R, 2R)-2- aminocyclopentanol hydrochloride instead of
2-amino-2-methyl-1-propanol, to the (1R,2R) form of the title compound (93 mg, 93%) which was
obtained as a white 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 



2H-  azole-3-carbox lie                  





acid 1R 2R -2-h d ox -c do ent I -amidc and/or 5 3 4 uoro- hen I 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-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H10 pyrazole-3-carboxylic acid
((1R,2R)-2-hydroxy-cyclopenty1)-amide and/or 543-(4-fluoro-
pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid ((1 S,2S)-2-
hydroxy-cyclopenty1)-amide (example 73a, 93 mg) in ethanokheptane (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 least polar 15 component eve sign of rotation) was
obtained as a white solid (30 mg). MS: m/e = 415.3 [M+H] . Example 74
(+)-543-(4-Fluoro-pheny1)-5-methyl-isoxaml-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic acid
01S,2S)-2-hydroxy-cyclopentylyamide and/or 513-(4-fluoro-phenyl)-5- 20
methyl-isoxazol-4-y1methoxy1-2-methy1-2H-pyrazole-3-carboxylicacid((1R,2R)-2-
hydroxy-cyclopenty1)-amide  The stereoisomers of 5[3-(4-fluoro-phenyl)-5-methyl-
soxazol-4-ylmethoxy]-2-methy1-2H- pyrazo le-3-carboxylic acid ((1R,2R)-2-hydroxy-cyc
lopcntyl)-amide and/or 5- [3-(4-fluoro- 



25 pheny1)-5-met hyl-iso xazol-4-ylmetho xy]-2-methyl-2H-pyrazo le-3-carbo xylic acid ((1S,2S)-2-
hydroxy-cyclopenty1)-amide (example 73a, 93 mg) in ethanotheptane (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  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 acid ((R)-2-hydroxy-l-methyl-ethyl)-amide or
543-(4-fluoro-phenyl)-5-methylisoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl- ethyl)-amide  or enantiomer 10
a)Rac-543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxv1-2-methyl-2H-pyrazole-3-car- boxylic
acid (2-hydroxy-1-methyl-ethyl)-amide As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid (200
mg, 0.6 mmol) was converted, using DL-2-amino-1- propanol instead of 2-amino-2-methyl-1-propanol,
to the title compound (155 mg, 66%) which 15 was obtained as a white solid. MS: m/e = 389.1 [M+HI.
b)  5- 3- 4-Fluoro- hen 5-meth 1-isoxazol-4-ylmethoxy]-2-methy1-2H- -azole-3-carboxylic  acid
((111-2-hydroxy-l-methyl-ethyl)-amide  or 5- 3-(4fl11oro-hen1 -5-methyl-isoxazol-4-
ylmethoxy1-2-methy1-2H azole-3-carbox lc acid S -2-h droxy-l-methyl-ethyl)-amide  



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
(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 MM. The least polar component
(+ve sign of rotation) was obtained as a colorless gum (20 mg). MS: m/e = 389.1 [1M+H]t.  WO
20101127975PCT/EP2010/055694 -103- Example 76 (-)-5- [3-(4-Fluo ro-p h eny1)-5-meth
yl-isoxazol-4-ylmethoxyl-2-methyl-21-1-pyrazo le-3- carboxylic acid
((S)-2-hydroxy-l-methyl-ethyl)-amide or
5-13-(4-fluoro-phenyl)-5-methylisoxazol-4-ylmethoxy1-2-methyl-2H-pyrazole-3-carboxylic acid
((R)-2-hydroxy-1-methyl- 5 ethyl)-amide  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, 155 mg) in 10 ethanol:heptanc (1:1, 8 mL) were
separated using a 5 x 50 cm Chiralpak AD column at room temperature using an isopropanol:hcptane
(12:88) mobile phase with UV detection at 220 nM. The most polar component (-ye sign of rotation)
was obtained as a colorless gum (30 mg). MS: mie = 389.1 [M+H]4. Example 77 15
15-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxyi-2-methyl-2H-pyrazol-3-y11-(2-oxa6-aza-spiro
13.31hept-6-y1)-methanone  As described for example 55,
543-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl- 2H-pyrazole-3-carboxylic acid (100
mg, 0.3 mmol) was converted, using 2-oxa-6-azonia- 20 spiro[3.3]heptane oxalate salt instead of
2-amino-2-methyl-1-propanol, to the title compound (61 mg, 49%) which was obtained as a white solid.
MS: m/e = 413.2 [M+H]  WO 2010/127975PCT/EP2010/055694 



-104- Example 78
2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-211-pyrazole-3-carboxylic acid
isopropylamide    5 a 2-Meth 1-5-(5meth 3ethoxy)-2H-pyrazole-3-carboxylic acid methyl 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-yl-isoxazol-4-ye-methanol (432 mg, 2.28 mmol) in THF (10 inL) at 5 C under
argon was added triphenylphosphine (775 mg, 2.95 mmol), then 10 diethyl azodicarboxylate (515 mg,
2.95 mmol) was added dropwise. The reaction mixture was 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: mie = 329.3
[M+14]+.     b) 2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid 15 isopropylamide  As described for example lb,
2-methy1-5-(5-methyl-3-pyridm-2-y1-isoxazol-4-ylmethoxy)-2Hpyrazole-3-carboxylic acid methyl ester
(70 nig, 0.21 mmol), instead of 5-(5-methyl-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid methyl ester, was converted, using isopropylamine instead of morpholine, to the title compound
(41 mg, 54%) which was obtained 20 as a colorless oil. MS: mie = 356.2 [M+1-1]1.  WO
2010/127975PCT/EP2010/055694 -105- Example 79
2-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide  



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, 0.21 mrnol) was converted using 4-aminotetrahydropyran instead of isopropylamine, to the
title compound (43 mg, 51%) which was obtained as a white solid. MS: ink = 398.2 [M+HI. Example 80
10 2-Methy1-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-l-methyl-ethyl)-amide  As described for example 6,
2-methyt-5-(5-methy1-3-pyridin-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-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted, using L-alaninol
instead of ethano 'amine, to the title 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-methyllsoxazol-4-ylmethoxyl-2-methy1-2H-pyrazole-3- carboxylic
acid (tetrahydro-furan-3-yl)-amide  5 a) 543-(5-Fluoro-p
din-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2H-pyrazole-3-carboxylic acid methyl ester As described for
example 17d, [3-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-34]-metha110l (1.03 g, 4.95 mmol), using
5-hydroxy-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester instead of
5-hydroxy-2H-pyrazole-3-carboxylic acid methyl ester, was converted to the title 10 compound (770
mg, 47%) which was obtained as a white solid. MS: mie = 333.2 [M+H]*. b)
543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2-methvl-2H-pyrazole-3-carboxylic acid
methyl ester  To a solution of 543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazo
174-ylmethoxy]-2H-pyrazole-3- carboxylic acid methyl ester (700 mg, 2.1 mmot) in DMF (10 inL) at
room temperature was 



15 added cesium carbonate (686 mg, 2.1 mmol) and methyliodide (299 mg, 0.13 mL, 2.1 mmot) and
the resulting mixture stirred for 30 min. The resulting mixture was then evaporated and extracted with
ethyl acetate and water. The organic extract was then washed with water, brine, dried over sodium
sulfate and evaporated. Purification by chromatography (silica, heptane:ethyl acetate = 4:1 to 2:3)
afforded the title compound (354 mg, 49%) which was obtained as a white 20 solid. MS: m/e = 347.1
[M+H]t c) Rac-a5-fluoro-pyridm-2-y1)-5-methyl-isoxazol-4-34methoxy]-2-methyl-2H-pyrazo le-3-
car-boxylic acidah d o- ai 3 -amide As described for example lb,
543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-34methoxy1-2- 25 methyl-2H-pyrazole-3-carboxylic
acid methyl ester (140 mg, 0.40 mmol), instead of 545-
methy1-3-phenyl-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was converted,
using rac-3-aminotetrahydrofuran instead of morpholine, to the title compound (96 mg, 59%) which
was obtained as a white solid. MS: mie = 402.3 [M+HI.  WO 2010/127975PCT/EP2010/055694 -107-
Example 82 5-13-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-
carboxylic acid N',N'-dimethyl-hydrazide  5 As described for example 81c,
543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-2- methyl-2H-pyrazole-3-carboxylic acid
methyl ester (73 mg, 0.21 mmol) was converted, using N,N-dimethythydrazine instead of morpholine,
to the title compound (74 mg, 94%) which was obtained as a colorless oil. MS: m/c = 375.2 [M-r-Fl]' .
Example 83 10 543-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3-
carboxylic acid (2-hydroxy-ethyl)-amide   



As described for example 6, 543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazo1-4-ylmeth0xy]-2-
methyl-2H-pyrazole-3-carboxylic acid methyl ester (73 mg, 0.21 rnmol), instead of 5-(5-methyl- 15
3-phenylrisoxazol-4-ylmethoxy)-2H-pyrazo1e-3-carboxylic acid methyl ester, was converted to the title
compound (68 mg, 86%) which was obtained as a white solid. MS: ink = 376.2  WO
010/127975PCT/EP2010/055694 -108- Example 84
5-[3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylrnethoxy]-2-methyl-2H-py razole-3- carboxylic acid
(tetrahydro-pyran-4-yI)-amide  5 As described for example 81c,
543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxy]-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: ink = 416.2 [M+H]l .
Example 85 10 5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid (
hydroxy-ethyl)-amide   a)
5-(3-Butv1-5-methyl-isoxazol-4-ylmethoxy)-2-methvl-2H-pyrazole-3-carboxylic acid methyl ester 15 As
described for example 42d, (3-butyl-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 mg, 55%) which
was obtained as a colorless oil. MS: mie = 308.2 [M+H].  b)
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxv)-2-methyl-2H-nyrazole-3-carboxy c acid methyl  ester  WO
20101127975PCT1EP20101055694 -109- 



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-methyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid iso5 propylamide
As described for example lb,
5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2Hpyrazole-3-carboxylic acid methyl ester (60
mg, 0.2 mmol), instead of 5-(5-methy1-3-phenytisoxazol-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+1-1] Example 87
Rac-5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H-Pyrazole-3-carboxylic acid (2-
hydroxy-l-methyl-ethyp-amide    As described for example 85b,
5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2Hpyrazole-3-carboxylic acid methyl ester (60
mg, 0.2 mmol), was converted, using DL-2-aminol-propanol instead of ethanolamine, to the title
compound (48 mg, 70%) which was obtained as a colorless oil. MS: m/e = 351.3 [M+H]*.  WO
2010/127975PCT/EP20 0/055694 -110- Example 88 5-(3-Buty1-5-methyl-isoxazol-4-ylmetho
)-2-methy1-2H-pyrazole-3-carboxylic acid (tetrahydro-pyran-4-y1)-amide  5 As described for example
86, 5-(3-buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2Hpyrazolc-3-carboxylic acid methyl 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 [1?4+14] .
Example 89 10
Rac-5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylicacid 



(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 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+Hr  WO
2010/127975PCT/EP2010/055694 -Ill- Example 90
2-Methyl-545-methy1-3-(tetrahydro-pyran-4-31)-isoxazol-4-ylmethoxy]-2H-pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-y0-amide  5 a Te ah dro- an-4-carbaldehyde oxime To a suspension of
tetrahydro-pyran-4-carbalclehyde (36.9 g, 259 mmol) 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 at 90 C overnight. 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 over sodium sulfate and evaporated. Purification by chromatography (silica, heptane:ethyl
acetate = 1:1) afforded the title compound (16.8 g, 50%) which was obtained as a yellow liquid. MS:
mie = 129.1 [M+H]Th. b) 5-Methy1-3-(tetrahvdro-pyran-4-v1)-isoxazole-4-carboxylic acid ethyl ester To
a solution of tetrahydro-pyran-4-carbaldehyde oxime (6.5 g, 50 mmol) in DMF (47 mL) was 15 added
N-chlorosuccinimide (6.95 g, 50 mmol) at room temperature and the after 3 h the mixture was
extracted with tert-butylmethylether (100 mL). The organic extract was then added dropwise over 2 h
to a solution of ethyl 2-butynoate (61.2 mL 52 5 mmol) and triethylamine (8.4 mL, 60 mmol) in
tert-butylmethylether (47 nth) 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 Ni). The combined organic phases were dried over
sodium sulfate, filtered and concentrated. Purification by chromatography (silica, heptane:ethyt 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].
c) [5-Methy1-3-(tetrahydro-pyran-4-ye-isoxazo1-4-y11-methano1 25 To a solution of
5-methy1-3-(tetrahydro-man-4-y1)-isoxazole-4-carboxylic acid ethyl ester (4.0 g, 16.7 mmol) in THE
(55 mL) at 0 C was added lithium aluminum hydride (349 mg, 9.0 mmol). And the resulting mixture
stirred for 18 h at room temperature. Water (0.5 mL) was added carefully followed by aqueous sodium
hydroxide (15 %, 1.0 mL) and water (2.2 mL). The  



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
chromatography (silica, heptane:ethyl acetate = 100:0 to 1:1) afforded the title compound (1.1 g, 34%)
as a colorless gum. MS: m/e = 198.1 [M1-1]. 5 d) 2-Methyl-5- 5-meth 1-3-ah dan-4-isoxazol-4- I e hox
2H- azole-3-car- boxylic acid methyl. ester  To a stirred solution of
5-hydroxy-2-methy1-2H-pyrazole-3-carboxylic acid methyl ester (4.68 g, 30 mmol) and
[5-methy1-3-(tetrahydro-pyran-4-y1)-isoxazol-4-ylkmethanol (5.92 g, 30 mmol) in THF (400 mL) at 5 C
under argon was added triphenylphosphinc (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: mi e =
336.2 [M+Hr. 15 e2-Meth 1-5- 5-meth 1-3- tetrah droan-4- 1 -isoxazol-4cthox 2Hzo le- car- boxvlic
acidah d oan-4- amide As described for example lb,
2-methy1-545-methy1-3-(tctrahydro-pyran-4-y1)-isoxazol-4- ylmethoxy]-2H-pyrazole-3-carboxylic acid
methyl ester (200 mg, 0.6 mmol), instead of
5-(5-methy1-3-phenyl-isoxazol-4-yLmethoxy)-2H-pyrazole-3-carboxylic acid methyl ester, was 20
converted, using 4-aminotetrahydropyran instead of morpholine, to the title compound (183 mg, 76%)
which was obtained as a colorless gum. MS: ink = 403.1 [M-HI. Example 91
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethovi-2-methyl-2H-pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-yl)-arnide OH 25   WO 2010/127975PCDEP2010/055694 -113- 



ath 4-F luo ro- h en I -5 - E - st1.4soxazole-4-cm'box 1 ic acid To a solution of
3-(4-fluoro-pheny1)-5-methyl-isoxazole-4-carboxylic acid ethyl ester (20.0 g, 80.2 mmol) and
benzaldehyde (8.19 mL, 80.2 mmol) in ethanol (113 mL) was added sodium ethoxide (2.71 M, 32.5
mL, 88.3 mmol) and the reaction mixture was heated under reflux for 1 5 h. Hydrochloric acid (1 N,
96.3 mL) was added and the resulting mixture was extracted with toluene. The solvent was then
distilled off to afford the title compound (19.1 g, 77%) as a light yellow solid. MS: m/e = 308.0 [M-HI. b)
[3-(4-Fluoro-phenyl)-54(E)-styry1)-Isox azol-4-yll-methano I To a solution of
3-(4-fluoro-phenyl)-5((E)-styry1)-isoxazole-4-carboxylic acid (19.0 g, 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, 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 temperature aqueous sodium
hydroxide solution (1 N, 180 mL) 15 was added. Extraction with tert-butylmethylether, 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+HI.
543-(4-Fluoro-pheny1)-54(E and/or
Z)-styry1)-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole3-carboxylic acid meth I ester 20 To a stirred
solution of 5-hydroxy-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (3.59 g, 23.0 mmol) and
[3-(4-fluoro-phenyl)-5((E)-styry1)-isoxazol-4-y11-methanol (6.8 g, 23.0 tninol) in THF (279 mL) at 5 C
under argon was added triphenylphosphine (8.1 g, 29.9 mmol), then diethyl azodicarboxylate (13.7
mL, 29.9 mmol) was added dropwisc. 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 to2.7:7.5) afforded the title compound (3.42 g, 34%) as a light yellow solid.
MS: m/e = 434.3 {M+H}. d 5 3- 4-F1 o o hen -5-fo1-isoxazol-4 lme hox 2-me2Hzole-3-carbox lie acid
methyl ester A mixture of 543-(4-fluoro-pheny1)-54(E and/or
Z)-styry1)-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),
bcnzyltriethylammonium chloride (42.9 mg , 0.18 mmol) in dioxane (3 mL) and water (1 mL) was
heated for 25 min at 120 C in a microwave. Water was then added to the reaction mixture and the
resulting mixture extracted with ethyl acetate. The organic extract was then evaporated and the
residue purified by  



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.
Alternatively:    To a solution of 513-(4-fluoro-pheny1)-54[E and/or
Z]-styry1)-isoxazo1-4-y1methoxy]-2-methyl2H-pyrazole-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(VIII) oxide (2.5 % w/v solution in t-butanol / 939 u. L, 0.92 mmol) at 0 C. The reaction
mixture was stirred 10 at room temperature overnight. The mixture was partitioned between ethyl
acetate and saturated sodium thiosulfate. The combined organic extracts were washed with brine,
dried, filtered and evaporated. The organic extract was then evaporated and the residue purified by
chromatography (silica, ethyl acetate:heptane = 1:4 to 9:1) 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)periodate (3.67 g, 17.2 rrunol) was added at 0
C to a mixture of 545-41S,2R)-
1,2-dihydroxy-2-phenyl-ethyl)-3-(4-fluoro-pheny1)-isoxazol-4-ylrnethoxy]-2-methyl-2Hpyrazole-3-carbo
xylic acid methyl ester (5.35 g, 11.4 mmop in THF (29.6 ml) and water (6.1 20 ml) and the resulting
mixture stirred at 0 C over night. The reaction mixture was extracted with water and ethyl acetate, and
the organic phases were washed with brine, dried over sodium sulfate, filtered and evaporated.
Purification by chromatography (silica, heptane:ethyl acetate =- 1:0 to 4:1) afforded the title compound
(3.63 g, 88%) as a white solid. MS: m/e = 418.1 [M+0Ac]'. 25 g)5-13-(4-Fluoro-phen v1)-5-
hydroxymethy I -isoxazol-4-ylmethoxyl-2-methyl -2H-pyrazo le-3-  car-boxylic acid methyl ester A
solution of 5-13-(4-fluoro-pheny1)-5-formyt-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 stirred for 1 h at room temperature. Addition of 10% aqueous citric 30 acid (100 rnL) was
followed by extraction with ethyl acetate. The combined organic extracts were washed with brine, dried
over sodium sulfate, filtered and evaporated. Purification by chromatography (silica, heptancethyt
acetate = 4:1 to 1:1) afforded the title compound (510 mg, 70%) as a white solid. MS: m/c = 420.3
[M+0Acf.  



WO 20101127975PCT/EP2010/055694 -115- h5- 3- 4-Fluoro- hen 1 -5-h. drox ethlmethoxazole-3-
car-boxylic acid (tetrahydro-pyran-4-_y1)-amide  As described for example lb,
513-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2- methyl-2H-pyrazole-3-carboxylic acid
methyl ester (150 mg, 0.42 mmol), instead of 5-(5- 5
methy1-3-pheny1-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 white solid. MS: na/e = 429.1 [M-Hr. Example 92
5-I3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- 10 carboxylic
acid isopropylamide OH  As described for example 91h,
543-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]- 2-methyl-2H-pyrazole-3-carboxylic acid
methyl ester (150 mg, 0.42 mmol) was converted, using isopropylamine instead of
4-aminotetrahydropyran, to the title compound (90 mg, 56%) which 15 was obtained as a white solid.
MS: m/e = 387.0 [M-H]. Example 93
5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic acid
amide   WO 2010/127975PCT/EP2010/055694 -116- 



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 soxazo1-4-ylmethoxy]-2-methyl-2H-pyrazole-3-
carboxylic acid methyl ester (250 mg, 0.69 mmol) in THF (1.17 mL), methanol (391 itL) and 5 water
(1.17 mL) was added lithium hydroxide (33.8 mg, 1.4 mmol). The reaction mixture was stirred for 2 h at
room temperature. Addition of aqueous hydrochloride solution (1 N, 25 mL) and extraction with ethyl
acetate yielded the title compound (220 mg, 92%) as a light brown solid. MS: m/e = 346.0 [M-Hr. b5- 3
4-Fluoro hen I -5-h drox meth 10 car-boxylic acid amide  soxazo -4- lme hox 2-meth I-2Hazole-3-
To a solution of
543-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(200 mg, 0.58 mmol) in DMF (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 (887 tit" 5.8 mmol) and 15 stirred overnight at room temperature. The reaction mixture was
then poured into aqueous sodium chloride (saturated) and the mixture was extracted with ethyl
acetate. The combined organic layers were then washed with water and saturated sodium hydrogen
carbonate solution and then dried over sodium sulfate, filtered and evaporated. Concentration and
purification by chromatography (silica, dichloromethane:methanol = 98:2 to 9:1) afforded the title
compound 20 (170 mg, 85%) as a white solid. MS: m/e = 345.0 [M-Hy. Example 94 



5-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3- carboxylic acid
(2,2,2-trifluoro-ethyl)-amide  HO 25 As described for example 91h, 5 43 -(4-fluoro-pheny1)-5-hydro
xymethyl-isoxazo 1-4-ylmethoxy]- 2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.28
MO I) 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: tn/e = 427.0 [M-Hr.  WO
2010/127975PCT/EP2010/055694 -1 1 7- Example 95
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy1-2-methyl-2H-pyrazole-3- carboxylic
acid (2,2,3,3,3-pentafluoro-propyl)-amide  5 As described for example 91h,
543-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-Mmethoxy]- 2-methy1-2H-pyrazole-3-carboxylic
acid methyl ester (100 mg, 0.28 mmol) was converted, using 2,2,3,3,3-pentafluoropropylamine instead
of 4-aminotetrahydropyran, to the title compound (115 mg, 87%) which was obtained as a brown oil.
MS: m/e = 477.0 [M-Hr. Example 96 10
543-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-31methoxy1-2-methy1-211-pyrazole-3- carboxylic
acid (1-methyl-1H-pyrazol-3-y1)-amide OH  As described for example 91h,
543-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-}imethoxy]- 2-methyl-2H-pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.28 mmol) was converted, using 15 1-methyl-1H-pyrazol-3-ylamine instead of
4-aminotetrahydropyran, to the title compound (80 mg, 68%) which was obtained as a white solid. MS:
m/e = 425.1 [M-Hr.  WO 2010/127975PCT/EP2010/055694 -1 18- 



Example 97 3-carboxylic acid acid (tetrahydro-fu ran-3-y1)-amide OH  5 To a solution of
5-13-(4-fluoro-pheny1)-5-hydroxymethy isoxazol-4-ylmethoxy]-2-methyl-2Hpyrazole-3-carboxylic acid
(100 mg, 0.29 mmol) in THF (10 mL) was added 1-hydroxybenzotriazole hydrate (45.0 mg, 0.29
nunol), N-ethyldiisopropylamine (126 ut, 0.76 mmol),
N-(3-dimethylaminopropy1)-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-H].
Example 98 3-carboxylic acid acid (3-methyl-oxetan-3-yI)-amide OH  WO
2010/127975PCT/E1'2010/055694 -119- oxetanamine instead of rac-3-aminotetrahydrofuran, to the
title compound (60 mg, 50%) which was obtained as a white foam. MS: m/e = 415.1 [M-Fl]'. Example
99     (5-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazol-3- 5
yll-(2-oxa-6-aza-spiro13.3jhept-6-yI)-methanone HO  As described for example 97,
543-(4-fluoro-pheny1)-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[3.3]heptane oxalate salt instead of
rac-3-aminotetrahydrofuran, to the title 



10 compound (35 mg, 28%) which was obtained as a white solid. MS: in/e = 487.3 [M+0Ac]i Example
100 5-13-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxvi-2-methyl-211-pyrazole-3-
carboxylic acid isopropylamide  15 a) 3-(4-Chloro-pheny1)-5-011-styryll-isoxazole-4-carboxylic acid To
a stirred solution of 3-(4-chloro-pheny1)-5-methyl-isoxazole-4-carboxylic acid ethyl ester (9.6 g, 36.1
mrnol) and benzaldehyde (3.69 rut, 36.1 mmol) in ethanol (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) 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 H\/1-HT.  WO
2010/127975PCT/EP2010/055694 -120- h 3 4-Chloro- he5 Eisoxazol-4- To a solution of
3-(4-chloro-phenyl)-54[E]-styry1)-isoxazole-4-carboxylic acid (6.0 g, 18.4 mmol) and triethylamine
(2.58 mL, 18.4 mmol) in THE (150 mL) was added at room temperature a solution of ethyl
chloroformate (1.8 mL, 18.4 mmol) in THE (17.4 mL). After 1 h 5 triethylamine hydrochloride salt was
filtered off, and washed with a small amount of THE. The solution was then added to a solution of
sodium borohydride (1.82 g, 46.1 mmol) in water (18 mL). After stirring overnight at room temperature
sodium hydroxide solution (I N) was added. Extraction with tert-butylmethylether and purification by
chromatography (silica, dichloromethane) afforded the title compound (4.52 g, 79%) as a white solid.
10 MS: m/e = 369.9 [M+CH3COOT. c 5 3- 4-Chloro- hen -5- E and/or 7isoxazol-4- imethox 2- e h
-2Hazole- 3-carboxylic acid methyl ester  As described for example 91c,
[3-(4-chloro-pheny1)-5((E)-styry1)-isoxazol-4-ylkmethanol (100 mg, 0.29 mmol), instead of
3-(4-fluoro-pheny1)-54(E)-styry1)-isoxazol-4-ylkmethanol, was 15 converted to the title compound (150
mg, 43%) which was obtained as a white solid. MS: m/e = 450.2 [M+H].   



As described for example 91d, 543-(4-chloro-pheny1)-54(E, and/or Z)-styry1)-isoxazol-4- 20
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (3.0 g, 6.7 rnmol), instead of
543-(4-fluoro-pheny1)-5-0E and/or 7)-styry1)-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+Hr. e)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 91g, 543-(4-chloro-pheny1)-5-formyl-isoxazol-4-ylmethoxy]-2-
methy1-2H-pyrazole-3-carboxylic acid methyl ester (2.4 g, 6.6 mmol), instead of
543-(4-fluoropheny1)-5-formyl-isoxazol-4-ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic acid methyl
ester, was converted to the title compound (2.4 g, 100%) which was obtained as a white solid. 30 MS:
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- Imethox -2 -meth I-2H azole-      As described for
example 91h, 513-(4-chIoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.27 mmol), instead of 5-[3-(4- 



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
compound (60 mg, 56%) which was obtained as a white solid. MS: m/e = 405.3 [M+H]. Example 101
10 5-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmetbox51-2-methyl-2H-pyrazole-3- carboxylic
acid (tetrahydro-pyrari-4-yI)-amide OH  As described for example 100f,
5-[3-(4-chloro-pheny1)-5-hydroxymethyl- soxazol-4- ylmethoxy]-2-methy1-2H-pyrazole-3-carboxylic
acid methyl ester (100 mg, 0.27 mmol) was 15 converted, using 4-aminotetrahydropyran instead of
isopropylamine, to the title compound (50 mg, 42%) which was obtained as a white solid. MS: mie =
447.3 [M+11]. Example 102
5-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoryi-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- azole-3- car-boxylic acid As described for example 93a,
543-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]- 2-methyl-2H-pyrazole-3-carboxylic
acid methyl ester (500 mg, 1 .32 mmol), instead of 5-[3-(4- 5
fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl
ester, was converted to the title compound (440 mg, 91%) which was obtained as a white solid. MS:
m/e = 361.9 [m-Hy.  



10 As described for example 93b,
543-(4-chloro-pheny1)-5-hydroxynqethyl-isoxazol-4-ylmethond2-methy1-2H-pyrazole-3-carboxylic acid
(100 mg, 0.28 mmol), instead of
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-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic
acid (2,2,2-trifluoro-ethyl)-amide a    As described for example 100f,
543-(4-chloro-pheny1)-5-hydroxymethyl-tsoxazol-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].  WO 2010/127975PCT7EP2010/055694 -123- Example 104
5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic
acid (2,2,3,3,3-pentafluoro-propyb-amide OH  5 As described for example 100f,
5-13-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4- y1methoxy]-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%) which was obtained as a white solid. MS: rrile =
495.1 [M+/-1] . Example 105 10
5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic
acid cyclopropylamide 



As described for example 100f, 543-(4-chloro-pheny1)-5-hydroxymethyl45oxazol-4-
ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid methyl ester (100 mg, 0.27 mmol) was 15
converted, using cyclopropylamine instead of isopropylamine, to the title compound (32 mg, 30%)
which was obtained as a white solid. MS: de = 403.2 [M+HI  WO 2010/127975PCT/EP2010/1155694
-124- Example 106
5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3- carboxylic
acid ((S)-2,2,2-trifluoro-1-methyl-ethyl)-amide Cl    HO 5 As described for example 100f,
543-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol4- ylmethoxy]-2-methyl-2H-pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.27 rnmol) was converted, using L-2,2,2-trifluoro-1-(methyOcthylamine instead
of isopropylamine, to the title compound (21 mg, 17%) which was obtained as a colorless gum. MS:
rrile = 459.3 [M+H]l. Example 107 10
5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-Pyrazole-3- carboxylic
acid (2-hydroxy-1,1-dimethyl-ethyl)-amide Cl  To a solution of
543-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-3TImethoxy]-2-methyl-2H- pyrazole-3-carboxylic
acid (100 mg, 0.28 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-dimethylaminopropy1)-N'-ethylcarbodiimidazole hydrochloride (43.0 mg, 0.28 mmol) and
2-amino-2-methyl-1 -propanol (25.3 mg, 0.28 mmol) and the resulting mixture stirred overnight at room
temperature. The reaction mixture was then poured into aqueous sodium chloride (saturated) and the
mixture was extracted with ethyl acetate. The combined 20 organic layers were then washed with
water and saturated sodium hydrogen carbonate solution and then dried over sodium sulfate, filtered
and evaporated. Concentration and purification by  WO 20101127975PCT/EP2010/055694 -125-
chromatography (silica, dichloromethane:methanol = 99:1 to 95:5) afforded the title compound (32 mg,
26%) as a white solid. MS: ink = 435.3 [M+H]. Example 108
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- 5 carboxylic
acid (3-methyl-oxetan-3-y1)-amide OH  Cl As described for example 107,
543-(4-chloro-pheny1)-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+HI. Example 109 



{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-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]- 2-methy1-2H-pyrazole-3-carboxylic
acid (65 mg, 0.18 mmol) was converted, using 2-oxa-6- azonia-spiro[3.3]heptane oxalate salt instead
of 2-amino-2-methyl-1-propanol, to the title compound (38 mg, 48%) which was obtained as a
colorless gum. MS: rrile = 445.3 [M+H]t  WO 2010/127975PCT/EP2010/055694 -126- Example 110
Ftac-5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-mettql-2Hpyrazole-3-carboxylic
acid (tetrahydro-furan-3-yI)-amide OH  5 As described for example 107,
5-13-(4-chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-y1methoxy]- 2-methy1-2H-pyrazolc-3-carboxylic
acid (100 mg, 0.28 mmol) was converted, using rac-3- aminotetrahydrofuran instead of
2-amino-2-methyl-l-propanol, to the title compound (73 mg, 61%) which was obtained as a colorless
gum. MS: m/c = 433.3 [MA11. Example 111 10
[5-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxatol-4-ylmethoxyl-2-methyl-2H-pyrazol-3-
y11-(4,4-difluoro-piperidin-1-34)-methanone Cl  HO As described for example 107,
5[3-(4-ch1oro-pheny1)-5-hydroxymethyl-isoxaz01-4-ylmethoxy]- 2-methyt-2H-pyrazole-3-carboxylic
acid (100 mg, 0.28 mmol) was converted, using 15 4,4-difluoropiperidine hydrochloride instead of
2-amino-2-methyl-1-propanol, to the title compound (87 mg, 67%) which was obtained as a colorless
gum. MS: inte = 467.2 [M+FI]-.  



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-trifluoro-ethyl)-amide OH  5 a) 3-Butyl-5-(jEl-styry1)-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
nth, 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-1-11-.  b) l3 -Butyl-54 II,1-styry1)-iso xazo I-4-yll-methano  15 To a solution of
3-butyl-5-([E]styry1)-isoxazole-4-carboxylic acid (7.0 g, 25.8 mmol) and triethylamine (3.8 nth, 27.0
mmol) in THF (30 mL) was added at 0 C ethyl 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 mmol) in water (35 mL) at 20 0 'C. After stirring at room temperature for 2.5
days, the reaction was quenched with aqueous sodium hydroxide (1 M, 40 mL) and extracted twice
with tert-butylmethylether. The combined phases were washed with brine, dried over sodium sulfate
and filtered. The filtrate was concentrated to a yellow oil and purified by flash chromatography (silica,
dichloromethane:methanol 100:0 to 97:3) to afford the title compound (6.9 g, 98%) as an orange 25 oil.
MS: m/c = 258.1 [WM'.  c)
5[3-Butv1-5-(1,2-dihydroxy-2-phenyl-ethyl)-isoxazol-4-ylmethoxvf-2-methvl-2H-pyrazole-3- carboxylic
acid methyl ester  WO 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. The reaction mixture was warmed to room temperature overnight. The reaction mixture was
then poured into aqueous sodium chloride (saturated) and the mixture was extracted with ethyl
acetate. The combined organic 5 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, heptane:ethyl acetate = 4:1 to 7:3) afforded the intermediate
product (1.07 g, 45%) as a yellow oil. MS: m/e = 396.2 [M+El] h. To a solution of the intermediate
product (0.79 g, 2.0 mmol) in tert-butanol (50 mL) was added AD Mix-a (2.8 g) with water (50 10 mL).
The reaction mixture 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 to a
yellow oil. The crude material was purified by flash chromatography (silica 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+HI. 15 d)
5-(3-Butyl-5-hvdrox ethyl-isoxazol-4ethox 



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-ylme1hoxy]-2-methyl2H-pyrazole-3-carboxylic
acid methyl ester (440 mg, 1.03 mmol) in benzene (2 mL) was added lead tetraacetate (545 mg, 1.23
mmol) with benzene (2 rriL) and the reaction was stirred at room 20 temperature for 1 h and then lead
tetraacetate (136 mg, 0.3 mrnol) and benzene (1.5 mL) added. After 30 mm, the suspension was
filtered over celite(r) and the filtrate was concentrated to give crude
5-(3-butyl-5-formyl-isoxazo1-4-ylmethoxy)-2-methy1-2H-pyrazo le-3-carboxylic acid methyl ester as a
yellow oil (330 mg). The oil was taken up in methanol (12 mL) and sodium borohydride (97 mg, 2.57
mmol) was added in portions over 3 min. Upon addition, the reaction 25 became a clear light yellow
solution containing a black precipitate. After stirring at room temperature for 15 min, the mixture was
filtered over celite(r) and the filter cake was washed with methanol. The filtrate was concentrated and
the residue was portioned between 0.5M aqueous hydrochloric acid and ethyl acetate. The aqueous
phase was extracted two times with ethyl acetate and the combined organic phases were washed with
brine, dried over sodium sulfate and 30 concentrated to afford a yellow oil. The crude material was
purified by chromatography (silica, heptane:ethyl acetate 1:0 to 1:1) to afford the title compound (256
mg, 77%) as a colorless oil. MS: 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)-styry1)-isoxazol-4-ylmethoxy1-2-methy1-2H-pyrazole-3- 5 carboxylic acid methyl ester (1.0 g , 2.5
mmol), osmium(VIII) oxide (25 mg , 0.1 mmol), sodium metaperiodate (2.16 g, 10 mmol),
benzyltriethylammonium chloride (230 mg, 0.96 mmol) in dioxane (24 mL) and water (8 mL) was
heated for 5.5 h at 120 C. 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
chromatography (silica, ethyl acetate:heptane = 1:4 10 to 9:1) to afford the title compound (80 mg,
10%) as a yellow oil. MS: m/e = 322.2 [M+X11. 5 3-Bud ox e h isoxazol-4-ethox2H- azole-3-carbox lic
acid methyl ester To a solution of
5-(3-buty1-5-formyl-isoxazo1-4-ylmethoxy)-2-methy1-2H-pyrazole-3-carboxylic acid methyl ester (80
mg, 0.25 mmol) in methanol (4 mL) was added sodium borohydride 



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 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 20 phases were washed
with brine, dried over sodium sulfate and concentrated to a yellow oil. The crude material was purified
by chromatography (silica, heptane:acetone 7.5:2.5) to afford the title compound (37 mg, 46%) as a
dark brown oil. MS: ink = 324.3 [M+H]* . 5- 3-But 5-h drox meth 1- soxazol-4- lmethoxh
l-2Hazole-3-carboxylic acid To a solution of
5-(3-buty1-5-hydroxyrnethyl-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 rnmol). After heating at 90 C for 1.5 h the solution was cooled to room temperature, diluted with
water, extracted with ethyl acetate and the combined organic phases were washed with brine, dried
over sodium sulfate, filtered and concentrated to afford the title compound (250 mg, 100%) as a white
solid. MS: ink = 308.5 [M-1-1]-. 30 h)
5-(3-Buty1-5-hydroxyrnethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide  To a solution of
5-(3-buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-Pyrazole-3- carboxylic acid (50 mg,
0.16 mmol) in DMF (2 mL) were added 2-(1H-benzotriazole-1-y1)- 1,1,3,3-tetramethyluronium
tetrafluoroborate (57 mg, 0.18 mmol), N,N-diisopropyl ethyl amine  WO
2010/127975PCT/EP2010/055694 -130- (138 ttL, 0.8 mmol) and 2,2,2-trifluoroethylamine HCI (24 mg,
0.18 mmol). The resulting reaction mixture was stirred overnight at room temperature. Concentration
and purification by chromatography (silica, dichloromethane:methanol = 100:0 to 95:5) afforded the
title compound (47 mg, 75%) as a colorless oil. MS: ink = 391.2 [M+14]. 5Example 113
5-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-2-methyl-2H-pyrazole-3-carboxylic acid
cyclobutylamide  As described for example 112h,
5-(3-buty1-5-hydroxymethyl-isoxazol-4-ylmethoiy)-2-methyl- 10 2H-pyrazole-3-carboxylic acid (50 mg,
0.16 nunol) was converted, using cyclobutylamine instead of 2,2,2-trifluoroethylamine HC1, to the title
compound (45 mg, 78%) which was obtained as a colorless oil. MS: m/e = 363.3 [1\4-41]I. Example
114       1-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3-carboxylic acid 15
((S)-2-hydroxy-1-methyl-ethyl)-amide  



a) (E)-2-(N-Methyl-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
methylhydrazine (18.52 mL, 344.8 mL) in 20 diethylether (100 mL) and the resulting mixture stirred for
2 h. The precipitate was filtered off, dissolved in ethanol (300 mL) at 50 C and then the solution cooled
to -20 C whereupon the solid was filtered off and dried to afford the title compound (46.8 g, 72%) as a
light yellow solid. MS: m/e = 189.3 [M+H]t  WO 2010/127975PCT/EP2010/055694 -131- b 5-H d ox
-1-meth I 1Hazole-3-carbox 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 para-toluenesulfonic acid (0.9 g, 4.7 mmol) and the resulting mixture heated at reflux for 6 h.
After cooling to room temperature 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 sulfate, filtered and concentrated to afford the title compound
(7.49, 74%) as a light brown solid after trituration with diisopropylether. MS: rn/e = 157.2 [M+HT -Met5
5- e h -3-id/n-2- 1-isoxazol-4ethoxH-  azole-3-carboxylic acid 10 methyl ester To a stirred solution of
5-hydroxy-1-methy1-1H-pyrazole-3-carboxylic acid methyl ester (400 mg, 2.6 mmol) and
(5-methyl-3-pyridin-2-yl-isoxazol-4-y1)-methanol (500 mg, 2.6 mmol) in THF (10 mL) at 5 C under
argon was added triphenylphosphinc (862 mg, 3.3 mmol), then diethyl 15 azodicarboxylate (573 mg,
3.3 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,
dichloromethane:methanol = 9:1) then purification using a 5 x 50 cm Chiralpak AD column at room
temperature using an isopropanol:heptane (2:8) mobile phase with UV detection at 220 nM afforded
the title compound (400 mg, 48%) as a white solid. 20 MS: m/e = 328.3 [M+H]t. d)
1-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxv)-1H-pyrazole-3-carboxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide To a solution of
1-methy1-5-(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1H-pyrazole-3- carboxylic acid methyl ester
(80 mg, 0.24 mmol) and L-alaninol (24 mg, 0.32 mmol) in toluene 



25 (1 mL) was added 1,5,7-triazabicyclo[4.4.0]dec-5-ene (14 mg, 0.1 mmol) and the reaction was
stirred at room temperature under argon overnight. The mixture was evaporated and purification by
chromatography (silica, dichloromethane:methanol = 100:0 to 9:1) afforded the title compound (87 mg,
96%) which was obtained as a colorless oil. MS: m/e = 372.2 [M+H]t  WO
2010/127975PCT1EP20101055694 -132- Example 115
1-Methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-yltnethoxy)-111-Pyrazole-3-carboxylic acid
isopropylamide    5 As described for example lb,
1-methy1-5-(5-methy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-1Hpyrazole-3-carboxylic acid methyl ester
(70 mg, 0.21 mmol), instead of 5-(5-methy1-3-phenylisoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylic
acid methyl ester, was converted, using isopropylaminc instead 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-ylmethoxy)-1H-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide  As described for example 115,
1-methy1-5-(5-methyl-3-pyridin-2-y1-isoxazo1-4-y1methoxy)411.- 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: tnie = 398.2 [M+Hf.  WO
2010/127975PCT/EP2010/055694 -133- Example 117
543-(5-Fluoro-pyridin-2-3/0-5-methyl-isoxazol-4-ylmethoxyl-1-methyl-1H-pyrazole-3- carboxylic acid
((S)-2-hydroxy-l-methyl-ethyl)-amide  



5 a)  ain-2-y1)-5-methyl-isoxazo1-4-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-methyl.-3-pyridin-2-yl-isoxazol-4-y1)-methanol, was converted, to the title compound (410
mg, 49%) which was obtained as a white solid. 10 MS: mie = 347.1 [M-ffi]t b5 3 5-Fluoro
yridin-2-y1)-5-methvl-isoxazol-4-ylmethoxyl-1-methyl-1H7pyrazole-3-car- boxylic acid
((S)-2-hydroxy-1-methyl-ethyl)-amide As described for example 114d,
543-(5-fluoro-pyridin-2-y1)-5-methyl-isoxazol-4-ylmethoxyl-l- methyl-1H-pyrazole-3-carboxylic acid
methyl ester (100 mg, 0.29 mrnol), 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: mie = 390.1
[M+HTI . Example 118
5-1(E)-2-(5-Mothy1-3-phenyl-isoxazol-4-y0-vinyli-211-pyrazole-3-carboxylicacidiso- 20 propylamide
WO 20101127975PCT/EP2010/055694                                     -134- a)
5-Methyl-3-phenyl-isoxazole-4-carbaldehyde  To a stirred solution of pyridinium chlorochromate (19.4
g, 90.0 mmol) and anhydrous magnesium sulfate (36 g) in dichloromethane (100 mL) was added a
solution of (5-methy1-3- pheny1-4-isoxazolyOmethanol (14.0 g, 74.0 mmol) in dichloromethane (50
mL) and the resulting 5 solution stirred under argon for 2 h. The solution was then dissolved in
diethylether (100 mL), filtered through silica and concentrated to give a viscous brown oil. Purification
by chromatography (silica, heptane:ethyl acetate 9:1 to 3:2) afforded the title compound (10.5 g, 76%)
which was obtained as a white solid. MS: m/e = 188.2 [M+H]t 



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 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] c) 4-Ethyny1-5-methyl-3-phenyl-isoxazole To a stirred solution of
4-(2,2-dibromo-vinyl)-5-methyl-3-phenyl-isoxazole (1.0 g, 2.92 mmol) 20 in THF (6 mL) was added
dropwise isopropylmagnesium chloride solution (2M in THF, 2.92 mL, 5.84 mmol) and the resulting
solution stirred under argon for 1 h at 0 C. Saturated aqueous ammonium chloride (15 mL) was added
and the resulting mixture extracted with ethyl acetate (3 x 25 mL). The combined organic layers were
then dried over sodium sulfate, filtered and concentrated. Purification by chromatography (silica,
heptane) afforded the title compound 25 (486 mg, 91%) which was obtained as a yellow oil. MS: m/e =
184.2 [M+Hil.    Step A: A stirred solution of 4-ethyny1-5-methyl-3-phenyl-isoxazolc (400 mg, 2.2
mmol), tributyltin hydride (1.3 g, 4.0 mmol) and AlBN (5 mg) was heated under reflux until all starting
30 material was consumed. After cooling to room temperature, the mixture was concentrated.
Purification by chromatography (silica, heptane:ethyl acetate 1:0 to 9:1) afforded the vinylstannanc
product (595 mg, 57%) which was obtained as a colorless oil. MS: m/e = 475.3 [M+H]t  WO
2010/127975PCT/EP2010/055694 -135- Step B: To a stirred solution of vinylstannane (300 mg, 0.63
mmol) in chloroform (60 mL) at 0 C was added dropwise a solution of iodine (321 mg, 1.26 mmol) in
chloroform (15 mL) until a pink solution resulted (approx 9 mL used). The solution was then washed
with a 10% solution of sodium hydrogen sulfite (20 mL), dried over sodium sulfate, filtered and
concentrated. 5 Purification by chromatography (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 [M-rti]ll. Step
C: To a stirred solution of the vinyliodide (200 mg, 0.64 mmol), ethyl 3(5)-
tributylstannylpyrazole-5(3)-carboxylate (prepared according to Heterocycles, 1992, 33, 813) (414 mg,
0.96 mmol), lithium chloride (82 mg, 1.93 rnmol) and copper(I) iodide (61 mg, 



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 concentrated. Purification by chromatography (silica, heptane:ethyl acetate 1:0 to 9:1)
afforded the intermediate product (140 mg, 67%) which was obtained as a colorless oil. MS: ink =
324.3 [M4Th' . 15 Step D: As described for example lb, 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 converted, using 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-[(Z)-2-(5-Methy1-3-phenyl-isoxazol-4-y1)-viny11-2H-Pyrazole-3-carboxylicacidiso- propylamide  As
described for example lb, the intermediate 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 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:
rnie = 337.4 [M+H]+.  WO 201(1/127975PCT/EP2010/055694 -136- Example 120
5-RZ)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vinyll-2-methyl-2H-Pyrazole-3- carboxylic acid
isopropylamide  5 Step 1: A solution of 4-chloromethy1-3-(4-fluoro-phenyl)-5-methyl-isoxazole (5.0 g,
22.16 mmol) and triphenylphosphinc (6.38 g, 24.36 mmol) in toulene (35 mL) was heated under reflux
for 20 h. After cooling to room temperature the mixture was cooled and the solid was washed with
diethylethcr (150 mL) and dried to afford the chloro-phosphonium salt (10 g, 93%). Step 2: To a
solution of the chloro-phosphonium salt (2.9 g, 5.95 mmol) in dry THE (20 mL) at - 10 78 C was added
LiHMDS (6.54 mL, 6.54 mmol) and the resulting mixture stirred at -78 C for I h. The mixture was then
warmed up to room temperature and a solution of IH-pyrazole-5- carboxylic acid,
3-formy1-1-methyl-methyl ester (1.0 g, 5.95 mmol) in dry THE (15 mL) was added and the resulting
mixture stirred for 2 h. Saturated aqueous ammonium chloride (15 nth) was added and the resulting
mixture extracted with ethyl acetate (2 x 40 mL). The combined 15 organic layers were then dried over
sodium sulfate, filtered and concentrated. Purification by chromatography (silica, hcptane:ethyl acetate
1:0 to 9:1) afforded, two products, 5-{(Z)-243-(4- fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyll -2-met
hyl-2 H-pyrazo le-3-carboxylic acid methyl ester (400 mg) and ethyl 5-
f(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-A-viny1}-2- methyl-2H-pyrazole-3-carboxylic acid
methyl ester (2.15 g) as off white solids. 20 Step 3: To a solution of 5- {
(Z)-243-(4-fluoro-pheny1)-5-methyl-iso xazol-4-ylkviny I) -2-methyl2fl-pyrazole-3-carboxylic acid methyl
ester (6 29 mmol) in THE (14 inL) was added lithium hydroxide monohydrate (37. 79 rrimol) in water
(18 mL) and the resulting mixture stirred for 12 h. After evaporation the mixture was diluted with water
(10 mL) and citric acid (10%) and extracted with ethyl acetate (2 x 80 mL). The combined extracts
were then dried with sodium 25 sulfate, filtered and evaporated to afford
54(Z)-243-(4-fluoro-phenyl)-5-methyl-isoxazo1-4-yllviny1}-2-methyl-2H-pyrazole-3-carboxylic acid (
mg, 85%) as .a white solid. MS: rn/e = 328.2 [MtHI. 



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(0.45mmol),N-ethyldiisopropylamine(1.2mmo I),
N-(3-dimethylaminopropy1)-N'-ethylcarbodiimidazole 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 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 5 compound (35 mg, 28%) as an off white gum. MS: inie = 369.2 [M-41] I.
Example 121 5-[(Z)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-viny1}-2-methy1-2H-pyrazole-3-
carboxylic acid (2-hydroxy-1-methyl-ethyl)-amide N, OH 10 As described for example 120 (step 4),
5-{(Z)-2[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-y1]- viny11-2-methyl-2H-pyTazole-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: mile = 385.2 [M+H] Example
122 15 5-RE)-2-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vin yI}-2-rnelbyl-2H-pyrazole-3-
carboxylic acid isopropylamide  To a solution of 5- {
(E)-2-[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny11-2-methyl-2H- pyrazo le-3-carboxylic acid (0.3
mmol) in DMF (7 mL) was added 1-hydroxybenzotriazole 20 hydrate (0.45 mmol),
N-ethyldiisopropylamine (1.2 mmol), N-(3-dimethylaminopropyl)-N'- ethylcarbodiimidazole
hydrochloride (0.45 mmol) and isopropylamine (0.45 mmol) and the resulting mixture stirred overnight
at room temperature. The reaction mixture was then poured 



into aqueous sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The
combined organic layers were then washed with water and saturated sodium hydrogen carbonate 25
solution and then dried over sodium sulfate, filtered and evaporated. Concentration and  WO
2010/127975PCT/EP20101055694 -13 8- purification by preparative HPLC afforded the title
compound (6.5 mg, 11%) as a white solid. MS: m/e = 369.2 [M+Hi Example 123
5-{(E)-2-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-yinyll-2-methyl-2H-pyrazole-3- 5 carboxylic acid
ethylamide  As described for example 122,
5-{(E)-243-(4-fluoro-pheny1)-5-methy1-isoxazo1-4-371]-virty11-2- methyl-2H-pyrazole-3-carboxylic
acid was converted, using ethylamine instead of isopropylamine, to the title compound (30 mg, 74%)
which was obtained as a colorless 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-hydroxy-2-methyl-propyl)-amide    15 As described for example 122, 5-
RE)-243-(4-fluoro-pheny1)-5-methyl-isoxazot-4-y1]-vinyll-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: Ink =399.2 [M+H].  WO
2010/127975PCT/EP2010/055694 -13 9- 



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-yI)-amide  5 As described for example 122,
5-[(E)-243-(4-fluoro-pheny1)-5-methy1-isoxazo1-4-y1kviny11-2- methy1-2H-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-i-H] . Example 126 10 5-
f(E)-2-I3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-yll-vinyll-2-methyl-2H-pyrazole-3- carboxylic acid
amide  As described for example 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 compound (19 mg, 60%) which was obtained as a white solid. MS: mfe = 327.2 [M+H]1.  WO
2010/127975PCPEP20101055694 -140- Example 127
(1,1-Dioxo-1,6-thiomorpholin-4-371)-(5-{(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-yllviny11-2-meth
y1-2H-pyraz0l-3-311)-methanoue  5 As described for example 122,
5-{(E)-213-(4-fluoro-phenyt)-5-methyl-isoxazol-4-ylEvinyll-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)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-viny11-2-methy1-2H-pyrazole-3- carboxylic acid
(2,2,2-trilluoro-ethyl)-amide  As described for example 122, 5-
[(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyl)-2- methy1-2H-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: ink = 409.0 [M+H] +. 



WO 2010/127975PCT/EP2010/055694 -141- Example 129
(5-f(E)-243-(4-Fluoro-pheny1)-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-(4-fluoro-pheny1)-5-methyl-i5oxazol-4-ylkvinyl}-2- methyl-2H-pyrazole-3-carboxylic acid
was converted, using morpholine instead of isopropylamine, to the title compound (8.3 mg, 25%)
which was obtained as a white solid. MS: m/e = 397.2 [M+H] Example 130 10
5-1(E)-2-13-(4-Fluoro-pheny1)-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-(4-fluoro-pheny1)-5-methyhi5oxazo1-4-371]-vinyll-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: 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)-5-rnethyl-isoxazol-4-yllvinyll-211-pyrazol
-3-y1)-methanone  



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 I h. The mixture
was then warmed up to room temperature and a solution of 1H-pyrazole-5- carboxylic acid,
3-formy1-1-methyl-, Methyl ester (5.95 mmol) in dry THF (15 mL) was added and the resulting mixture
stirred for 2 h. Saturated aqueous ammonium chloride (15 mL) was 10 added and the resulting mixture
extracted with ethyl acetate (2 x 40 mL). The combined organic layers were then dried over sodium
sulfate, filtered and concentrated. Purification by chromatography (silica, heptane:ethyl acetate 1:0 to
9:1) afforded, two products in a -1:1 ratio, 5- { (E and Z)-243-(4-fluo
ro-phenyl)-5-methyl-isoxazol-4-ylkvinyl -2 H-pyrazo le-3-carboxylic acid methyl ester (55%). 15 Step 2:
As described for example 120 (step 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-methyl-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-pheny1)-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 was converted, using thiomorpholine S,S-dioxide instead of
isopropylamine, to the title compound (8.8 mg, 22%) which was obtained as an off white solid. MS:
m/e = 431.2 [M+E1]-.  WO 2010/127975PCT/EP20101055694 -143- Example 132
(5-{(E)-243-(4-Fluoro-pheny1)-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-pheny1)-5-methyl-isoxazol-4-y11-
vinyll-2H-pyrazolc-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: mie =
383.2 [MAR] Example 133 10
5-{(E)-2-[344-Fluoro-pheny1)-5-methyl-isoxamil-4-yll-yinyll-2H-pyrazole-3-carboxylic acid
(2,2,2-trifluoro-ethyl)-amide  As described for example 132, 5-
f(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazo 1-4-34]-vinyll2H-pyrazole-3-carboxylic acid was
converted, using 2,2,2-trifluoroethylamine instead of 15 morpholine, to the title compound (18 mg,
56%) which was obtained as an off white solid. MS: m/e = 395.4 [M+Ii]-.  WO
20101127975PCT/EP2010/055694 -144- Example 134 



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-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
(5-1(E)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yli-yinyll-2-methyl-2H-pyrazol-3-y1)-(2-
oxa-6-aza-spiro[3.31hept-6-y1)-methanone  As described for example 122.
5-{(E)-2-13-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkviny11-2- methy1-2H-pyrazole-3-carboxylic acid
was converted, using 2-oxa-6-azonia-spiro[3.3]heptane 15 oxalate salt instead of isopropylarnine, to
the title compound (24 mg, 70%) which was 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-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vinyll-2H-pyrazole-3-carboxylic acid
(2-hydroxy-l-methyl-ethyl)-amide HO   5 As described for example 132, 5-
[(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-y11-vinyll2H-pyrazole-3-carboxylic acid was converted,
using 4-aminotetrahydropyran instead of morpholine, to the title compound (20 mg, 47%) which was
obtained as a light brown solid. MS: m/e = 397.2 [M+H] 



Example 137 10
(5-1(E)-2-13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vinyl}-2H-pyrazol-3-y1)-(2-oxa-6-
aza-spirop.3lhept-6-y1)-methanone  As described for example 132,
5-1(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyl}- 2H-pyrazole-3-carboxylic acid was
converted, using 2-oxa-6-azonia-spiro[3.3]heptane oxalate 15 salt instead of morpholine, to the title
compound (11 mg, 37%) which was obtained as an off white solid. MS: rn/e = 395.4 [M+H]-1 .  WO
2010/127975PCT/EP2010/055694 -146- Example 138
5-1(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-viny1}-2H-pyrazole-3-carboxylic acid
(2-hydroxy-1,1-dimethyl-ethyI)-amide  5 As described for example 132, 5-
f(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazo1-4-ylkviny1}- 2H-pyrazole-3-carboxylic acid was
converted, using 2-hydroxy-1,1-dimethylethylamine 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-l-methyl-ethyl)-amide HO   As described for example 132,
5-{(E)-243-(4-f1uoro-pheny1)-5-methyl-i5oxazol-4-ylkvinyl}- 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: mie = 371.2 [M+1-1]  



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-propy1)-amide  5 As described for example 132, 5-
{(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-yikvinyll2H-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+Fl]-. Example 141 10
5-{(E)-2-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-viny11-211-pyrazole-3-carboxylic acid
ethylamide  As described for example 132, 5- {(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylkvinyll-
2H-pyrazole-3-carboxylic acid was converted, using ethylamine instead of morpholine, to the 15 title
compound (8.9 mg, 33%) which was obtained as an off white solid. MS: m/e = 341.0 [M+1-1]  WO
2010/127975PCT/EP20101055694 -148- Example 142
5-{(E)-2-[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-yll-vin2H-pyrazole-3-carboxylic acid amide  5 As
described for example 132, 5-
c(E)-243-(4-fluoro-pheny1)-5-methyl-isoxazol-4-yikvinyll2H-pyrazole-3-carboxylic acid was converted,
using ammonia instead of morpholine, to the title compound (12 mg, 32%) which was obtained as an
off white solid. MS: m/e = 313.2 [M+H]' Example 143 



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-
{(E)-243-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylkvinyl} - 2H-pyrazole-3-carboxylic acid was converted,
using 2-hydroxy-1,1-dimethylethylamine instead of morpholine, to the title compound (5.7 mg, 70%)
which was obtained as an off white solid. 15 MS: m/e = 399.2 [M+H]'.  WO
2010/127975PCT/EP2010/055694 -149- Example 144
5-1[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2-methyl-2H-Pyrazole-3- carboxylic acid
(2-hydroxy-2-methyl-propyI)-amide  5 Step 1: To a solution of
3-(4-fluoro-pheny1)-5-methy1-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-pheny1)-5-methyl-isoxazol-4-ylmethyl]-aminot-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-pheny1)-5-methyl-isoxazol-4-ylmethylk amino}-2-methyl-2H-pyrazole-3-carboxylic acid
methyl ester was converted, to
5-113-(4-fluoropheny1)-5-methyl-isoxazol-4-ylmethylkamino}-2-methyl-2H-pyrazole-3-carboxylic acid
which was obtained as an off white solid. 20 Step 3: To a solution of 5- {
[3-(4-fluoro-pheny1)-5-methyl-isoxazo 1-4-ylmethyll-amino } -2- methyl-21-1-pyrazole-3-carboxylic acid
(0.212 mmo I) in DMF (5 mL) was added 1- hydroxybenzotriazo le hydrate (0.318 mmo I),
N-ethyldiisopropylamine (0.848 mmo I), N-(3-dimethylaminopropy1)-N'-ethylcarbodiimidazole
hydrochloride (0.318 mmol) 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
sodium chloride (saturated) and the mixture was extracted with ethyl acetate. The combined organic
layers were then washed with water and saturated sodium hydrogen carbonate solution and then dried
over sodium sulfate, filtered and evaporated. Concentration and purification by preparative HPLC
afforded the title compound (13 mg, 14%) as an off white solid. MS: m/e = 402.2 [M-(1-11.  WO
2010/127975PCT/EP2010/055694 -15 0- 



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-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkamino1- 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
5-{13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-amino}-2-methyl-2H-Pyrazole-3- carboxylic acid
(2,2,2-trifluaro-ethyl)-amide  As described for example 144,
5-1[3-(4-fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyll-amino1- 2-methy1-2H-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: mile = 412.4 [M+H]  WO
2010/127975PCT/EP2010/055694 -15 1- Example 147
5-113-(4-Fluoro-pheny1)-5-methyl-isozazol-4-ylmethylkaminol-2-methyl-2H-Pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-yI)-amide  5 As described for example 144, 5- ([3-(4-fluoro-pheny1)-5-methyl- so
xazol-4-ylmethyl]-amino 2-methy1-21-1-pyrazole-3-carboxylic acid was converted, using
4-amiontetrahydropyran instead of 2-hydroxy-2-methylpropylamine, to the title compound (7.7 mg,
27%) which was obtained as a light yellow solid. MS: ink = 414.2 [MH-H] Example 148 10
5-113-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethylpaminol-2-methyl-2H-Pyratole-3- carboxylic acid
(3-methyl-ozetan-3-y1)-amide  As described for example 144, 5-
{[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyl]-amino}- 



2-methyl-2H-pyrazole-3-carboxylic acid was converted, using 3-methyl-oxetan-3-yl-amine 15 instead
of 2-hydroxy-2-methylpropylamine, to the title compound (17 mg, 28%) which was obtained as a white
solid. MS: m/e = 400.3 [M+FI]l.  WO 20101127975PCT/EP2010/055694 -152- Example 149
(5-{13-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-amino1-2-methy1-2H-pyrazol-3-y1)-
(2-oxa-6-aza-spiro[3.3]hept-6-y1)-methanone  5 As described for example 144,
54[3-(4-fluoro-pheny1)-5-methy1-isoxazol-4-ylmethylFamino}- 2-methyl-2H-pyrazole-3-carboxylic acid
was converted, using 2-oxa-6-azonia-spiro[3.3]heptane oxalate salt instead of
2-hydroxy-2-methylpropylamine, to the title compound (14 mg, 22%) which was obtained as a white
solid. MS: rnie = 412.4 [M+H] Example 150 10
5-113-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyli-aminol-2-inethyl-21-1-pyrazole-3- carboxylic
acid (2-hydroxy-1-methyl-ethyl)-amide  As described for example 144, 5-
{[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkamino 1- 2-methy1-2H-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: ink -- 388.4 [M+H] ' .
WO 2010/127975PCT/EP2010/055694 -1 53- Example 151
5-113-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethylkamino1-2-methy1-2H-pyrazole-3- carboxylic
acid isopropylamide  



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%) which was obtained as a white
solid. MS: rink = 372.2 [M+11] . Example 152 10
5-113-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2H-pyrazole-3-carboxylic acid
(2-hydroxy-2-methyl-propy1)-amide  Step 1: To a solution of
3-(4-fluoro-phenyl)-5-methyl-isoxazole-4-carbaldehyde (1.75 g, 8.53 mmol) and the
5-amino-2H-pyrazole-3-carboxylic acid methyl ester hydrochloride (1.2 g, 8.53 15 mmol) in methanol
(70 mL) at room temperature was added molecular sieves (2.5 g) and then after 1 h, acetic acid (6.8
mL, 119.4 mmol) was added. Then sodium cyanoborohydride (1.07 g, 17.1 mmol) was added
portionwise and the mixture stirred at room temperature overnight. After evaporation, dichloromethane
was added and the mixture washed with sodium hydrogen carbonate (saturated solution). The organic
layer was then dried over sodium sulfate, filtered and 20 evaporated. Purification by chromatography
(silica, heptane:ethyl acetate 7:3 to 6:4) afforded 5- 1[3-(4-fluoro-pheny1)-5-methyl-iso
xazo1-4-ylmethylkamino -2H-pyrazole-3-carboxylic acid methyl ester (1.2 g, 44%).  WO
2010/127975PCT/EP20101055694 -154- Step2:5- {
[3-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethyl]-amino}-2H-pyrazo le-3- carboxylic acid methyl ester
(900 mg, 2.72 mmol) was then dissolved in THF (20 mL) and lithium hydroxide monohydrate (686 mg,
16.34 mmol) in water (15 mL) added and the resulting mixture stirred for 12 h. After evaporation the
mixture was diluted with water (10 mL) and citric 5 acid (10%) and extracted with ethyl acetate (2 x 80
mL). The combined extracts were then dried with sodium sulfate, filtered and evaporated to afford
5-{[3-(4-fluoro-pheny1)-5-methylisoxazol-4-ylmethyll-aminol-2H-pyrazole-3-carboxylic acid (703 mg,
91%) as an off white solid. MS: nile = 317.4 [MH]+. Step 3: To a solution of
5-13-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkaminol-2H- 10 pyrazole-3-carboxylic acid (0.212
mmol) in DMF (5 mL) was added 1-hydroxybenzotriazole hydrate (0.318 mmol),
N-ethyldiisopropylamine (0.848 mmol), N-(3-dimethylaminopropy1)-N'- ethylcarbodiimidazole
hydrochloride (0.318 mmol) and 2-hydroxy-2-methylpropylamine (0.318 mmol) and the resulting
mixture stirred overnight at room temperature. The reaction mixture was then poured into aqueous
sodium chloride (saturated) and the mixture was extracted with ethyl 15 acetate. The combined
organic layers were then washed with water and saturated sodium hydrogen carbonate solution and
then dried over sodium sulfate, filtered and evaporated. Concentration and purification by preparative
HPLC afforded the title compound (15 mg, 29%) as an off white solid. MS: nile = 388.4 [NH-Hr.
Example 153 20
5-{l3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkamino}-2H-Pyrazole-3-carboxylic acid amide 



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 obtained as an off white solid. MS:
rn/e = 316.4 [M+11]+.  WO 2010/127975PCT/EP2010/0556941 -155- Example 154
5-{i3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2H-pyrazole-3-carboxylic acid
isopropylamide  5 As described for example 152, 5-
113-(4-fluoro-pheny1)-5-methyl-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 as a white solid. MS: m/e = 358.2 [M+H]]. Example 155
5-113-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2H-pyrazole-3-carboxylic 10 acid
ethylamide  As described for example 152, 5-
{[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyl]-amino}- 2H-pyrazole-3-carboxylic acid was
converted, using ethylamine instead of 2-hydroxy-2- methylpropylamine, to the title compound (14 mg,
41%) which was obtained as an off white 15 solid. MS: m/e = 344.2 [M+H]  WO
2010/127975PCT/EP2010/055694 -156- 



Example 156 5-{13-(4-Fluoro-phenyI)-5-tnethyl-isoxazol 4-ylmethyll-amino}-214-pyrazole-3-carboxylic
acid (tetrahydro-pyran-4-y1)-amide  5 As described for example 152, 5-
113-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkaminol2H-pyrazole-3-carboxylie acid was
converted, using 4-aminotetrahydropyran instead of 2- hydroxy-2-methylpropylamine, to the title
compound (9.1 mg, 28%) which was obtained as an off white solid. MS: rn/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-methyl-ethyl)-amide  As described for example 152,
5-1[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethylkaminol2H-pyrazole-3-carboxylic acid was
converted, using 2-hydroxy-1 -methylethylamine instead of 15 2-hydroxy-2-methylpropylamine, to the
title compound (13 mg, 32%) which was obtained as an off white solid. MS: m/e = 374.4 [M+H]  WO
2010/127975PCT/EP2010/055694 -157- Example 158
(5-1[3-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyll-aminol-2H-pyrazol-3-y1)-(2-oxa-6-
aza-spirol3.3lhept-6-y1)-methanone  5 As described for example 152, 5-
f[3-(4-fluoro-pheny1)-5-methyl-isoxazol-4-ylmethyl]-aminol2H-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 [MA-1]-r. Example 159 10
N-isopropy1-1-methy1-3-05-methyl-3-(pyridin-2-yflisoxazol-4-y1)methylamino)-1Hpyrazole-5-earboxa
mide  -meth 3 5 e h 3idin-2- I isoxazol-4- 1 meth lamino -IH-s azo lc-5 carboxylate 



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 hydrochloride (886 mg, 4.31 mmol) in Me0H
(36 mL) was added molecular sieves (1.3 g). The reaction mixture was stirred at RT for 1 h. Then
acetic acid (3.45 nft" 60.3 mmol) was added. After stirring for additional 5 min, sodium
cyanoborohydride (542 mg, 8.62 mmol) was added in portions over 2 min and the 20 reaction mixture
was stirred at RT for 30 min, then evaporated. The residue was extracted with dichloromethane and
then washed with a saturated solution of sodium hydrogen carbonate. The organic layers were
washed with water and brine, dried over sodium sulfate and evaporated. Purification by
chromatography (silica, dichloromethane) afforded the title compound as a white solid (814 mg, 55%).
MS: m/e = 342.1 [M+H].  WO 2010/127975PCT/EP2010/055694 -158- b) 1-Meth 1-3- 5-meth 1-3-11
meth lamino -1H- azole-5-carbox lic acid  To a solution of ethyl
1-methy1-34(5-methy1-3-(pyridin-2-yDisoxazol-4-yl)methylamino)-1H- pyrazole-5-carboxylate (776
mg, 2.27 mmol) in THF (8 mL) was added a solution of lithium 5 hydroxide monohydrate (191 mg, 4.55
mmol) in water (8 mL). To get a homogeneous solution Me0H (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 HC1 to get pH-5. A solid was forming. The mixture was stirred at 0 C for 30 mm, then filtered and
washed with ice water. The solid was dried to give product as white solid (500 mg, 70%). The mother
liquor was 10 acidified with 1 M HC1 to get pH-4. A solid was Ruining. 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: rn/e = 312.2 [M-HI. c N-iso 15 5-carboxamide eth 3 5-3idin-2-v1-4-a 'no 1azole-        



To a solution of 1-methy1-3 -45-methy 1-3- (pyrid -2-y1) iso xazo l-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-diisopropyI ethyl amine (217 ttL, 1.28 mmol) followed by isopropylamine (24 281 umol). The
mixture was stirred at RT for 1 h, then evaporated. The residue was purified 20 by
flash-chromatography over NH2 silica gel using gradient Et0Ac / 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-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethyl)-aminol-2H-pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-y1)-amide 25   As described for example
160c,1-methy1-34(5-methy1-3-(pyridin-2-yOisoxazol-4- yOmethylamino)-1H-pyrazole-5-carboxylic
acid (14 mg; 44.7 umokwas 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 [WTI] -.  WO
2010/127975PC1'/EP2010/055694 -159- Example 161
1-Methy1-3-((5-methy1-3-(pyridin-2-yl)isoxazol-4-yl)methylamino)-N-morpholino-11-1-
pyrazole-5-earboxamide  5 As described for example 160c,
1-methy1-345-methyl-3-(pyridin-2-ypisoxazol-4- 34)methylamino)-1H-pyrazole-5-carboxylic acid (80
mg; 255 umo 1)_was converted, using 4- aminomorpholine instead of isopropylamine, to the title
compound (101 mg, 71%) which was obtained as a white solid. MS: rule = 398.2 [M+H]' . Example 162
10 1-Methy1-3-((5-methy1-3-(pyridin-2-ypisoxazol-4-yOmethylamino)-N-(3-methyloxetan-3-
y1)-1H-pyrazole-5-carboxamide 



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-oxetanamine instead of isopropylamine, to the title compound (68 mg, 70%) which was
obtained as a white solid. MS: m/e = 383.3 [MA-]t  WO0/127975PCT/EP2010/055694 -160- Example
163
3-((3-(5-Fluoropyridin-2-y1)-5-methylisoxazol-4-yl)methylamino)-N-isopropyl-1-methylM-pyrazole-5-ear
boxamide  5 aEth 13 3 5-fluo o pyrazo le-5-carbo xy [ate  idin-2-5 -meth isoxazol-4 lamino
-1-meth1-1H-     As described for example 159a,
3-(5-fluoropyridin-2-y1)-5-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 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- 



yOmethylamino)-1-methy1-1H-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-Elf 15 c)
343-(5-Fluoro pyridin-2-y1)-5-methyliso xazo1-4-yl)methy I amino )-N- isopropy1-1-methyl-1Hpyrazo
le-5 -carbo xamide Asdescribedforexample160c,3-((3-(5-fluoropyridin-2-y 1) -5-methylisoxazol-4-
yflmethylamino)-1-methyl-1H-pyrazo le-5-carbo xylic 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
convened to the title compound (26 mg, 61%) which was obtained as a white solid. MS: m/e = 373.2
[IVII-H]  WO 2010/127975PCT/EP2010/055694 -16 1- Example 164
34(3-(5-Fluoropyridin-2-y1)-5-methylisoxazol-4-yOmethylamino)-1-methyl-N-(tetrahydro211-pyran-4-y1
)-1H-pyrazole-5-carboxamide  HO  5
Asdescribedforexample163c,3-03-(5-fluoropyridin-2-yl)-5-methylisoxazol-4-
yl)methylamino)-1-methyl-1H-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: m/e = 415.2 [M+14] . Example 165 10
N-Cyclopropy1-34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-371)methylamino)-1-methyl1H-pyrazole
-5-earboxamide  Asdescribedforexample163c,34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4- 



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 solid. MS: mile = 371.3 [M-(FI]  WO 2010/127975PCT/EP2010/055694 -162- Example 166
N-(Cyclopropylmethyl)-3-03-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-y1)methylamino)-1-
methyl-1H-pyrazole-5-earboxamide  5
Asdescribedforexample163c,3-03-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-
yOmethylamino)-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 [1V1+H] Example 167 10
3-((3-(5-Fluoropyridin-2-y1)-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-methylisoxaz01-4-
yl)methylamino)-1-methyl-1H-pyrazole-5-carboxylic acid (92 mg, 0 28 mol) was converted, 15 using
3-methyl-3-oxetanamine instead of isopropylarnine, to the title compound (90 mg, 81%) which was
obtained as a white solid. MS: m/e = 401.3 [M-EFI]  WO 2010/127975PCT/EP2010/055694 -163-
Example 168 (3-((3-(5-Flu o ropy rid in-2-y1)-5-methylisoxazol-4-yl)methyla mino)-1-
methyl-1H-pyrazol-5- yl)(2-oxa-6-azaspiro [3.3] heptan-6-yl)methanone  



5 Asdescribedforexample163c,34(3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-
yOmethylamino)-1-methyl-M-pyrazole-5-carboxylic acid (92 mg, 0.28 mol) was converted, using
2-oxa-6-azonia-spiro[3.3]heptane oxalate salt instead of isopropylamine, to the title compound (35 mg,
31%) which was obtained as a white foam. MS: mie = 413.4 [M+H]  -164- Claims A compounds of
formula I, Ri ,0   wherein 5 Lis -042-0-, -012-N1-1- or -CH-Cfl-; Xis N-R5 and Y is N, or X is N and Y is
R'is selected front the group consisting of i) lower alkyl, ii) lower alkyl substituted by 1-5 halogen
atoms, 10iii)aryl, iv) aryl substituted by 1-4 substituents individually selected from amino, amino-lower
alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy- lower alkyl, lower
alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower alkyl,lower alkyl)N-, (lower
alkyl,H)N-, N(lower alkyl,lower alkyl)- 



15 lower alkyl, N(lower alkyldI)-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
alkyl)-lower alkyl, CO-N112-lower alkyl and lower alkyl-CO-, v) heteroaryl, 20vi) heteroaryt substituted
by 1-4 substittients 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 alkyldower alkyl)N-, (lower alkyl,H)N-, N(lower alkyldower
alkyl)-lower alkyl, N(lower 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,lower alkyl)-lower alkyl, CONI-12-lower alkyl and lower alkyl-CO-, and vi i) heterocyclyk R2islower
alkyl or lower alkyl substituted by 1-5 substituents 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
substituents individually selected from acetamidyl, 5acetyl, acetylamino, amido, amino, carboxy,
cyano, eycloalkyl, halogen, halogen- lower alkoxy, heterocyclyl, hydroxy, lower alkoxy, (lower
alkyl,lower alkyl.)N-, (lower alkyl,H)N-, nilro and lower alkyl-S(0)2-, iv) heteroaryl, v) heteroaryl
substituted by 1-4 substituents individually selected from amino, amino- 10lower alkyl, cyano,
cyano-lower alkyl, halogen, halogen-lower alkyl, hydroxy, hydroxy-lower alkyl, lower alkoxy-lower alkyl,
lower alkyl, lower alkoxy, halogen-lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower
alkyl,lower alkyl)-lower alkyl, N(lower alky1,11)-lowcr 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, CO-N(lower alkyl,lower AA-lower alkyl, CO- 



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 substituents individually selectee from halogen and lower alkyl, and      x) -NR7R8; R4is H, lower
alkyl or lower alkyl substituted by 1-5 halogen atoms; 25or R3 and R4 together with the nitrogen to
which they are attached form a heterocycly1 or a hetcrocycly1 substituted by 1-4 substituents
individually selected from amino, amino-lower alkyl, cyan, eyano-lower alkyl, halogen, halogen-lower
alkyl, hydroxy, bydrox.y-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy, halogen-lower
allcoxy, (lower alkyl,lower alkyON-, (lower alkyl,H)N-, N(lower alkyl,lower alkyl)-lower alkyl, N(lower 30
alkyl,f1)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower alkylCOO-lower alkyl,
lower alkyl-COO-, CO-N(lower alky1,11)-lower alkyl, CO-N(lower alkyl,lower alkyl)-lower alkyl,
CO-NH2-lower alkyl and lower alkyl-CO-; le is H or lower alkyl; R6 is 11 or lower alkyl; 35 R7is lower
alkyl; R8 is lower alkyl, or pharmaceutically acceptable salts or esters thereof.  -166- 2, The compound
of claim 1 wherein Lis -C1:12,-0- or -0-1=0:1-; 



X is N-R5 and Y is N, or X is N and Y is N5 RI 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 selected from amino, amino-lower alkyl, cyano, eyano-lower alkyl, halogen, halogen-lower
alkyl, hydroxy, hydroxylower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower .alkoxy, halogen-lower
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 alkyl, CO-N(lower 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 selected from amino, amino- lower alkyl, cyano, cyano-lower alkyl, halogen, halogen-lower
alkyl, hydroxy, 20 hydroxy-lower alkyl, lower alkoxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-lower alk.oxy, (lower alkyl,lower alkyl)N-, (lower alky1,14)N-, N(lower alk.yl,lower alkyl)-lower
alkyl, N(lower alkyl,I4)-lower alkyl, nitro, lower alkyl-S(0)2-, carboxy, carboxy-lower alkyl, lower
alkyl-COO-lower alkyl, lower alkyl-COO-, CO-N(lower alky1,11)-lower alkyl, CO-N0ower alkyl,lower
alkyl)-lower alkyl, CO- 25NH2-lower alkyl and lower alkyl-CO-, and vii) heterocycly1; R2is H, lower
alkyl or lower alkyl substituted by 1-5 substituents individually selected from halogen and hydroxy;
R3 is selected from the group consisting of 30i)14, ii) lower alkyl, iii) lower alkyl substituted by 1-5
substituents individually selected from acetamidyl., acetyl, acetylamino, amido, amino, carboxy, cyano,
cycloalkyl, halogen, halogen-lower alkoxy, heterocyclyl, hydroxy, lower alk.oxy, (lower alkyl,lower 



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-lower alkyl, hydroxy, hydroxy-lower alkyl, lower all oxy-lower alkyl, lower alkyl, lower alkoxy,
halogen-  -167- lower alkoxy, (lower alkyl,lower alkyl)N-, (lower alkyl,H)N-, N(lower alkytlower
alkyl)-lower alkyl, N(lower alkyl,H)-lower alkyl, nitro, lower 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 alkyl)-lower alkyl, 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)
heterocycly1 substituted by 1-4 substituents individually selected from halogen and lower alkyl, and x)
-NR7R8; R4is 1-1, lower alkyl or lower aikyl substituted by 1-5 halogen atoms; or Wand R4 together
with the nitrogen to which_ they are attached form a beterocycly1 or a [5heterocycly1 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
alk.oxy, halogen-lower alkoxy, (lower alkyltower alkyl)N-, (lower alkyl,H)N-, N(lower alkyl,lower
alkyl)-lower alkyl, N(lower alky1,11)-lower alkyl, nitro, lower alkyl-S(0)z-, earboxy, carboxy-lower alkyl,
lower alkyl- 20COO-lower alkyl, lower alkyl-COO-, CO-N(lower alkyl,H)-lower alkyl, CO-N(lower 



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. The compound according to any of claims 1-2, wherein RI is lower alkyl, aryl, aryl
substituted by 1-2 halogen atoms, heteroaryl, heteroaryl substituted by 1-2 halogen atoms, or
heterocyclyl. 30 4. The compound according to any of claims 1-3, wherein RI is phenyl, chloto-phenyl,
fluorophenyl, pyridinyl or fluoro-pyridinyl. 5. The compound according to any of claims 1-4, wherein R2
is 14, lower alkyl or hydroxylower 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 together with the nitrogen to which they are attached form a heterocycly1 or a heterocycly1
substituted by 1-4 substituents individually selected 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-spiro[3.3Theptyl. 9.The compound according to any of claims 1-6,
wherein R4 is II, 10. The compound according to any of claims 1-6 and 9, wherein R3 is  1-1, lower
alkyl, lower alkyl substituted by 1-5 substituents individually selected f 



cycloalkyl, halogen, beterocyclyl, hydroxy and lower alk.oxy, heteroaryl substituted by 1-4 substituents
individually selected  lower alkyl, cycloalkyl; cycloalkyl substituted by 1-4 hydrOxy groups, heterocyclyl,
heterocycly1 substituted by 1-4 lower alkyl, or -4\1(lower alky1)2.  mm acetylamino, I       11. The
compound according to any of claims 1-6 and 9-10, wherein 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 -CII2-0- or -CI-1.2-NH-.  13. The compound
according to any of claim 1-12, selected from the group consisting of
[5-(5-Methy1-3-phenyl-isoxazol-4-ylmethoxy)-211-pyrazol-3-y11-morpholia-4-yl-methanone,
5-(5-Methy1-3-phenyl-isoxazol-4-yltnethoxy)-2I1-pyrazole-3-carboxylic acid isopropylatnide,
255-(5-Methyl-3-phenyl-isoxazol-4-yltnethoxypyrazole-3-earboxylic acid (tetrahychio-pyra1l-
4-y1)-amide, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmedwxy)-211-pyrazole-3-carboxylie acid
(tetrahydro-furan- 3-y0-amide,
5-(5-1\4cthyl-3-phenyl-isoxazol-4-ylmethoxy)-21.1-pyrazole-3-earboxylicacid N',1\11-dimethyl- 30
hydrazide, 5-(5-Methyl-3-phenyl-isoxazol-4-ylmethoxy)-2)yrazolc-3-carboxylic acid (2-hydroxy-ethyl)-
amide, 5-(5-Methy1-3-phenyl-isoxazol-4-ylmctlioxy)-211-pyrazole-3-earboxylic acid amide,  -169-
543-(4-Fluoro-pliteny1)-5-methyl-isoxazol-4-ylinetlioxy]-21-1-pyritzole-3-carboxylic acid
morpholin-4-ylamide,
5-13-(4-Fluoro-plieny1)-5-rnethyl-isoxazol-,1-ylmetlioxy]-211-pyrazole-3-carboxylic acid 



55-13-0-131tioro-p1ienyl)-5-rnethy1-i30xiaz0l-4-yliacthoxyll-2H-pyrazole-3-0arboxylic acid
pyrrolidin-1-ylamide, zole-3-carboxylic acid MM.- dirnethyl-liydrazide,
5434,1-Fluoro-phenyl)-5-inethyl-isoxazol-4-ylmellioxy]-21:1-pyrazole-3-carboxylic acid 10
isopropylamidc, 5-113-(4-Fluoro-pheny1)-5-nictlyyl-isoxazol-4-ylinethoxyl-21-1-pyrazole-3-earboxylic
acid (telvallydro-pyran-4-y1)-atnicle,
5-(5-Mothy1-3-pyridin-2-yl-isoxazol-11-ylmethoxy)-11-I-pyrazole-3-carboxylic acid isopropylamide,
155-(5-1\4elliy1-3-pyriclin-2-yl-isoxazol-4-ylmeithoxy)- El-pyrazole-3-carboxylic acid (tctrahydro-
pyran-61-y1)-ainicie, 5-(5-Mcilly1-3-pyridin-211-isoxazol-4-ylinctidoxy)-1I-I-pyrazolc-3-carboxylic acid
((S)-2- hydroxy-l-inctivl-ethyl)-ani id c,
543-(5-Ftuoro-Pyridin-2-Y1)-5-inethyl-isoxazo141-ylmethoxyl-2II-pyrazolc-3-carboxylic acid 20
(2,2,2-tril1uoro-cthylyamide, 5-13-(5-Fluoro-pyridia-2-y1)-5-1
ciilvii-isexazol-4-ylinettioxyl-21-1-pyrazole-3-carboxylic acid (tetrahydro-fura11-311)-a1ide,
543-(5-Fitioro-pyridia-2-y1)-5-niethyl-isoxiaol-tillmetlioxy]-2I-I-pyrazolc-3-carboxylic acid
tett-butylaraide, 25543-(5-Fittoro-pyridin-2-y1)-5 ethyzol-4-ylmethoxylii21-1-pyrazolc-3-carboxylic acid
(2- hydroxiy-ctliy1)-andide,
543-(5-Fluoro-pyvidin-2-y1)-5-ractilyl-isoxazoliiil-ylmethoxy1-211-pyrazolc-3-carboxylic acid
isopropylainidc, 5-[3-(5-Fitioro-pyridin-2-y1)-5-methyl-isoxazoi-il-ylinetlioxy]-21I-pyrazolc-3-carboxylic
acid 30 N',N-climethyl-hydrazide,
543-(5-Fluoro-pyridini-2-y1)-5-inctilyl-isoxazol-l-ylmetlioxy]-21-1-pyrazolc-3-carboxylic acid
morph0tin-4-ylamidc,
543-(5-Fittoro-pyridin-2-y1)-5-ractivl-isoxazo1-4-yintethoxy]-21-1-pyrazole-3-carboxylic acid
pyrrolidi6-1-ylarnide, 



35543-(5-Fluoro-pyriclin-2-Y1)-isoxaz0i-4-yln1etli0xy]-21-1-pyraz0lc-3-carboxylie acid inorpholin-
4-ylatriide, 5-(3-131ity1-5-methyl-isoxazol-4-ylmethoxy)-21-1-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-isoxazol-4-ylmethoxy)-2H-pyrazole-3-carboxylie acid
(tetrahydro-furan-3- y1)-amide, 55-(3-Buty1-5-methyl-isoxazol- hydrox)nmethyl-ethyl)-amidc,
5-(3-Buty1-5-methyl-isoxaz01methy1-cthy1)-amide, 5-(3-Buty1-5-methyl-1soxazol [0ethyl)-amide,
5-(3-Brity1-5-methyl-isoxazol-4-ylmetboxy)-2I-1-pyrazole-3-carboxylic acid isopropylamide,
5-(3-Buty1-5-methyl-isoxazol-4-yliactlioxy)-21-1-pyrazole-3-carboxylic acid (2-hydroxy-ctby amide,
(S)-34(3-buty1-5-methylisoxazol-4-yOmethoxy)-N-(tetrallyclrofuran-3-y1)-114-pyrazole-5- 1_ 5
carboxamide,
(12)-343-buty1-5-methylisoxazol-4-yOmethoxy)-N-(tetrallydrofuran-3-y1)-111-pyrazole-5-
carboxatitide,
[5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-21-1-pyrazol-3-y1]-morpholimil-yl-methatione,
5-(3-Buty1-5-methyl-isoxazol-4-ylmethoxy)-21-1-pyrazole-3-carboxylic acid (2,2-dimethyl- 



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-methyl-isoxazoki-ylmethoxy)-21i-pyrazole-3-carboxylic
acid morpholin-4- ylamicic, 25 5-(3-Buty1-5-metbyl-isoxazo1-4-ylmeth0xy)-214-py1az0le-3-carboxylic
acid py 5-(3-Buty1-5-metityl-isoxazol-4-ylmethoxy)-211-pyrazole-3-carboxylic acid pipericlin-1
-ylamidc, 2-Methy1-5-(5-methy1-3-plienykisoxazol-4-ylractlioxy)-2H-pyrazolc-3-carboxylic acid (2-
hydroxy-ethylyzunide, 30 2-Methy1-5-(5-inetliy1-3-phe0yl(tetrallydro-forart-3-y1)-amide,
2-Metly1-5-(5-methy1-3-plienyl(tetrahydro-pyran-4-y1)-amicie, 2-Methy1-5-(5-11ethy1-3-phertyl 35
2-114ethy1-5-(5-methyl-3-phenyl isopropylamide,
2-Methyl-5-(5-methyl-3-phenykisoxazol-4-ylmethoxy)-214-py zole-3-carboxylic acid bl',N1-
dimethyl-hydrazicie,  acid pyrrolidin-l-ylamide, 543-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-ylna i0 acid
isopropylandde,
543-(4-Fluoro-plieuy1)-5-methyl-isoxazol-4-ylinethoxy1-2-methyl-2H-pyrazole-3-carboxylic acid
(tetrahyd1'o-pyran-4-y1)-a1ide,
543-(4-Fluorotherty1)-5-methyl-isoxazol-4-ylinethoxyl-2-methyl-211-pyrazolc-3-carboxylic acid amide, l
5 543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-21-1-pyrazolc-3-carboxylic acid
(2-Ityciroxy-1,1-dimethy1-eti1y1)-am1de,
513-(4-Fluoro-plienyl)-5-methyl-isoxazol-4-ylmethoxyl-2-inethyl-2I-1 acid
((S)-2,2,2-trifluoro-1-inethyl-ctliy1)-ainide, 543 -(4-Ii luoro-pheityl)-5 -in etlityl-isoxazo
I-4-ylinethoxy]-2-in ethyl-2I I-pyrazo le- 20acid (2,2,2-trifit1oro-et11y1)-a1Thde,
5-[3-(4-Fluoro-phenyl)-5-methyl-isoxitzol-,1-ylmethoxyl-2-inetItyl-2H-pyrazoleacid
(3-inethyl-oxelan-3-y1)-amicle,
5-[3-(4-171uoro-plieny1)-5-inethy1-is0xazol-4-ylmethoxyl-2-tnetliy1-211-pyrazoleacid
(3,3,3-trifluoro-2-hydroxy-propylyamide, 



25 543 -(4-Flooro-pheny1)-5 -methy SOU zol-4- ylmethoxy1-2-methyl-211-pyrazole acid
(2-inethoxy-ethyp-amide, 543-(4-FInoro-plicity1)-5-methyl-isoxazol-4-ylmethoxyl-2-methyl-21I-pyrazole
acid (1-hydroxy-cyclopropylmethyl)-amide,
543-(4-Fluoro-phenyl)-5-methyl-isoxazol-4-ylnicthoxy]-2-inethy1-2EI-pyrazole 30 acid
(2-hydroxy-ethyp-ainicle,
5-[3-(4-Flitoro-pheity1)-5-inctItyl-isoxazo1-4-ylinethoxyll-2-methyl-21-1-pyrazole acid
(1-methy1-1H-pyraz0l-3-y1)-amid6,
543-(41-Fluoro-piteny1)-5-methyl-isoxitzokl-ylniethoxyl-2-methyl-21-1-pyrazol acid
(2-acetylainino-ethyi)-amide,
355-[3-(4-Fluoro-phenyl)-5-rnethyl-isoxazol-4-yhnethoxyll-2-methyl-21-1-pyrazol acid
(3-hydroxy-2,2-dimet11yl-pr0py1)-amide -, 1 4 4rnethox 1-2-methy1-211-pyrazol  -172- acid ((S((S or
R)-3,3,3-trifluoro-2-11ydroxy-propy1)-ainide, acid ((R((R or
S)-3,3,3-triflooro-2-11ydroxy-propy1)-arnicle,
55-113-(4-Nuoro-plieny1)-5-methyl-isoxazol-4-ylinctlioxy]-2-1 ethy1-2H-pyrazole acid ((R or
S)-1-11ydroxyincthyl-propylyarnicle,
543-(4-Fluoro-plieny1)-5-inethyl-isoxazol-4-yinicthoxyj-2-metliy1-21I-pyrazolc-3-carboxylic acid ((S or
R)-1-liydroxyinctliy1-propyl)-arnicic,
(543-(4-Fluoro-pheny1)-5-niethyl-isoxazol-4-ylnietlioxy]-2-rnethyl-2H-Pyrazol-3-y1)-(3-
1.0liydroxy-azeliclin-l-y1)-methanoac,
5-[3-(4-Fluoro-plieny1)-5-niethyl-isoxazol-4-ylmetlioxy]-2-rnettiy1-21-1-pyrazole-3-carboxylic acid
(tetrallyclro-fura11-3-y1)-arnide,
5-P-(4-Fluoro-plicily1)-5-inctliyl-isoxazol-4-ylaietlioxy]-2-methyl-2H-pyrazoic-3-carboxylic acid
((lR,2R)-2-liyciroxy-cyclopentyl)-amide, 



155-113-(4-Fluoro-plicay1).-5-inethyl-isoxazot-4-yinietlioxy]-2-metliy1-2II- yrazolc-3-carboxylic acid
((lS,2S)-2-11ydroxy-cyclopenty1)-ainicle, 543-(Ll-Fluoro-plienyl)-5-racillyl-isoxazol-4-y1
ictlioxy11-2-inethy1-2H-pyrazole-3-carboxylic acid (0.8,2S)-2-hydroxy-cyclopenty1)-amida,
543-(4-Fluoro-plicriy1)-5-rnetliyi-isoxazol-4-ylinctlioxy]-2-nietliy1-2I-1-pyrazole-3-carboxylic 20 acid
((112.,2R)-2-hydroxy-cyc10pc1ay1)-ain1d0,
543-(4-Fluoro-plieny1)-5-iactliyl-isosazol-4-yltactlioxyl-2-rnelliy1-21-1-pyrazolc-3-carboxylic acid
((R)-2-hydroxy-1-niethyl-cilly1)-aniide,
5-13-(4-Fittoro-plieny1)-5-nictliyl-isoxiizol-,1-ylineltioxy1-2-nictliy1-211-pyrazole-3-carboxylic acid
((S)-2-11ydroxy-1-racthyl-eiliy1)41inide, 255-[3-(4-Fluoro-plieny1)-5-niethyl-isoxazol-,1
yiniellioxy1-2-inethy1-21-1-pyrazole-3-carboxylic acid ((S)-2-11yciroxy-l-inc(hyl-cttly1)-atnide,
543-(4-Fluoro-plictiy1)-5-nictliyl-isoxazol-,1-ylinclhoxy1-2thyl-21-1-pyrazolc-3-carboxylic acid
((10-2-hydroxy-l-iact11y1-ciliy1)-3inide,
(543-(4-1Fitioro-plieny1)-5-nictliyi-isoxazol-4-ylniettioxy1-2-nictilyi-21-1-pyrazol-3-y1}-(2-oxa-6-
30aza-spiro[3.3]liept-6-y1)-ractlianone,
2-Methy1-5-(5-raciliyi-3-pyridia-2-yl-isoxazol-4-ylnictlioxy)-211-pyrazolc-3-carboxylic acid
isopropylaraide, 2-Metliy1-5-(5-ractllyi-3-pyriditi-2-yl-isoxazol.-4-yinictlioxy)-21-I-pyraz,olc-3-carboxylic
acid ((etrallydro-pyran-4-y1)-aniide,
352-Metliy1-5-(5-inelliy1-3-pyryl-isoxazol-zi-ylmetlioxy)-21-1-pyrazole-3-carboxylic acid
((S)-2-11ydroxy- 1 -methyl
543-(5-Fluoro-pyridin-2-y1)-5-ractliyl-isoxazol-4-yinictlioxy]-2-itiediy1-214-pyrazolc-3- carboxylic acid
(tetrahydro-furaa-3-y1)-aniidc,  -173- thy1-2 pyrazole-3- 



carboxylic acid N',1\11-dirnethyl-bydrazide,
5-13-(5-Fluoro-pyriclin-211)-5-mcthyl-isoxazol-LI-ylmethoxy1-2-methyl-21I-pyrazolc-3- carboxylic acid
(2-hydroxy-eniy1)-arnide, 55-p -(5-Fluoro-pyrid in-2-yl)-5-methyl-isoxazol
-4-ylinctlioxy]-2-methyl-211-pyrazo le-3- carboxylic acid (tetrahydro-pyran-4-y1)-a1fl1dc,
5-(3-Bitty1-5-methyl-isoxazol-4-ylmethoxy)-2-methy1-21-1-Pyrazole-3-carboxylic acid (2-
hydroxy-ethyl)-arnide, 5-(3-Buty1-5-methyl-isoxazo1-4-yiniethoxy)-2-melhyl-2H-pyrazole-3-carboxylic
add 10 isopropylamidc, 5-(3-13utyl-5-methyl-isoxazo1A-ylinellioxy)-2-incthyl-2 -pyrazole-3-carboxylic
acid (2- hydroxy-1-niethyl-ethyl)-ainicle,
5-(3-Biity1-5-rnelhyl-isoxazol-4-ylinethoxy)-2-nictliyl-21-1-pyrazole-3-carboxylic acid
(tctrahydro-pyran-4-34)-am1dc,
155-(3-131ityl-5-inclhyl-isoxazol-4-ylinellioxy)-2-inelhyl-211-pyrazolc-3-carboxylic acid
(letrabydro-furan-3-y1)-amid0,
2-Methyl-5-115-roclhyl-3-(leIrallydro-pyraci-4-y1)-isoxazol-il-ylmethoxy]-21-1-pyrazole-3- carboxylic
acid Octrahydro-pyran-4-y1)-amide, 5-[3-(4-131tioro-phenyl)-5-hydroxymethyl-isoxazol-4-ylm3-
20carboxylic acid (tetrallyciro-pyran-11-y1)-amide, 543-(4-Fltioro-plieny1)-5-hydroxymethyl-isoxazol-d
carboxylic acid isopropylamide, 5-13-(4-Fitioro-pheny1)-5-hydroxyinctliyl-isoxazol-4-ylmetlioxy-1-2
ethy1-211-pyrazole-3- carboxylic acid amide, 25543-(4-1711torotheny1)-5-hydroxyructilyi-isoxazol-1
..y1hoxyli-2-methy1-21-I-pyrazole-3- carboxylic acid (2,2,2-trifluoro-cthylyamide, 5-13-(4-171tioro-phe
nyl)-5-hydroxy meth y kis() xazol-4-2-mdby1-2II-pyrazolc-3- 



carboxylic acid (2,2,3,3,3-pcnlafltioro-propy1)-atuide,
5-[3-(4-Fluoro-pheny1)-5-ilydroxymetbyl-isoxazol-el-ylinctlioxyl-2-mclliy1-2I-1-pyrazolc-3- 30carboxylic
acid (1-melhyl-1F1-pyrazol-3-y1)-arnicie,
5-13-el-Fltioro-plieny1)-5-bydroxyniclhyl-isoxazol-,1-ylinclboxy]-2-melhyl-21I-pyrazolc-3- carboxylic
acid (tetrahydro-furan-3-y1)-amidc,
5-13-(44-Fluoro-plictiy0-5-hyclroxymelbyl-isoxazol-4-ylinellioxyl-2-rnelhyl-2,11-pyrazole-3- carboxylic
acid (3-methyl-oxetail-3-y1)-a0ide,
35{543-(4-Flitoro-phcay1)-5-hydroxymethyl-isoxazol-4-ylinelhoxyl-2-inethyl-211-pyrazol-3-y1 }-
(2-oxa-6-aza-spiro13.3111ept-6-ylyinelhEll1011C,
s-p-o-chiorotheny1)-5-11ydroxymethyl-isoxazol-4-ylmellioxyj-2-methyl-21I-pyrazolc-3- carboxylic acid
isopropylamide,  -174-
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylinctlioxy1-2-mcthyl-214-pyrazole-3- carboxylic
acid (lctrahydro-pyrao-4-y1)-amidc,
5-p-(4-Chloro-phcoy1)-5-hydroxymelbyl-isoxazol-4-ylmethoxyl-2-medhyl-211-pyrazole-3- carboxylic
acid amide, 55-[3-(4-Chloro-plieny1)-5-hydroxyinctbyl-isoxazol-4-ylinctboxyl-2-melhyl-2H-pyrazolc-3-
carboxylic acid (2,2,2-trilluoro-ctliy1)-a1flide,
543-(4-Chloro-pheily1)-5-hydroxymethyl-isoxazol-4-ylithy1-21-1-pyrazole-3- carboxylic acid
(2,2,3,3,3-pcntailtioro-propyl)-atnide,
5-[3-(4-Chloro-pbenyl)-5-hydroxyroctliy1-isoxazol-4-ylroctlioxy]-2-welhy1-214-pyrazole-3- 0 carboxylic
acid cyclopropylarnide,
543-(4-Chloro-phenyl)-5-11yciroxyinetliy1-isoxazol-4-ylinclhoxyll-2-rnelliy1-211-pyrazolc-3- carboxylic
acid ((S)-2,2,2-trifluoro-1-methy1-ctl1y1)-arnide, 



5-[3-(4-Chloro-pbeny1)-5-11yclroxyinethyl-isoxazol-4-ylinethoxyl-2-methyl-21-1-pyrazole-3- carboxylic
acid (2-hydroxy-1,1-clitnethyl-elhy1)-an1ide,
15543-(4-Chloro-pliteny1)-5-hydroxyroethyl-isoxazol-4-ylmethoxy]-2-methyl-21:1-pyrazol e-3-
carboxylic acid (3-rnethyl-oxelan-3-y1)-a111ide,
(513-(4-Chloro-plicny1)-5-11ydroxymethyl-isoxazol-4-yhoelhoxy1-2-nictliy1-214-pyrazol-3-y11-
(2-oxa-6-aza-spiro(3.3111c0-6-y1)-Inelba11orte,
5-[3-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylinctItoxy]-2-rocthyl-2II-pyrazole-3- 2.0carboxylic
acid (tetrallydro-furan-3-y1)amide,
(543-(4-Chloro-plieny1)-5-bydroxyroctliy1-isoxazol-4-ylinclboxy11-2-niethyl-211-pyrazol-3-y1)-
(4,4-difluoro-pipe1'iclin-1-yl)-methanonc,
5-(3-Butyl-5-bydroxyrnctlyl-isoxazol-4-ylmetlioxy)-2-inctliy1-211-pyrazolc-3-carboxylic acid
(2,2,2-trilluoro-ethyl)-amide,
255-(3-Buty1-5-11ydroxymethy1-i50xaN1-4-ylinethoxy)-2-inctly1-21.1-pyraz0lc-3-carb0xylic acid
cycloblitylaraidc, 1-114ethyl-5-(5-nielliy1-3-pyridia-2-yl-isoxazol-4- 11
ethoxy)-11-1-pyrazole-3-carboxylic acid ((S)-2-11ydroxy-l-inethyl-ctlq1)-amide,
1-Methy1-5-(5-nielbyl-3-pyridia-2-yl-isoxazol-4-ylinelhoxy)-111-pyrazolc-3-carboxylic acid 30
isopropylarnide,
1-Metlly1-5-(5-inethy1-3-pyriclin-211-isoxazol-4-ylmethoxy)-114-pyrazo1c-3-carboxylic acid
(letrallydro-pyra1i-4-y0-ai1ide,
543-(5-FIlioro-pyriclio-2-y1)-5-Inethyl-isoxazol-4-ylinclhoxyl-1-metlly1-11-1-pyrazole-3- carboxylic acid
((S)-2-hydroxy-1-Inctllyt-clbyl)--amide,
3554(E)-2-(5-Metily1-3-phenyl-isoxazol-4-y1)-vinyli-21-1-pyrazole-3-carboxylic acid isopropylamide,
54(Z)-2-(5-1\4ethyl-3-plienyl-isoxaz01-4-y0-viny11-21-1-pyrazolc-3-carboxylic acid isopropylaraidc,  



-175- 5-{(Z)-243-(4-Fluorotherly1)-5-methyl-isoxazol-cky1]-viny11-2-methyl-21-1-pyrazole-3- carboxylic
acid isopropylamide, 5-{(Z)-2-[3-(LI-Fluoro-pheriy1)-5-methyl-isoxazol-4-ylkvinyl}
-2-methy1-2H-pyrazole-3- carboxylic acid (2-hydroxy-l-methyl-ethy1)-amidc,
55-t(E)-2-[3-(4-171uoro-pherty1)-5-niethy1-1s0xazol-41-y11-vinyl} -24nethy1-2H-pyrazole-3-
carboxylic acid isopropylamide,
54(E)-243-(4-Fluoro-plieny1)-5-methyl-isoxazol-4-ylkviny11-2-methyl-211 yrazole-3- carboxylic acid
ethylamide, 5-{(E)-2-113-(4-fluoro-plieny1)-5-methyl-isoxazol-L1-y111-viny1}-2-methy1-2H-pyrazole-3-
0 carboxylic acid (2-laydroxy-2-methy1-pr0py1)_amide,
5-t(E)-243-(4-Fluoro-pheny0-5-methyl-isoxazol-4-yllyiny1}-2-methyl-211-pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-y1)-amicle, 5-
RE)-2-13-(4-Fluoro-plienyl)-5-methyl-isoxazol-,1-y11-vinyll-2-metliy1-2I-I-pyrazole-3- carboxylic acid
amid; [ 5(1,1-Dioxo-1X6-thiomorpholin-4-y1)-(5-{(E)-213-(il-fluoro-pheny1)-5-mcthyl-isoxazol-4-y1}-
viny11-2-methyl-2H-pyrazol-3-y1)-methanoile,
5-{(E)-243-(4-Fluoro-pherty1)-5-methyl-isoxazol-,1-y11-viny1)-2-rnethy1-21i-py1az0le-3- carboxylic
acid (2,2,24rifluoro-ethyl)-a111ide,
(5-((E)-243-(4-Fluoro-pheny1)-54nethyl-isoxazol-4-ylkvinyll-2-methyl-2H-pyrazol-3-y1)- 20
morpholin-cl-yl-methanone, 5-{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-y1}-viny1}-2-me
hy1-2,1-1-pyrazole-3- carboxylic acid (2-hydroxy-l-methyl-e[hyl)-ainide,
(1,1-Dioxo-1lambc136-thioniorpholin-ct-y1)-(5-1(1%)-2-P-el-fltioro-plienyl)-5-inethyl-isoxazol-ely11-viny
l}-2H-pyrazol-3-y1)-metharione,
25(5-{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-11-y11-vinyl}-21-1-pyrazol-3-y1)-morphoi-4-
yl-methanoric,
5-{(E)-2-P-(41-Fluoro-pheny1)-5-methyl-isoxazol-cl-y1j-vinyl}-2I-1-pyrazo1e-3-carb0xylic acid
(2,2,2-trifluoro-elhy1)-a1flide,
54(E)-243-(41-Fluoto-pheny1)-5-methyl-isoxiizol-c1111-vinyl}-2H-pyrazole-3-carb0xylic acid 30
isopropylamicle, (54(E)-2-13-(4-Fluoro-pheny1)-5-methyl-is ,
zol-4-y1}-vinyl}-2-methyl-21-1-pyrazol-3-y1)-(2- oxa-6-aza-spiroP.3thepl-6-y1)-meth1ti0ne,
5-{(E)-2-113-(4-Fluoro-pherty1)-5-methyl-isoxazoi-4-y1J-vinyl}-21-1-pyrazole-3-carb0xylic acid
(letraltyclro-pyran-4-y0-amide, 35(5-
{(E)-243-(4-Fluoro-plieny1)-5-methyl-isoxazol-41-y11-viny1}-214-pyrazol-3-y1)-(2-oxa-6-aza-
spiro(3.311}ept-6-y1)-methanoRe,
5-{(E)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-L1-y111-vinyll-21-1-pyrazole-3-carb0xylic acid
(2-hydroxy- 1, 1-dith ethyl-ethy I)-am ide, 



-176- 5-{(E)-243-(4-Fluoto-plieny1)-5-methyl-isoxazol-4-y1]-yiny1}-21-1 yrazole-3-carboxylic acid
(2-11yd roxy-l-inethyl-elliy1)-amide, 5-
RE)-243-(4-Fluoro-pheny1)-5-methyl-isoxazol-4-y11-yinyll-2H-pyraz0le-3-carb0xylic acid
(2-ilyciroxy-2-methyl-propyl)-ar11cie,
55-{(E)-243-(4-Fluorothenyl)-5-methyl-isoxazol-4-y1]-viny1)-21-1-pyrazole-3-carboxylic acid
ethylamide, 5-{(E)-2-[3-(4-Fluoro-pliciiy1)-5-methyl-isoxazol-4-ylbiny1)-21 pyrazole-3-carboxylic acid
amid; 5-{(13)-243-(4-Fluoro-pheriy1)-5-methyl-isoxazol-4-yikvinyl }-2-mediy1-21-1-pyrazole-3-
10carboxylic acid (2-hydroxy-1,1-climethyl-ethyl)-a111ic1e, 5- { [3-(11-Fluoto-plicriy1)-5-methyl-isox
azol-4-ylmetly1)-amino -2-meth y1-21-I-pyrazole-3- carboxylic acid (2-hydroxy-2-methyl-propylyamicle,
5-{[3-(4-Fluoro-plieny1)-5-methyl-isaxazol-4-ylmethyll-amino)-2-methyl-21-1-pyrazole-3- carboxylic
acid amide, 155- { [3-(4-Fluoro-plicay1)-5-methyl-isoxazol-4-y1 ethy1]-amMo ) -2-in
ethy1-21-1-pyraz0le-3- carboxylic acid (2,2,2-trilluoro-etly1)-amide,
5-{113-(4-Fluoto-pheiv1)-5-methyl-isoxazol-4-ylmctlyl] IT ino)-2-methy1-2I-1-pyraz0le-3- carboxylic
acid (telrahydro-pyran-4-y1)-amide, 5-{[3-(4-Fltioro-plienyl)-5-methyl-isoxazoi-4-ylmetliyikamino)
-2-metby1-211-py1az0le-3- 20carboxylic acid (3-melbyl-oxetaa-3-y1)-arnicle,
(5-([3-(4-Fluore-phenyl)-5-methyl-isoxazol-4-ylmothyll-amino)-2-metily1-21-1-pyrazol-3-y1)-(2-
oxa-6-aza-spiroP.3-111ept-6-y1)-metiuttionc, 



5- ([3-(4-Fluoro-p1icay1)-5-methy1-i50xam1-4-ylmethy1]-amino)-2-methy1-211-pyraz0te-3- carboxylic
acid (2-hydroxy-1-methyl-elliy1)-amide, 255-
([3-(4-Fluoro-plicay1)-5-methyl-isoxazol-4-ylmethyl1lino)-2-methyl-2H-Pyrazole-3- carboxylic acid
isopropylamide, 5- {[3-(4-Fluoro-plieny1)-5-m0thyl-130xiin1-4-y1methyl]-ami110)
-2yrazole-3-carboxylic acid (2-byclroxy-2-methyl-propyl) -amide,
5-1[3-(4-Fluoro-plieny1)-5-mcthyl-isoxaz01-4-ylmethyll-amirt0)-2)-1-pyrazo1e-3-carb0xyli0 acid 30
amide, 5-([3-(4-Flooro-plieny1)-5-triethyl-isoxazol-4-ylmethyll-aminol-21-1-pyrazole-3-carboxylic acid
isopropylamicle,
5-{[3-(4-Fluorotheny1)-5-methyl-isoxazol-4-ylmethyll-ittaioo)-214-pyrazole-3-carboxylic acid,
ethylamide, 355-{[3-(4-Flaoro-plienyl)-5-methy1-is0
az01-4-ylanctliy11-amin0)-21-1-pyrazo1c-3-carboxylic acid (tetrahydro-pyraa-4-y1)-amide,
5-{).3-(4-Fluoro-plieny1)-5-methyl-isoxazol-4-ylmethylkamino)-2H-pyrazolc-3-carb0xylic acid
(2-hydroxy-l-melly1-ethyl)-amide,  -177- (5-{ aza-spiro[3.3]hept-6-y1)-tnethanone,
N-isopropy1-1-methyl-3-((5-methyl-3-(pyridin-2-yl)isoxazol-4-y1)methylarnino)-1H-pyrazole-5-
carboxamicic,
52-Methy1-5-[(5-methyl-3-pyridin-2-yl-isoxazol-4-ylmethylyatninol-21-1-pyrazole-3-carboxylic acid
(tetrahydro-pyra1l-4-YI)-amicle, 1-inethyl-34(5-methyl-3-(pyriclin-2-ypisoxitzol-4-yOmethy a
lino)-N-morphotino-1H-pyrazole- 



5-carboxamide, 1-methy1-345-inetli y1-3-(p yri d in-2-yl)isoxazol-4-y1)met hy lamino)-N-(3 -methy
loxeta n-3 -y1)- 1H-pyrazole-5-ca1boxamide, 3-((3-(5-fluoropyrid in-2-y0-5-methy I i soxazo 1-4-yl)me
thylam ino)-N-isopropy1-1-met hyl-111- pyrazole-5-earboxamide, 34(345-11110
ropyridin-2-y1)-5-methylisoxazol-4-yl)methylamino)-1-methyl-N-(tetrahydro-2H- pyran-4-y1)- I
I-I-pyrazo le-5-carbox amide, t 5 N-cyclopro pyl -34(3 -(5 -fluoropy ri d n-2 -y1)-5-me
thylisoxazol-4-yOmeth)lam no)-1 -methy1-11.1- pyrazole-5-carboxamide,
N-(cyclopropylmethyl)-3-((3-(5-fluoropyridin-2-y1)-5-methylisoxazol-4-ypmethylamino)-1-
methyl-In-pyrazolc-5-carboxamide, 34(3-(5-11noropyriciin-2-y1)-5-methylisoxazol-4-Amethylamino)-1
ethyl-N-(3-methyloxetan- 3-y1)-111-pyrazole-5-carboxamide, (34(3 -(5- fluo ropyrid in-2-y1)-5-in ethyl
isoxazol-4-yl)methylamin o)-1-methy 1-1H-py razol-5-y1)(2-
oxa-6-azaspiro[3.3]heptan-611)methanone,or pharmaceutically acceptable salts or esters thereof. 14.
The compound according to any of claim 1-13, selected from the group consisting of
2-1vIelliy1-5-(5-methyl-3-phenyl-isoxazo1-4-ylin thoxy)-21-1-pyrazole-3-earboxylic acid 25
(tctrahydro-pyran-411)-amide,
5-p-(4-Fluoro-plienyl)-5-methyl-isoxazol-4-ylmethoxy]-2-methyl-21-1-pytt ole-3-carboxylic acid MO
rpholin-11-)Tlamicle, (543-(4-171noro-plieny1)-5-methyl-isoxazol-4-ylin
Itoxy]-2-methyl-21-1-pyrazol-3-y1)-(2-oxa-6- tiza-spiro().31hept-6-y1)-Inellianonc, 30
2-Me111y1-5-(5-mcilly1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-21-1-pyrazole-3-carboxylic acid
(tetrahydro-pyran-4-y1)-amide,
543-(5-Fluoro-pyridin-2-y0-5-incthyl-isoxazol-4-ylmethoxy]-2-mcilly1-211-pyrazote-3- 



carboxylic acid (tetrahydro-pyran-4-y1)-amide, 543-(4-Fluoro-plieny1)-5-hydroxyinct hyl-isoxazol-4-ylm
ethoxy]-2-methyl-214-pyrazole-3- 35carboxylic acid (tetraltyclro-pyran-4-y1)-arnide,
543-(4-Fluoro-pheily1)-5-hydroxyractliy1-isoxazol-4-ylinetlioxy]-2-mcthyl-211-pyrazole-3- carboxylic
acid isopropylamide,  -178- 5-13-(4-Flitoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylinethoxy]-2-methyl-2
pyrazole-3- carboxyl le acid (tetrahydro-furam3-y1)-arnide,
543-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy1-2-methyl-2 pyrazole-3- carboxylic acid
(tetrahydro-pyran-4-yI)-amicle, 5
543-(4-Chloro-pheny1)-5-hyclroxymethyl-isoxazol-4-ylinethoxyl-2-inethyl-211-pyrazole-3- carboxylic
acid (3-methy1-axetan-3-y1)-amide,
15-13-(4-Chloro-phenyL)-5-hydroxymethyl-isoxazol-4-ylitiethoxy]-2-methyl-af-pyrazol-3-y1)-
(2-oxa-6-aza-spiro[3,3]hept-6-y1)-meithanone,
543-(4-Chioro-plienyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-2-methyl-2H-pyrazole-3- carboxylic acid
(tetrahydro-furan-3-y1)-amide, 5-113-(4-Fluoro-plienyl)-5-methyl-
isoxazol-4-ylmethylkamino)-2-methyl-2I1-pyrazole-3- carboxylic acid
(2-hydroxy-2-methyl-pr0pyI)-a111ide, 5- ([3-(4-Fluoro-phenyl)-5-methyl-isexazol-4-ylinethyll-amino
-2-methyl-2I-1-pyrazole-3- carboxylic acid (tctrahydro-pyran-4-yI)-amide, 5
5-{1344-Fluoro-phenyl)-5-rnethyl-isoxazol-4-ylinethylFainino)-2-methyl-211-pyrazole-3- carboxylic acid
(3-methyl-oxetam3-y1)-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-yOisoxazol-4-yOmethylamino)-N-morpholino- I H-pyrazole- ZO
5-carboxamide, 34(3-(5-fluoropyridin-2-y1)-5-inethylisoxazol-4-yOmethylainino)-1-methy1-N-(teto-21I-
pyran-4-y1)-ITI-pyrazole-5-carboxamidc,
34(3-(5-fluotiopyridin-2-y1)-5-methylisoicazol-4-yDrnethylamino)-1-methyl-N-(3-inethyloxelan-
3-y1)-111-pyrazole-5-earb0x3unicle, 25or pharmaceutically acceptable salts 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 a compound of formula R3RINI1 (II) with a compound of formula III,  wherein
l<3,11.2, R3,124, X, Y and 1_, are as defined in claim 1 and R is lower alkyl or H. 30 16. The
compound according to any of claims 1-14, whenever prepared by a process as definc in claim 15.
-179- 17, The compound according to any of claims 1-14 for use as therapeutic acceptable substance.
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 u..5
receptor. 5 19. A pharmaceutical composition comprising 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 0 ABA 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 neurological disorders, chronic neurological disorders, cognitive disorders, Alzheimer's disease,
memory deficits, schizophrenia, positive, negative and/or cognitive symptoms associated with
schizophrenia, 



5 bipolar disorders, autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders of
circadian rhythms, atnyotrophic lateral sclerosis (ALS), dementia caused by AIDS, psychotic disorders,
substance-induced psychotic disorder, anxiety disorders, generalized anxiety disorder, panic disorder,
delusional disorder, obsessive/compulsive disorders, acute stress disorder, drug addictions,
movement disorders, Parkinson's disease, restless leg syndrome, cognition deficiency disorders,
multi-infarct dementia, mood disorders, depression, neuropsychiatric conditions, psychosis,
atteation-deficit/hyperactivity disorder, neuropathic pain, stroke and attentional disorders or for the
preparation of cognitive enhancers, 






