
WO 2010/112475PCT/EP2010/054141 HYDROXY-METHYL ISOXAZOLE DERIVATIVES AS
GABA A MODULATORS     The present invention is concerned with
hydroxy-methyl isoxazole derivatives having affmity and selectivity for
GABA A a5 receptor, their manufacture, pharmaceutical compositions
containing them and their use as medicaments.         In particular, the
present invention is concerned with hydroxy-methyl isoxazole derivatives 5
of foimula I  wherein RI, R2 and R3 are as described below and in the
claims.      Receptors for the major inhibitory neurotransmitter,
gamma-aminobutyric acid (GABA), are divided into two main classes: (1) GABA
A receptors, which are members of the ligand- 10 gated ion channel
superfamily and (2) GABA B receptors, which are members of the G-protein
linked receptor family. The GABA A receptor complex which is a
membrane-bound heteropentameric protein polymer is composed principally of
a, 13 and y subunits.      Presently a total number of 21 subunits of the
GABA A receptor have been cloned and sequenced. Three types of subunits (a,
fi and y) are required for the construction of recombinant 15 GABA A
receptors which most closely mimic the biochemical, electrophysiological
and phaimacological functions of native GABA A receptors obtained from
mammalian brain cells. There is strong evidence that the benzodiazepine
binding site lies between the a and 7 subunits. Among the recombinant GABA
A receptors, alf32y2 mimics many effects of the classical type-1 BzR
subtypes, whereas a213272, a3P272 and a513272 ion channels are termed
type-1I BzR. 20It has been shown by McNamara and Skelton in Psychobiology,
1993, 21:101-108 that the benzodiazepine receptor inverse agonist 13-CCM
enhance spatial learning in the Morris waterrnazc. However, 13-CCM and
other conventional benzodiazepine receptor inverse agonists  -2- are
proconvulsant or convulsant which prevents their use as cognition enhancing
agents in humans. In addition, these compounds are non-selective within the
GABA A receptor subunits, whereas a GABA A a5 receptor partial or full
inverse agonist which is relatively free of activity at GABA A al and/or a2
and/or a3 receptor binding sites can be used to provide a medicament which
is useful for enhancing cognition with reduced or without proconvulsant
activity. It is also possible to use GABA A a5 inverse agonists which are
not free of activity at GABA A al and/or a2 and/or a3 receptor binding
sites but which are functionally selective for a5 containing subunits.
However, inverse agonists which are selective for GABA A cc5 subunits and
are relatively free of activity at GABA A al, a2 and a3 receptor binding
sites are preferred. Literature has been published to establish the link
between GABA A a5 subunits and the treatment of various diseases of the
Central Nervous System, like Neuroscience Letts., 2005, 381, 108-13,
Neuropsychobiology, 2001, 43(3), 141-44, Amer. J. Med, Genetics, 2004,
131B, 51-9, Autism 2007, 11(2): 135-47, Investigacion Clinica, 2007, 48,
529-41, Nature Neuroscience, 2007, 10, 411-13, Neuroscience Letts., 2008,
433, 22-7 and Cell 2008, 135, 549-60.       Objects of the embodiments
disclosed herein are compounds of formula I and their pharmaceutically
acceptable salts and esters, the preparation of the above mentioned
compounds, medicaments containing them and their manufacture as well as the
use of the above mentioned compounds in the treatment or prevention of
diseases related to the GABA A a5 receptor. The compounds of disclosure are
preferably inverse agonists of GABA A a5.  



In a first aspect, there is provided a compound of formula I  wherein 5is
lower-alkyl, aryl or heteroaryl, wherein lower-alkyl can optionally be
substituted with 1- 4 substituents independently selected from the group
consisting of halogen, cyano, hydroxy and lower-alkoxy, and wherein aryl
and heteroaryl can optionally be substituted with I - 4 10substituents
independently selected from the group consisting of halogen, cyano,
lower-alkyl, lower-alkyl substituted by halogen, lower-alkyl substituted by
hydroxy, lower-allcyl-C(0)0H, lower-alkyl-C(0)0-lower-alkyl,
lower-alkyl-CONH2, lower-allcyl-CO-N(H,lower-alkyl),
lower-alkyl-CO-N(lower-allcy1)2, loweralkyl-N(H,lower-allcyl),
lower-allcyl-N(lower-alky1)2, lower-allcoxy-lower-alk371, 15CO-lower-aLkyL,
COOH, COO-lower-alkyl, CONH2, CON(H,lower-alkyl), CON(lower-alky02,
cycloalkyl, heterocyclyl, aryl, heteroaryl, NI42, N(H, lower-alkyl),
N(lower-alky1)2, hydroxy, lower-alkoxy, phenyloxy, S024ower-alkyl, 302-NH2,
S02-N(H,lower-alkyl) and S02-N(lower-alky1)2; R2is hydrogen or lower-alkyl;
20R3is lower-alkyl, lower-alkyl substituted by halogen, lower-alkyl
substituted by hydroxy, cycloalkyl, cycloalkyl substituted by hydroxy,
heterocyclyl, heterocyclyl substituted by lower-alkyl, heteroaryl,
heteroaryl substituted by lower-alkyl, (CH2),-0-lower-a1kyl or NR4R3;
or wherein R2 and R3, together with the nitrogen atom to which they are
attached, form a 25heterocycly1; is 1 or 2;  2b R4, R5 independently from
each other are selected from hydrogen and lower-alkyl; and pharmaceutically
acceptable salts and esters thereof.       In a second aspect, there is
provided a process for the preparation of compounds of formula I as defined
above, comprising:    a) reacting a compound of formula II with NI-IR2R3:  



or wherein RI, R2 and R3 are as defined above, R6 is hydrogen or
tert-butyldimethylsilyl and R7 is hydrogen or lower-alkyl.  2c In a third
aspect, there is provided compounds as defined above, obtainable by the
process as defined above. In a fourth aspect, there is provided
pharmaceutical compositions comprising a compound of formula I as defined
above and a pharmaceutical acceptable carrier and/or adjuvant. In a fifth
aspect, there is provided compounds as defined above for use as therapeutic
active substances.       In a sixth aspect, there is provided compounds as
defined above for use as therapeutic active substances for the treatment or
prevention of diseases related to the GABA A a5 receptor.       In a
seventh aspect, there is provided the use of compounds as defined above for
the preparation of medicaments for the treatment or prevention of diseases
which are related to the GABA A a5 receptor.       In an eighth aspect,
there is provided the use of compounds as defined above for the preparation
of medicaments useful for the treatment or prevention of acute and/or
chronic neurological disorders, cognitive disorders, Alzheimer's disease,
memory deficits, schizophrenia, positive, negative and/or cognitive
symptoms associated with schizophrenia, bipolar disorders, autism, Down
syndrome, neurofibromatosis type I, sleep disorders, disorders of circadian
rhythms, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS,
psychotic disorders, substance-induced psychotic disorder, anxiety
disorders, generalized anxiety disorder, panic disorder, delusional
disorder, obsessive/compulsive disorders, acute stress disorder, drug
addictions, movement disorders, Parkinson's disease, restless leg syndrome,
cognition deficiency disorders, multi-infarct dementia, mood disorders,
depression, neuropsychiatric conditions, psychosis,
attention-deficit/hyperactivity disorder, neuropathic pain, stroke and
attentional disorders or for the preparation of cognitive enhancers.
The compounds of the disclosure and their pharmaceutically acceptable salts
and esters can be used, alone or in combination with other drugs, as
cognitive enhancers or for the treatment or prevention of acute and/or
chronic neurological disorders, cognitive disorders, Alzheimer's disease,
memory deficits, schizophrenia, positive, negative and/or cognitive
symptoms associated with schi7ophrenia, bipolar disorders, autism, Down
syndrome, neurofibromatosis type I, sleep disorders, disorders of circadian
rhythms, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS,
psychotic disorders, substance-induced psychotic disorder, anxiety
disorders, generalized anxiety disorder, panic disorder, delusional
disorder, obsessive/compulsive disorders, acute stress disorder, drug
addictions, movement disorders, Parkinson's disease, restless leg syndrome,
cognition deficiency disorders, multi-infarct dementia, mood disorders,
depression, neuropsychiatric conditions, psychosis,
attentiondeficit/hyperactivity disorder, neuropathic pain, stroke and
attentional disorders.     Unless otherwise indicated, the following
definitions are set forth to illustrate and define the meaning and scope of
the various terms used to describe the invention herein.     The following
definitions of the general terms apply irrespective of whether the terms in
question appear alone or in combination.  WO 2010/112475PCTTEP2010/054141 



-3-      The "nomenclature used in this application is based on AutoNomTM
2000, a Beilstein Institute computerized system for the generation of RIPAC
systematic nomenclature. Chemical structures shown herein were prepared
using ISISTm/Draw version 2.5. Any open valency appearing on a carbon,
oxygen, sulfur or nitrogen atom in the structures herein indicates the 5
presence of a hydrogen atom. The term "substituted", unless specifically
defined otherwise, means that the specified group or moiety can bear I, 2,
3, 4, 5 or 6 substituents. Where any group may carry multiple substituents
and a variety of possible substituents is provided, the substituents are
independently selected and need not to be the same. The term
"unsubstituted" means that the specified group 10 bears no substituents.
The term "optionally substituted" means that the specified group is
unsubstituted or substituted by one or more substituents, independently
chosen from the group of possible substituents. When indicating the number
of substituents, the term "one or more" means from one substituent to the
highest possible number of substitution, i.e. replacement of one hydrogen
up to replacement of all hydrogens by substituents. 1, 2, 3, 4 or 5
substituents are 15 preferred, unless specifically defined otherwise.
Particularly preferred are 1, 2, 3 or 4 substituents.     The term
"halogen" refers to fluorine, chlorine, bromine and iodine, with fluorine
and chlorine being preferred. The teim "lower-alkyl" denotes a saturated
straight- or branched-chain group containing 20 from 1 to 7 carbon atoms,
for example, methyl, ethyl, propyl, isopropyl, n-butyl, isobutyl, sec-butyl
or tert-butyl, as well as those groups specifically illustrated by the
examples herein below. Preferred lower-alkyl groups are methyl, isopropyl,
n-butyl and tert-butyl. Particularly preferred is isopropyl.          The
teim "lower-alkoxy" denotes a group -0-R wherein R is lower-alkyl as
defined above, 25 preferably 2-methoxy-ethyl.     The term "cycloalkyl"
refers to a monovalent saturated cyclic hydrocarbon radical of 3 to 7 ring
carbon atoms, preferably 3 to 6 carbon atoms, such as cyclopropyl,
cyclobutyl, cyclopentyl or cyclohexyl, as well as those groups specifically
illustrated by the examples herein below. More preferred cycloallcyls are
cyclopropyl, cyclobutyl and cyclopenty1 Particularly preferred is 30
cyclopropyl and cyclopentyl. The telin "hetcrocycly1" refers to a
monovalent 3 to 7 membered saturated or partly unsaturated monocyclic ring
containing one, two or three ring heteroatoms selected from N, 0 and S. One
or two ring heteroatoms are preferred. Preferred are 4 to 6 membered
heterocycly1 comprising one or two ring heteroatoms selected from N, 0 and
S. S may optionally be  WO 2010/112475PCT/EP2010/054141 -4- 



substituted by two oxo groups. Examples for heterocyclylmoieties are
pyrrolidinyl, tetrahydrofiranyl, tetrahydro-pyranyl, tetrahydro-thienyl,
tetrahydro-pyridinyl, tetrahydro-pyryl, azetidinyl, thiazolidinyl,
oxazolidinyl, piperidinyl, morpholinyl, thiomorpholinyl,
1,1-dioxo-thiomorpholin4-yl, piperazinyl, azepanyl, diazepanyl, oxazepanyl
or dihydro-oxazolyl, as well as those groups 5 specifically illustrated by
the examples herein below. Among the preferred heterocyclyls are
pyrrolidin-l-yl, tetrahydro-furan-3-yl, tetrahydro-pyran-4-yl,
morpholin-4-yl, azetidin-l-yl, thiomorpholin-4-yl,
1,1-dioxo-thiomorpholin-4-y1 and oxetan-3-yl. The teltit "aryl" refers to a
monovalent aromatic carbocyclic ring system, comprising 6 to 14, preferably
6 to 10, carbon atoms and having at least one aromatic ring or multiple
condensed 10 rings in which at least one ring is aromatic. Examples for
aryl are phenyl, naphthyl, biphenyl or indanyt, as well as those groups
specifically illustrated by the examples herein below. Preferred aryl is
phenyl. Aryl can also be substituted e.g. as defined below and in the
claims. The term "heteroaryl" refers to an aromatic 5 to 6 membered
monocyclic ring or 9 to 10 membered bicyclic ring which can comprise 1, 2
or 3 atoms selected from nitrogen, oxygen 15and/or sulphur, such as furyl,
pyridinyl, pyridazinyl, pyrimidinyt, pyrazinyl, thienyl, isoxazolyt,
oxazolyl, oxadiazolyl, imidazolyl, pyrrolyt, pyrazolyl, triazolyl,
tetrazolyl, thiazolyl, isothiazolyl, thiadiazolyl, benzoimidazolyl,
indolyl, indazolyl, benzothiazolyl, benzoisothiazolyl, benzoxazolyl,
benzoisoxazolyl, quinolinyt or isoquinotinyl, as well as those groups
specifically illustrated by the examples herein below. Preferred heteroaryl
groups are pyridine-2-y' and 20 pyrazol-4-yl. Heteroaryt can also be
substituted e.g. as defined below and in the claims.      The term
"lower-allcyl substituted by cycloalkyl" denotes a lower-allcyl group as
defined above wherein at least one of the hydrogen atoms of the alkyl group
is replaced by a cycloalkyl group. Examples of lower-alkyl substituted by
cycloallcyl include but are not limited to cyclopropylmethyt,
cyclopropylethyl, cyclobutylpropyl and cyclopentylbutyl. Among the 25
preferred lower-alkyl substituted by cycloalkyl is cyclopropylmethyl. The
term "lower-alkyl substituted by halogen" refers to lower-alkyl groups
which are mono- or multiply substituted with halogen. Examples of
lower-alkyl substituted by halogen groups are e.g. CFH2, CF2H, CF3, CF3CH2,
CF3(CH2)2, (CF3)2CH or CF2H-CF2, as well as those groups specifically
illustrated by the examples herein below. Among the preferred lower-alkyl
30 substituted by halogen are 2,2,2-trifluoro-ethyl,
2,2,3,3,3-pentafluoro-propyl and 2,2,2-trifluoro1-methyl-ethyl.      The
term "lower-alkyl substituted by hydroxy" denotes a lower-alkyl group as
defined above wherein at least one of the hydrogen atoms of the alkyl group
is replaced by a hydroxy group. Examples of lower-alkyl substituted by
hydroxy include but are not limited to methyl, 35 ethyl, propyl, isopropyl,
isobutyl, sec-butyl, tert-butyl, pent)/ or n-hexyl substituted by one or
WO 2010/112475PCI7EP2010/054141 more hydroxy group(s), in particular with
one, two or three hydroxy groups, preferably with one or two hydroxy group.
Among the preferred lower-alkyl substituted by hydroxy groups arc
hydroxy-methyl, 2-hydroxy-ethyl, 2-hydroxy-1,1-dimethyl-ethyl and
1-hydroxymethyl-propyl. Particularly preferred is hydroxy-methyl and
1-hydroxymethyl-propyl. 



5The term "cycloalkyl substituted by hydroxy" denotes a cycloalkyl group as
defined above wherein at least one of the hydrogen atoms of the cycloallcyl
group is replaced by a hydroxy group. Examples of cycloalkyl substituted by
hydroxy include but are not limited to cyclopropyl, cyclobutyl or
cyclopentyl substituted by one or more hydroxy groups, preferably with one
hydroxy group. Among the preferred cycloallcyl substituted by hydroxy is
2-hydroxy-cyclopentyl. 10The term "heterocycly1 substituted by lower-alkyl"
denotes a heterocyclyl group as defined above wherein at least one of the
hydrogen atoms of the heterocyclyI moiety is replaced by a lower-alkyl
group. Examples of heterocyclyI substituted by lower-alkyl include but are
not limited to 2-methyl-pyrrolidin-l-yl, 2-ethyl-tetrahydro-furan-3-y1 and
3-methyl-oxetan-3-yl. Among the preferred heterocyclyl substituted by
lower-alkyl is 3-methyl-oxetan-3-yl. 15The term "hetcroaryl substituted by
lower-alkyl" denotes a hetcroaryl group as defined above wherein at least
one of the hydrogen atoms of the licteroaryl moiety is replaced by a
lower-alkyl group. Examples of heteroaryl substituted by lower-alkyl
include but are not limited to 2-methyl-pyridin-l-yl, 2-ethyl-imidazol-3-y1
and I -methyl-1H-p yrazol-4-yl. Among the preferred heterocycly1
substituted by lower-alkyl is 1-methyl-1H-pyrazo1-4-yl. 20The term
"heteroaryl substituted by halogen" denotes a heteroaryl group as defined
above wherein at least one of the hydrogen atoms of the heteroaryl moiety
is replaced by a halogen group. Among the preferred heterocyclyl
substituted by halogen is 5-fluoro-pyridin-2-yl. Compounds of formula I can
form pharmaceutically acceptable acid addition salts. Examples of such
pharmaceutically acceptable salts are salts of compounds of foimula I with
25 physiologically compatible mineral acids, such as hydrochloric acid,
sulphuric acid, sulphurous acid or phosphoric acid; or with organic acids,
such as methanesulphonic acid, ptoluenesulphonic acid, acetic acid, lactic
acid, trifluoroacetic acid, citric acid, fumaric acid, maleic acid,
tartaric acid, succinic acid or salicylic acid. The tem. "pharmaceutically
acceptable salts" refers to such salts. Compounds of foimula I which
comprise an acidic group, such as e.g. 30 a COOH group, can further form
salts with bases, Examples of such salts are allcaline, earth-alkaline and
ammonium salts such as e.g. Na-, K-, Ca- and trimethylammoniumsalt. The
term "pharmaceutically acceptable salts" also refers to such salts. The
term "pharmaceutically acceptable esters" embraces derivatives of the
compounds of formula I, in which a carboxy group has been converted to an
ester. Lower-alkyl, lower-alkyl  WO 2010/112475PCT/EP2010/054141 -6-
substituted by hydroxy, lower-alkyl substituted by lower-allcoxy,
amino-lower-alkyl, mono- or di-lower-alkyl-amino-lower-alkyl,
morpholino-lower-alkyl, pyrrolidino-lower-alkyl, piperidinolower-alkyl,
piperazino-lower-alkyl, lower-alkyl-piperazino-lower-alkyl and
aryl-lower-alkyl esters are examples of suitable esters. The methyl, ethyl,
propyl, butyl and benzyl esters are 5 preferred esters. The term
"pharmaceutically acceptable esters" furthermore embraces compounds of
formula I in which hydroxy groups have been converted to the corresponding
esters with inorganic or organic acids such as, nitric acid, sulphuric
acid, phosphoric acid, citric acid, frumic acid, maleic acid, acetic acid,
succinic acid, tartaric acid, methanesulphonic acid, p- toluenesulphonic
acid and the like, which are non toxic to living organisms. 



10In detail, the present invention relates to compounds of the general
formula I N-C) \OH 0  ,R2 ? R2  wherein R1is lower-alkyl, aryl_ or
heteroaryl, wherein lower-alkyl can optionally be substituted with 1- 4
substituents independently 15selected from the group consisting of halogen,
cyano, hydroxy and lower-allcoxy, and wherein aryl and heteroaryl can
optionally be substituted with I - 4 substituents independently selected
from the group consisting of halogen, cyano, lower-alkyl, lower-alkyl
substituted by halogen, lower-alkyl substituted by hydroxy,
lower-alkyl-C(0)0H, lower-alkyl-C(0)0-lower-alkyl, lower-alkyl-CO-NH2,
lower-allcyl-CO-N(41,lower-alkyl), 20lower-alkyl-CO-N(lower-alky1)2,
lower-alkyl-N(H,lower-alkyl), lower-alkyl-N(lower- alky1)2,
lower-alkoxy-lower-alkyl, CO-lower-alkyl, COOH, COO-lower-alkyl, CONH2,
CON(H,lower-alkyl), CON(lower-alky02, cycloalkyl, heterocyclyI aryl,
heteroary4 NH2, NW, lower-alkyl), N(lower-alky1)2, hydroxy, lower-alkoxy,
phenyloxy, S02-lower-alkyl, S02-NH2, S02-N(H,lower-alkyl) and
S02-N(lower-alky1)2; 25 R2 is hydrogen or lower-alkyl;  WO
2010/112475PCT/EP2010/054141 -7- R3 is lower-alkyl, lower-alkyl substituted
by halogen, lower-alkyl substituted by hydroxy, cycloalkyl, cycloalkyl
substituted by hydroxy, heterocyclyl, heterocyclyl substituted by
lower-alkyl, heteroaryl, heteroaryl substituted by lower-alkyl,
(CH2).-0-lower-alkyl or NR4R5; 



5 or wherein R2 and R3, together with the nitrogen atom to which they are
attached, foxiit a heterocyclyl; is 1 or 2; R4, R5 independentlyfrom each
other are selected from hydrogen and lower-alkyl; and pharmaceutically
acceptable salts and esters thereof 10Compounds of foimula I are
individually preferred and pharmaceutically acceptable salts thereof are
individually preferred and pharmaceutically acceptable esters thereof are
individually preferred, with the compounds of formula 1 being particularly
preferred.     The compounds of formula I can have one or more asymmetric
carbon atoms and can exist in the fotrn of optically pure enantiomers,
mixtures of enantiomers such as, for example, 15 racemates, optically pure
diastereoisomers, mixtures of diastereoisomers, diastereoisomeric racemates
or mixtures of diastereoisomeric racemates. The optically active forms can
be obtained for example by resolution of the racemate, by asymmetric
synthesis or asymmetric chromatography (chromatography with a chiral
adsorbens or eluant). The invention embraces all of these forms. 20Further,
it is to be understood that every embodiment relating to a specific residue
le to R5 as disclosed herein may be combined with any other embodiment
relating to another residue le to R5 as disclosed herein.     in certain
embodiments of the compound of formula I, le is preferably lower-alkyl,
aryl or heteroaryl optionally substituted with one or two halogen. Even
more preferred compounds of 25 the present invention are those, wherein le
is n-butyl, phenyl, 4-chloro-phenyl, 4-fluoro-phenyl, 3,4-dif1uoro-phenyl
and pyridine-2-yl. Most preferred are compounds wherein le is
4-chlorophenyl, 4-fluoro-phenyl, pyridine-2-y1 and 5-fluoro-pyridin-2-yl.
In certain embodiments of the compound of formula I, le is hydrogen or
lower-alkyl, preferably hydrogen or methyl. Even more preferred compounds
of the present invention are 30 those, wherein R2 is hydrogen.  WO
2010/112475PCT/EP2010/054141 -8-      In certain embodiments of the
compound of formula I, R3 is preferably lower-alkyl, lower-alkyl
substituted by halogen, Lower-alkyl substituted by hydroxy, cycloalkyl,
cycloalkyl substituted by hydroxy, heterocyclyl, heterocycly1 substituted
by lower-alkyl, heteroaryl, heteroaryl substituted by lower-ally[,
(CH2)-0-lower-alkyl or NR4R5, wherein n is 1 or 2 and 5 wherein R4 and R5
are independently selected from hydrogen and lower-alkyl. Even more
preferred compounds of the present invention are those, wherein R3 is
methyl, isopropyl, tertbutyl, cyclopropylmethyl, 2,2,2-trifluoro-ethyl,
2,2,3,3,3-pentafluoro-propyl, 2,2,2-trifluoro-1- methyl-ethyl,
2-hydroxy-ethyl, 2-hydroxy-1,1-dimethyl-ethyl, 1-hydroxymethyl-propyl, 2-
methoxy-ethyl, cyclopropyl, cyclobutyl, 2-hydroxy-cyclopenty1,
pyrrolidin-l-yl, tetrahydro- 10 finan-3-yl, tetrahydro-pyran-4-yl,
morpholin-4-yl, 3-methyl-oxetan-3-yl, 1-methyl-1H-pyrazol4-ylor
dimethyl-amine. Most preferred are compounds wherein R3 is isopropyl, 1-
hydroxymethyl-propyl, cyclopropyl, 2-hydroxy-cyclopenty1 or
1-methyl-1H-pyrazol-4-yl. 



In certain embodiments of the compound of formula I, R2 and R3, together
with the nitrogen atom to which they are attached, preferably form a
heterocyclyl. Even more preferred 15 compounds of the present invention are
those, wherein R2 and R3, together with the nitrogen atom to which they are
attached, form azetidin-1-y1, 1,1-dioxo-thiomorpholin-4-y1 or
morpholin4-yl.        In certain embodiments of the compound of formula I,
R4 and R5 are preferably lower-alkyl. Even more preferred compounds of the
present invention are those, wherein R4 and R5 are 20 methyl.      In
particular, preferred compounds are the compounds of formula I described in
the examples as individual compounds as well as pharinaceutically
acceptable salts as well as pharmaceutically acceptable esters thereof.
Furthermore, the substituents as found in the specific examples described
below, individually constitute separate preferred embodiments of the
present 25 invention.      Particularly preferred compounds of formula I of
present invention are those selected from the group consisting of
6-(5-Hydroxymethy1-3-phenyl-isoxazo
I-4-ylmethoxy)-N-isopropyl-nicotinamide,
IN-(2-Hydroxy-ethyl)-6-(5-hydroxymethyl-3-phenyl-isoxazol-4-ylmethoxy)-nico
tinamide, 30
(1,1-Dioxo-1,6-thiomorpholin-4-34)-{643-(4-fluoro-phenyl)-5-hydroxymethyl-i
soxazol-4- ylmethoxy]tyridin-3-y11-methanone,
643-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-isopropyl-nic
otinamide,
643-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(tetrahydro-p
yran-4-y1)- nicotinamide, 35
N-Cyclopropylmethy1-643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmeth
oxyk  WO 2010/112475PCPEP2( 0/054141 -9- nicotinamide,
6-13-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2,2,2-trifl
uoro-ethyl)- nicotinamide,
N-Cyclopropy1-6-13-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxykn
icotinamide, 5
6-13-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxykN-(2-methoxy-et
hyl)- nicotinamide, 643 -(4-Fluoro-pheny1)-5-hydro xymethyl-iso xazo
1-4-ylmethoxy]-N-(0R,2R)-2-hydroxycyclopenty1)-nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazo 1-4-ylmetho xy]-N-((1
S,2S)-2-hydroxy10 cyclopenty1)-nicotinamide, 



643 -(4-Fluoro-phenyl)-5-hydroxymethyl-iso xazo1-4-ylmetho
xyl-N-(2,2,2-trifluoro-1-methylethyp-nicotinamide, 643-(4-Fluoro-pheny1)-5
-hydro xymethyl-iso xazo1-4-ylmethoxy] -N-(2-hydroxy-1,1-dimethy1-
ethyl)-nicotinamide, 15
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,3,3,3-pe
ntafluoropropy1)-nicotinamide, 643 -(4-Fluoro-phenyl)-5 -hydroxymethyl-iso
xazo1-4-ylmetho xy]-N-((R)-1-hydro xymethylpropy1)-nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-iso
xazol-4-ylmethoxy]-N-((S)-1-hydroxymethyl- 20 propy1)-nicotinarnide,
6-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(1-methyl-1H
-pyrazol-4-y1)- nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxykN-(3-methyl-oxet
an-3-y1)- nicotinamide, 25 1643-(4-Chloro-pheny1)-5-hydroxymethyl-
soxazo1-4-ylmethoxykpyridin-3-yll -(1,1-dioxo-1,6-
thiomorpholin-4-y1)-methanone,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-isopropyl-nic
otinamide,
6-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-cyclopropyl-
nicotinamide,
6-[3-(4-ChIoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N
-(2,2,2-trifluoro-ethyl)- 30 nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N,N-dimethyl-ni
cotinamide,
6-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxyl-N-(2-hydroxy-1
,1-dimethylcthyl)-nicotinamide,
6-[3-(4-Chloro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxy]-N-(
-methy1-1H-pyrazol-4-y1)- 35 nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N#S)-2,2,2-trif
luoro-1- methyl-ethyl)-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-((1
R,2R)-2-hydroxy-  WO 2010/112475PCT/EP2010/054141 -10-
cyclopenty1)-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-((1S,2S)-2-hy
droxycyclopenty1)-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyEN-isopropyl-
nicotinamide, 5
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(tetrahyd
ro-pyran-4-y1)- nicotinamide, 



N-Cyclopropylmethy1-613-(3,4-thfluoro-pheny1)-5-hydroxymethyl-isoxazol-4-yl
methoxy]- nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-tr
ifluoro-ethyl)- 10 nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-tr
ifluoro-1- methyt-ethyl)-nicotinamide,
N-Cyclopropy1-643-(3,4-difluoro-pheny1)-5-hydroxymethyl-Bor
1-4-ylmethoxylnicotinamide, 15
6-[3-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2-hydro
xy-1,1- dimethyl-ethyl)-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,3,3,
3-pentafluoropropy1)-nicotinamide, 643-(3,4-Difluoro-pheny1)-5-hydro
xymethyl-isoxazol-4-ylmetho xyl-N-(2-metho xy-ethyl)- 20 nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N4R)-1-hydr
oxymethylpropy1)-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyhisoxazol-4-ylmethoxy]-N-((S)-1-hyd
roxymethylpropy1)-nicotinamide, 25
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(1-methyl
-1H-pyrazo1-4- y1)-nicotinamide,
N-tert-Butyl-643-(3,4-difluoro-pheny1)-5-hydroxymethyhisoxazo1-4-ylmethoxyk
nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-morpholin
-4-ylnicotinamide, 30
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-pyrrolidi
n-l-ylnicotinamide, (1,1-Dioxo-1,6-thio morph
lin-4-y1)46-(5-hydroxymethyl-3-pyridin-2-yl-iso xazo 1-4-ylmethoxy)-
pyridin-3-ylkmethanone,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotin
amide, 35
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydro-furan
-3-y1)- nicotinamide,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nico c acid
N',N'-dimethylhydrazide,  WO 2010/112475PCT/EP2010/054141
6-(5-Hydroxymethy1-3-pyridin-2-yl-
soxazol-4-ylmethoxy)-N-(tetrahydro-pyran-4-y1)- nicotinamide,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-morpholin-4-yl-ni
cotinamide,
6-(3-Buty1-5-hydroxymethyl-isoxazo1-4-ylmethoxy)-N-isopropyl-nicotinamide,
5
6-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-(3-methyl-oxetan-3-y1)-n
icotinamide, 



6-(3-Buty1-5-hydroxymethyl-isoxazo1-4-ylmethoxy)-N-(2,2,2-trifluoro-ethyl)-
nicotinamide,
6-(3-Buty1-5-hydroxymethyl-isoxazo1-4-ylmethoxy)-N-cyclobutyl-nicotinamide,
and
Azetidin-1-y146-(3-buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-pyridin-3-yl
kmethanone,
[6-(5-Hydroxyrnethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-pyridin-3-ylkmorp
holin-4-yl- 10 methanone, [6-(3-Butyl-5-hydro xymethyl-iso xazo
1-4-ylmethoxy)-pyrid n-3-y11-(1,1-dioxo-thiomorpho4- y1)-methanone, (1,1 -D
io xo-1,6-thiomorp ho lin-4-y 0- 1643-(5-fluo ro-pyrid in-2-y1)-5-hydro
xymethyl-iso xazol-4- ylmethoxy]-pyridin-3-y11-methanone, 15 and
pharmaceutically acceptable salts and esters thereof     Particularly
preferred compounds of formula 1 of present invention are those selected
from the group consisting of:
6-(5-Hydroxymethy1-3-phenyl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotinamide,
N-(2-Hydroxy-ethyl)-6-(5-hydroxymethy1-3-phenyl-isoxazo1-4-ylmethoxy)-nicot
inamide, 20 (1,1-Dioxo-1,6-thiomorpholin-4-y1)-
{6-13-(4-fluoro-pheny0-5-hydroxyrnethyl-isoxazol-4-
ylmethoxykpyridin-3-y1)-methanone,
6-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxyl-N-isopropyl-ni
cotinamide,
643-(4-Fluoro-pheny0-5-hydroxymethyl-isoxazo1-4-ylmethoxyEN-(tetrahydro-pyr
an-4-y1)- nicotinamide, 25
N-Cyclopropylmethy1-643-(4-fluoro-pheny0-5-hydroxymethyl-isoxazol-4-ylmetho
xy]- nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-triflu
oro-ethyl)- nicotinamide,
N-Cyclopropy1-6-13-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxykn
icotinamide, 30
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-N-(2-methoxy-et
hyl)- nicotinamide,
6-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-((1R,2R)-2-h
ydroxycyclopentyl)-nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethy1-isoxazo1-4-y1methoxy]-N-((1S,2S)-2-hy
droxy- 35 cyclopenty0-nicotinamide,
6-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-trifl
uoro-l-methylethyl)-nicotinamide,  WO 2010/112475PCT/EP2010/054141 



-12-
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2-hydroxy-1,
1-dimethylethyp-nicotinamide, 643-(4-Fluoro-pheny1)-5-hydroxymethyl- so
xazol-4-ylmetho xyi-N-(2,2,3,3,3-pentafluoropropy1)-nicotinamide, 5 643
-(4-Fluoro-phenyl)-5 -hydroxymethyl-iso
xazol-4-ylmethoxy]-N4R)-1-hydroxymethylpropy1)-nicotinamide, 613
-(4-Fluoro-phenyI)-5 -hydroxymethyl-isoxazo
1-4-ylmethoxy]-N-((S)-1-hydroxymethylpropy1)-nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxykN-(1-methyl-1H-p
yrazol-4-y1)- 10 nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-N-(3-methyl-oxe
tan-3-y1)- nicotinamide,
{643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxykpyridin-3-yli-(
1,1-dioxo-1,6- thiomorpholin-4-y1)-methanone, 15
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-isopropyl-nic
otinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-cyclopropyl-n
icotinamide,
613-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-trifli
toro-ethyl)- nicotinamide,    643-(4-Chloro-pheny1)-5-hydroxymet
hyl-Boxazol-4-ylmet hoxyl-N,N-dimethyl-nicotinamide, 20
643-(4-Chloro-phenyhydroxymethyl-isoxazo I-4-ylmetho xy]-N-(2-hydroxy- I
,1-dimethyl- ethyl)-nicotinamide, 613-(4-Chloro-pheny1)-5-hydroxymethy1
isoxazol-4-ylmethoxyl-N-(1-methy1-1H-pyrazo 1-4-y1)- nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-((S)-2,2,2
fluoro 25 methyl-ethyl)-nicotinamidc,
643-(4-Chloro-pheny1)-5-hydroxymethy1-isoxazo1-4-y1methoxy]-N(( I
R,2R)-2-hydroxycyclopenty1)-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(0
S,2S)-2-hydroxycyclopenty1)-nicotinamide, 30
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-isopropyl
-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyRT-(tetrahydr
o-pyran-4-y1)- nicotinamide, N-Cyclopropylmethy1-643 -(3 ,4-d
fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]- nicotinamide, 35
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2 2-
uo o ethyl)- nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-tr
ifluoro-lmethyl-ethyl)-nicotinamide,  



WO 2010/112475PCT/EP2010/054141 -13-
N-Cyclopropy1-6-13-(3,4-difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmetho
xy]- nicotinamide, 643 -(3,4-Difluoro-phenyI)-5 - hydroxymethyl- o xa zo
1-4-ylmetho xyl-N-(2 - hydro xy- 1,1 - dimethyl- ethyl)-nicotinamide, 5
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,3,3
,3-pentafluoropropy1)-nicotinamide,
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-371methoxy]-N-(2-meth
oxy-ethyl)- nicotinamide,
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylme
hoxyl-N4R)-1-hydroxymethyl- 10 propy1)-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-((S)-1-hy
droxymethylpropy1)-nicotinamide,
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(1-methy
l-1H-pyrazol-4- y1)-nicotinamide, 15
N-tert-Buty1-6-13-(3,4-difluoro-pheny1)-5-hydroxyrnethyl-isoxazol-4-ylmetho
xyl-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-morpholin
-4-3/1- nicotinamide, 6-13 -(3,4-Difluoro-pheny1)-5-hydroxymethyl-iso
xazol-4-ylmethoxy] -N-P yrrolidin- I -ylnicotinamide, 20 (1
,1-Dioxo-1,6-thiomorpholin-4-y1)-16-(5-hydroxymethyl-3-pyridin-2-yl-isoxazo
l-4-ylmethoxy)- pyridin-3-ylkmethanone,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-isoPropyl-nicotin
amide,
6-(5-Hydroxymethyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydro-furan
-3-y1)- nicotinamide, 25 6-(5-Hydroxymethy1-3-pyr d
n-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid N',N'-dimethylhydrazide,
6-(5-Hydroxyrnethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydro-pyra
n-4-y1)- nicotinamide,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-morpholin-4-3/1-n
icotinamide, 30
643-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotinamide,
6-(3-Buty1-5-hydroxymethyl-iso
xazol-4-ylmethoxy)-N-(3-methyl-oxetan-3-y1)-nicotinamide,
6-(3-Buty1-5-hydroxymethyl-iso xazo I-4-ylmetho
xy)-N-(2,2,2-trifluoro-ethyl)-nicotinamide,
6-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-cyclobutyl-nicotinamide,
and
Azetidin-l-y146-(3-buty1-5-hydroxymethyl-isoxazol-4-ylrnethoxy)-Pyridin-3-y
lkmethanone, 35 and pharmaceutically acceptable salts and esters thereof.  



WO 2010/112475PCT/EP2010/054141 -14-
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-isopropyl-nic
otinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N4S)-1-hydroxym
ethylpropyfi-nicotinamide, 643-(4-Chloro-pheny1)-5- hydroxymethyl-iso
xazol-4-ylmetho xyl-N-((lR,2R)-2-hydro xy- 5 cyclopentyfi-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethy
oxazol-4-ylmethoxyl-N-((18,2S)-2-hydroxycyclopentyl)-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-0
ethy1-1H-pyrazoyfi- nicotinamide, 10
645-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotina
mide, 643-(4-Fluoro-pheny1)-5-hydroxymethyl-iso
xazol-4-ylmethoxyl-N-(1-methy1-1H-pyrazol-4-y1)- nicotinamide, and
643-(4-Chloro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-cyclopropyl-ni
cotinamide, and phatmaceutically acceptable salts and esters thereof. 15The
invention further relates to a process for the manufacture of compounds of
formula I as defined above, which process comprises: a) reacting a compound
of formula II with NHR2R3: N-C) OR 0 CO2R7 Or 20b) enzymatic
biotransformation of a compound of fotinula III:   



WO 2010/112475PCT/EP2010/054141 -15- wherein R', R7 and R3 are as defined
above, R6 is hydrogen or tert-butyldimethylsilyl and R7 is hydrogen or
lower-alkyl.      The reaction of a compound of formula II, wherein R6 is
hydrogen and R7 is lower-alkyl, with NHR2R3 to a compound of formula I can
be carried out under conditions as described in the 5 examples or under
conditions well known to the person skilled in the art. For example, the
reaction can be performed in the presence of trimethylaluminium in a
suitable solvent like dioxane at elevated temperatures e.g. at 85-95C.
Alternatively, the reaction can be performed in the presence of
1,5,7-triazabicyclo[4.4.0]dec-5-ene in a suitable solvent like toluene at
elevated temperatures e.g. at 50C. 10The reaction of a compound of formula
II, wherein R6 and R7 are hydrogen, with NHR2R3 to a compound of formula I
can be carried out under conditions as described in the examples or under
conditions well known to the person skilled in the art. For example, the
reaction can be performed in the presence of Hiinigs Base
(N,N-diisopropylethylamine) and 0-(benzotriazol-1-
y1)-N,N,Nr,N-tetramethyluronium tetrafluoroborate in a suitable solvent
like dimethylfoimamid 15 at room temperature. Alternatively, the reaction
can be performed in the presence of 1,1'- carbonyldiimidazole in a suitable
solvent like dimethylformamid at elevated temperatures e.g. at 80C.
Furthermore, the reaction can be performed in the presence of 1-ethyl-3-(3-
dimethylaminopropyl) carbodiimide hydrochloride, Nl-hydroxybenzotriazole
and Hilnigs Base (N,N-thisopropylethylamine) in a suitable solvent like
dichloromethane at room temperature. 20The reaction of a compound of
formula II, wherein R6 is tert-butyldimethylsily1 and R7 is lower-alkyl,
with NHR2R3 to a compound of formula 1 can be carried out under conditions
as described in the examples or under conditions well known to the person
skilled in the art. For example, the reaction can be performed in the
presence of trimethylaluminium in a suitable solvent like dioxane at
elevated temperatures e.g. at 85-95C followed by a reaction with tetra-n-
25 butylammonium fluoride in a suitable solvent like tetrahydrofurane at
room temperature.      The enzymatic biotransformation of a compound of
formula 111 to a compound of formula] can be carried out under conditions
as described in the examples or under conditions well known to the person
skilled in the art. For example, the reaction can be performed in the
presence of Cytochrome P450 3A4 and nicotinamide adenine dinucleotide
phosphate in a suitable buffer at 30 room temperature.      The present
invention also relates to compounds of formula I as defined above, when
prepared by a process as described above.      The present compounds of
foimula 1 and their pharmaceutically acceptable salts can be prepared by a
process comprising the steps of:  WO 2010/112475PCT/EP2010/054141 -16- a)
reacting a compound of formula 1 0 



R1).---H 1 with hydroxylamine hydrochloride in a suitable solvent, such as
ethanol and water in the presence of a base, such as aqueous sodium
hydroxide to give a compound of formula 2: NTM 5RI AH 2  b) 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
R1CI3 1.0       c) and then either reacting the compound of formula 3 with
a compound of formula 4: OMe 4 in the presence of a suitable base, such as
triethylamine, in a suitable solvent, such as chloroform, to give a
compound of formula 6: N-C)    d) or alternatively reacting the compound of
formula 3 with a compound of formula 5: Me  OMe 5  



WO 2010/112475PCT/EP2010/054141 -17- in the presence of a suitable base,
such as triethylamine, in a suitable solvent, such as diethylether, to give
a compound of fonnula 6; e) and then reacting the compound of formula 6
with benzaldehyde in the presence of a base 5 such as sodium ethoxide in
suitable solvent such as ethanol under reflux to give a compound of formula
7:  7  0 followed by reacting a compound of formula 7 with a reducing
agent, such as 10 Lithiumaluminiumhydride or ethylchloroformatc in the
presence of sodiumborohydride and a suitable base such as triethylamine in
a suitable solvent such as THF or water to give a compound of folula 8:  8
15 g) followed by reacting a compound of formula 8 with a compound such as
9: CI  CO2Me 9 in the presence of a suitable base, such as sodium hydride,
in a suitable solvent, such as THF to give a compound of formula 10:
CO,Me 



10  WO 2010/112475PCT/EP2010/054141 -18-  h) followed by reacting a
compound of formula 10 with an oxidizing agent such as Osmium(VIII)-oxide
and sodium metaperiodate in the presence of benzyltriethytammonium chloride
in the presence of a suitable solvent such as tert-butanol, dioxane and
water to give a 5 compound of formula 11:  CO,Me 11  i) followed by
reacting a compound of formula 11 with a reducing agent, such as
sodiumborohydride in a suitable solvent such as methanol to give a compound
of formula II-A: N-C) 10CO,Me II-A j) Alternatively, a compound of formula
10 can be reacted with AD Mix-a with methanesulfonamide in a suitable
solvent such as tert-butanol and water to give a compound of formula 12:
CO,Me 1512  WO 2010/112475PCT/EP2010/0541141 -19- k) followed by reacting a
compound of formula 12 with lead tetraacetate in a suitable solvent such as
benzene and then reacted with a reducing agent such as sodiumborohydride in
a suitable solvent such as methanol to give a compound of formula II-A. 5
1) Alternatively, a compound of formula 8 can be reacted with a compound of
formula 13: CI 



13 in the presence of a suitable base, such as sodium hydride, in a
suitable solvent such as DMF to give a compound of formula 14: 10  14  m)
followed by reacting a compound of folinula 14 with an oxidizing agent such
as Osmium(V111)-oxide and sodium metaperiodate in the presence of
benzyltriethylammonium chloride in the presence of a suitable solvent such
as tert-butanol, dioxane and water to give a compound of formula 15:  WO
2010/112475PCT/EP2010/054141  -20- n) followed by reacting a compound of
formula 15 with a reducing agent, such as sodiumborohydride in a suitable
solvent such as methanol to give a compound of formula 16: 5 o) followed by
reacting a compound of formula 16 with a base such as sodium ethoxide in
suitable solvent such as ethanol under reflux to give a compound of formula
II-B: N-C)    p) Alternatively, a compound ofula 17:  OH OMe 



17  can be reacted with a suitable protecting group, such as
tert-butyldimethylchlorosilane in the presence of a suitable base such as
imidazole in a suitable solvent such as MAE to give a compound of formula
18:  18  WO 20.10/112475PCT/EP2010/054141 -21- q) followed by reacting a
compound of formula 18 in the presence of a reducing agent such as
lithiumborohydride in a suitable solvent such as THF give a compound of
foimula 19: N-C) OTBDMS OH19 5 r) followed by reacting a compound of
formula 19 with a compound such as 9 in the presence of a suitable base,
such as sodium hydride, in a suitable solvent, such as THF to give a
compound of formula II-C:  CO2Me II-C  WO 20101112475PCT/EP2010/054141 -22-
In accordance with Scheme 1, compounds of formula 1 can be prepared
following standard methods. Scheme 1 



CO2Me CO2Me  WO 2010/112475PCT/EP2010/054141 -23- CDI =
1,1'-carbonyldiimidazole CYP3A4 = Cytochrome P450 3A4 DCM = dichloromethane
DMAP = N,N-dimethylamino-4-pyridine 5 DIPEA= N,N-diisopropylethylamine
(Hiinigs Base) DMF = dimethylformamid DMSO = dimethylsulfoxide EDAC =
1-ethy1-3-(3-dimethyla nopropyl) carbodiimide hydrochloride Et0H = ethanol
10 HOBt = NI -hydroxybenzotriazole Me3A1= trimethylaluminium NADP =
nicotinamide adenine dinucleotide phosphate on = overnight rt = room
temperature 15 TBAF = tetra-n-butylammonium fluoride TBD =
1,5,7-triazabicyclo[4.4.0]dec-5-ene 



TBTU = 0-(benzotriazol-1-y1)-N,N,N',Nl-tetramethyluronium tetrafluoroborate
TBDMS = tert-butyldimethylsily1 The corresponding salts with acids can be
obtained by standard methods known to the 20 person skilled in the art,
e.g. by dissolving the compound of formula Tin a suitable solvent such as
e.g. dioxan or THF and adding an appropriate amount of the corresponding
acid. The products can usually be isolated by filtration or by
chromatography. The conversion of a compound of formula I into a
pharmaceutically acceptable salt with a base can be carried out by
treatment of such a compound with such a base. One possible method to font'
such a salt is e.g. by addition of 25 1/n equivalents of a basic salt such
as e.g. M(OH)II, 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, tetrahydrofinan-water mixture) and to
remove the solvent by evaporation or lyophilisation. The conversion of
compounds of formula I into pharmaceutically acceptable esters can be 30
carried out e.g. by treatment of a suitable carboxy group present in the
molecule with a suitable alcohol using e.g. a condensating reagent such as
benzotriazol-1- yloxytris(dimethylamino)phosphonium hexafluorophosphate
(BOP), N,Ndicylohexylcarbodiimide (DCC),
N-(3-dimethylaminopropyfi-M-ethylcarbodiimide hydrochloride (EDCI) or
0-(1,2-dihydro-2-oxo-l-pyridyl)-N,N,N,N-tetra-methyluronium- 35
tetrafluoroborate (TPTU), or by direct reaction with a suitable alcohol
under acidic conditions, as  WO 2010/112475PCT/EP2010/054141 -24- for
example in the presence of a strong mineral acid like hydrochloric acid,
sulfuric acid and the like. Compounds having a hydroxyl group can be
converted to esters with suitable acids by analogous methods. Insofar as
then preparation is not described in the examples, the compounds of formula
I as 5 well as all intermediate products can be prepared according to
analogous methods or according to the methods set forth above. Starting
materials are commercially available, known in the art or can be prepared
by methods known in the art or in analogy thereto.        It will be
appreciated that the compounds of general formula I in this invention may
be derivatised at functional groups to provide derivatives which are
capable of conversion back to 10 the parent compound in vivo.      As
described above, the novel compounds of the present invention and their
pharmaceutically acceptable salts and esters possess valuable
pharmacological properties and have been found to be ligands for GABA A a5
receptors. The compounds of the present invention can therefore be used,
either alone or in combination with other drugs, for the 15 treatment or
prevention of diseases which are modulated by ligands for GABA A receptors
containing the a5 subunit. These diseases include, but are not limited to
acute and/or chronic neurological disorders, cognitive disorders,
Alzheimer's disease, memory deficits, schizophrenia, positive, negative
and/or cognitive symptoms associated with schizophrenia, bipolar disorders,
autism, Down syndrome, neurofibromatosis type 1, sleep disorders, disorders
of circadian 20 rhythms, amyotrophic lateral sclerosis (ALS), dementia
caused by AIDS, psychotic disorders, substance-induced psychotic disorder,
anxiety disorders, generalized anxiety disorder, panic disorder, delusional
disorder, obsessive/compulsive disorders, acute stress disorder, drug
addictions, movement disorders, Parkinson's disease, restless leg syndrome,
cognition deficiency 



disorders, multi-infarct dementia, mood disorders, depression,
neuropsychiatric conditions, 25 psychosis, attention-deficit/hyperactivity
disorder, neuropathic pain, stroke, attentional disorders and need for
cognition enhancement.      The invention therefore also relates to
pharmaceutical compositions comprising a compound as defined above and a
pharmaceutically acceptable carrier and/or adjuvant. The invention likewise
embraces compounds as described above for use as therapeutically 30 active
substances, especially as therapeutically active substances for the
treatment or prevention of diseases which are related to the GABA A a5
receptor, particularly for the treatment or prevention of acute and/or
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 35 type 1, sleep disorders, disorders of
circadian rhythms, amyotrophic lateral sclerosis (ALS),  WO
2010/112475PCT/EP2010/054141 -25- 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 5 dementia, mood disorders, depression,
neuropsychiatric conditions, psychosis, attentiondeficit/hyperactivity
disorder, neuropathic pain, stroke and attentional disorders or for use as
cognitive enhancers.      In another preferred embodiment, the invention
relates to a method for the treatment or prevention of diseases which are
related to the GABA A a5 receptor, particularly for the 10 treatment or
prevention of acute and/or 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 15 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, attentiondeficit/hyperactivity disorder, neuropathic pain,
stroke and attentional disorders or for cognition 20 enhancement, which
method comprises administering a compound as defined above to a human being
or animal.      The invention also embraces the use of compounds as defined
above for the treatment or prevention of diseases which are related to the
GABA A a5 receptor, particularly for the treatment or prevention of acute
and/or chronic neurological disorders, cognitive disorders, 25 Alzheimer's
disease, memory deficits, schizophrenia, positive, negative and/or
cognitive symptoms associated with schizophrenia, bipolar disorders,
autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders
of circadian rhythms, amyotrophic lateral sclerosis (ALS), dementia caused
by AIDS, psychotic disorders, substance-induced psychotic disorder, anxiety
disorders, generalized anxiety disorder, panic disorder, delusional
disorder, 30 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,
attentiondeficit/hyperactivity disorder, neuropathic pain, stroke and
attentional disorders or for cognition enhancement. 



WO 2010/112475PCT/EP2010/054141 -26- receptor, particularly for the
treatment or prevention of acute and/or 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, 5 amyotrophic lateral sclerosis
(ALS), dementia caused by AIDS, psychotic disorders, substance-induced
psychotic disorder, anxiety disorders, generalized anxiety disorder, panic
disorder, delusional disorder, obsessive/compulsive disorders, acute stress
disorder, drug addictions, movement disorders, Parkinson's disease,
restless leg syndrome, cognition deficiency disorders, multi-infarct
dementia, mood disorders, depression, neuropsychiatric conditions,
psychosis, 10 attention-deficit/hyperactivity disorder, neuropathic pain,
stroke and artentional disorders or for the preparation of cognitive
enhancers. Such medicaments comprise a compound as described above.
The treatment or prevention of cognitive disorders, Alzheimer's disease,
schizophrenia, positive, negative and/or cognitive symptoms associated with
schizophrenia, Down syndrome, 15 and neurofibromatosis type 1, is
preferred. Particularly preferred is the treatment or prevention of
Alzheimer's disease. Particularly preferred is the treatment or prevention
of Down syndrome. Particularly preferred is the treatment or prevention of
neurofibromatosis type 1. The compounds were investigated in accordance
with the test given hereinafter: 20Membrane re aration and bindin assa
The affinity of compounds at GABA A receptor subtypes was measured by
competition for [31-1]flumazenil (85 Ci/mmol; Roche) binding to FIEK293
cells expressing rat (stably transfected) or human (transiently
transfected) receptors of composition al f33y2, a2{331/2, a3133y2 and
a5133y2. Cell pellets were suspended in Krebs-tris buffer (4.8 mM KO, 1.2
mM CaCl2, 1.2 mM 25 MgC12, 120 rtiM NaCl, 15 nuM Tris; pH 7.5; binding
assay buffer), homogenized by polytron for ca. 20 sec on ice and
centrifuged for 60 min at 4 C (50000 g; Sorvall, rotor: SM24 -= 20000 rpm).
The cell pellets were resuspended 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, [3H]flumazenil
at a concentration of]. riM for al, a2, a3 subunits and 0.5 nM for a5
subunits and the test compound in the range of 10-10-3 x 10-6 M.  



WO 2010/112475PCT/EP2010/054141 -27- Nonspecific binding was defined by le
M diazepam and typically represented less than 5% of 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 5 liquid scintillation
counting. K, values were calculated using Excel-Fit (Microsoft) and are the
means of two determinations.      The compounds of the accompanying
examples were tested in the above described assay, and the preferred
compounds were found to possess a K, value for displacement of
[3H]flumazenil from a5 subunits of the rat GABA A receptor of 100 nM or
less. Most preferred 10 are compounds with a K, (nM) <35. In a preferred
embodiment the compounds of the invention are binding selective for the as
subunit relative to the al, a2 and a3 subunit.      Representative test
results, obtained by the above described assay measuring binding affinity
to HEK293 cells expressing human (h) receptors, are shown in table 1 below.
Ex. MC; GABA A a5 [HMI  Ex. hiCi GABA A a5 [nlVI]  Ex. hKi GABA A a5 Inn
2.2  



20 1  39 2.1  1.6  21 2  40 11.8 3 8.6  22 43.4  41 1.1 



4 1.1  23 3.9  42 4.5 5 1.3  24 0.7  43 10.8 6 1.7  25 1.7 



44 0.7 7 1.3  26 1.2  45 1.8 8 1.7  27 0.6  46 2.5 9 4.1 



28 1.5  47 1.1 10 1.6  29 2  48 1.7 Ii 1.4  30 4  49 



16 12 10.1  31 2.7  50 8.7 13 3.4  32 1.8  51 10.2 14 3.5  33 



3.1  52 13.7 15 0.6  34 13.6  53 51.3 16 0.9  35 6.8  54 67.2 17 



1.8  36 7.7  55 50.5 18 3.5  37 4.4  56 13.5 19 0.4  38 1.3  



Table 1.  WO 20 0/ 475PCT/EP2010/054141 -28-      The compounds of formula
I as well as their pharmaceutically usable salts can be used as
medicaments, e.g. in the form of pharmaceutical preparations. The
pharmaceutical compositions can be administered orally, e.g. in the form of
tablets, coated tablets, dragees, hard and soft gelatine capsules,
solutions, emulsions or suspensions. The administration can, however, also
be 5 effected rectally, e.g. in the form of suppositories, or parenterally,
e.g. in the form of injection solutions. The compounds of formula I and
their pharmaceutically usable salts can be processed with pharmaceutically
inert, inorganic or organic excipients for the production of tablets,
coated tablets, dragoes and hard gelatine capsules. Lactose, corn starch or
derivatives thereof, talc, 10 stearic acid or its salts etc can be used as
such excipients e.g. for tablets, clragees and hard gelatine capsules.
Suitable excipients for soft gelatine 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. 15Suitable 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, semiliquid or liquid polyols etc. Moreover, the pharmaceutical
preparations can contain preservatives, so lubilizers, 20 stabilizers,
wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for
varying the osmotic pressure, buffers, masking agents or antioxidants. They
can also contain still other therapeutically valuable substances. The
dosage at which compounds of the invention can be administered can vary
within wide limits and will, of course, be fitted to the individual
requirements in each particular case. In 25 general, in the case of oral
administration a daily dosage of about 0.1 to 1000 mg per person of a
compound of general formula I should be appropriate, although the above
upper limit can also be exceeded when necessary. 



The following examples illustrate the present invention without limiting
it. All temperatures are given in degrees Celsius.  WO
2010/112475PCT/EP2010/054141 -29- Example A Tablets of the following
composition are manufactured in the usual manner: ingredient mg/tablet
Active substance 5 Lactose 45 Corn starch 15 Microcrystalline cellulose 34
Magnesium stearate 1 Tablet weight 100  



Table 2: possible tablet composition Manufacturing Procedure 51. Mix items
1, 2, 3 and 4 and granulate with purified water. 2. Dry the granules at
50C. 3. Pass the granules through suitable milling equipment. 4.Add item 5
and mix for three minutes; compress on a suitable press. 10Example B
Capsules of the following composition are manufactured: ingredient
mg/capsule Active substance 10 Lactose 155 Corn starch 30 Talc 5 Capsule
fill weight 200  



Table 3: possible capsule composition Manufacturing Procedure 1. Mix items
1,2 and 3 in a suitable mixer for 30 minutes. 152. Add item 4 and mix for 3
minutes. 3. Fill into a suitable capsule.      The active substance,
lactose and corn starch are firstly mixed in a mixer and then in a
comminuting machine. The mixture is returned to the mixer, the talc is
added thereto and mixed thoroughly. The mixture is filled by machine into
hard gelatine capsules.  WO 2010/112475PCT/EP2010/054141 -30- Example C
Suppositories of the following composition are manufactured:
ingredientmg/supp. Active substance15 Suppository mass1285 Total 1300 Table
4: possible suppository composition Manufacturing Procedure 5The
suppository mass is melted in a glass or steel vessel, mixed thoroughly and
cooled to 45C. Thereupon, the finely powdered active substance is added
thereto and stirred until it has dispersed completely. The mixture is
poured into suppository moulds of suitable size, left to cool, the
suppositories are then removed from the moulds and packed individually in
wax paper or metal foil. 10The following examples 1 to 53 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
6-(5-14ydroxymethy1-3-phenyl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotinamide
150 a)
5-(tert-Butyl-dimethyl-silanyloxymethv1)-3-phenyl-isoxazole-4-carboxylic
acid ethyl ester       Prepared according to Synthesis 1984, 868-870. To a
solution of 5-hydroxymethy1-3- phenyl-isoxazole-4-carboxylic acid ethyl
ester (10.0 g, 40 mmol) in DMF (100 mL) was added 20
tert-butyldimethylchlorosilane (5.49 g, 36 mmol) and imidazole (2.75 g, 40
mmol). The reaction mixture was stirred overnight, then the solvent was
evaporated and the residue was partitioned (diethylether/water). The
organic phase was then dried over sodium sulfate, filtered and  WO
2010/112475PCT/EP2010/054141 -31- concentrated. After chromatographic
purification (silica, heptane:ethyl acetate = 100:0 to 9:1) the title
compound was obtained as a colorless oil (12.2 g, 84%). MS: m/e = 362.3
[M+Hc.            b) [5-(tert-Butyl-dimethvl-silan_ylo
xymethyl)-3-phenyl-isoxazol-4-y11-methanol
55-(tert-Butyl-dimethyl-silanyloxymethyl)-3-phenyl-isoxazole-4-carboxylic
acid ethyl ester (12.2g. 34 rnmol) was dissolved m THE (200 tnL), lithium
borohydride (1.47 g, 67 mmol) was added and the reaction mixture was heated
under reflux overnight. After cooling to room temperature aqueous saturated
Seignette salt solution was added and the mixture was stirred for 1 h.
After extractive workup (ethyl acetate/diethylether) the organic phase was
dried over sodium 10 sulfate, filtered and concentrated. Chromatographic
purification (silica, heptane:ethyl acetate = 100:0 to 85:15) afforded the
title compound as a light yellow oil (4.4 g, 41%). MS: m/e ---- 320.4
[M+HI.            c)
6-15-(tert-Butyl-dimethyl-silanvloxymethyl)-3-pheml-isoxazol-4-ylmothoxyl-n
icotinic 15 acid methyl ester       A solution of
[5-(tert-butyl-dimethyl-silanyloxymethyl)-3-phenyl-isoxazol-4-y1]-
methanol(4.09 g, 12.8 mmol) in THF (20 mL) was added dropwise to a
suspension of sodium hydride (0.73 g of a 55% dispersion in mineral oil,
16.7 mmol). After stirring for 30 min at room temperature, the mixture was
cooled in an ice bath and a solution of methyl 6-chloronicotinate 20 (2.20
g, 12.8 mmol) in THF (20 mL) was added dropwise. The ice bath was removed
and the reaction mixture was allowed to reach room temperature and was
stirred for 2 h. After quenching with water and extractive workup (ethyl
acetate/water) the organic phase was dried over sodium sulfate, filtered
and concentrated. Chromatographic purification (silica, heptane:ethyl
acetate = 100:0 to 8:2) afforded the title compound as a colorless oil
(2.76 g, 47%). 25 MS: m/e = 455.4 [M+H] . 



d)
6-(5-Hydroxymethy1-3-nhenvl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotinamide
Trimethylaluminum (4.4 mL of a 2M solution in hexane, 8.8 mmol) was slowly
added to a solution of isopropylamine (0.76 mL, 8.9 mmol) in dioxane (7.5
mL) and stirred at room 30 temperature for 1 h. Then a solution of
645-(tert-butyl-dimethyl-silanyloxymethyl)-3-phenylisoxazol-4-ylmethoxy]-ni
cotinic acid methyl ester (1.0 g, 2.2 mmol) in dioxane (7.5 mL) was added
dropwisc. The mixture was stirred at 90 C for 2 h. After cooling to room
temperature and extractive workup (ethyl acetate/aqueous saturated
Seignette salt solution) the organic phase was  WO
2010/112475PCT/EP2010/054141 -32- dried (Na2SO4) and filtered over a silica
pad. The solvent was evaporated to furnish an intermediate which was
dissolved in a tetrabutylammonium fluoride solution (2 mL of a 1M in THF).
After 1 h the reaction mixture was extractively worked up (ethyl
acetate/aqueous saturated citric acid). The organic phase was dried over
sodium sulfate, filtred and concentrated and then 5 purified by HPLC
(Chiralpak AD, heptanciethanol) to afford the title compound as a colorless
oil (0.15 g, 18%). MS: m/e = 368.3 [M+H]t Example 2
N-(2-Hydroxy-ethyl)-6-(5-hydroxymethy1-3-phenyl-isoxazol-4-ylmethoxy)-nicot
inamide  0 10 a) 3-Phenyl-5-((E)-styryI)-isoxazole-4-carboxylic acid
To a solution of 5-methyl-3-phenyl-isoxazole-4-carboxylic acid ethyl ester
(2.28 g, 10 mmol) and benzaldehyde (1.01 mL, 10 rnmol) in ethanol (15 mL)
was added sodium ethoxide (0.74 g, 11 mmol) and the reaction mixture was
heated under reflux for 10 mm. Aqueous 15 hydrochloric acid (1 M, 12 mL)
was then added and after stirring for 15 min the precipitate was filtered
and dried to afford the title compound as a light brown solid (2.0 g, 71%).
MS: m/e = 292.1 [M-41].. 12)13-PhenE -st1.-azo t-4- 1 -methanol 20To a
stirred solution of 3-phenyl-5((E)-styry1)-isoxazolc-4-carboxylic acid (2.0
g, 6.9 mmol) in THE (50 mL) was added triethylamine (0.95 mL, 6.9 mmol).
Then at room temperature ethyl chloroformate (0.65 mL, 6 9 mmol) was added
dropwise. After 30 min the precipitated salt 



was filtered and washed with a small amount of THE. The filtrate was added
to a solution of sodium borohydride (0.65 g, 17.1 mmoI) in water (20 mL) at
5 C. After stirring for 1 h at 5C 25 aqueous sodium hydroxide (2 M, 40 mL)
was added. Extraction with ethyl acetate, drying over sodium sulfate,
filtering and concentration afforded the title compound as a white solid
(1.89 g, 99%). MS: m/e = 278.1 [M-}-Hr.  WO 2010/112475PCT/EP2010/054141
-33- c) 6-13-Phenyl-5((E)-styryl)-isoxazol-4-ylmethoxyl-nicotinic acid
methyl ester A stirred solution of
[3-phenyl-54(E)-styry1)-isoxazol-4-yll-methanol (1.50 g, 54 mmol) in THF
(50 mL) was cooled in an ice bath. Sodium hydride (0.28 g of a 55%
dispersion in mineral oil, 6.4 mmol) was added and the mixture was stirred
for 30 min whilst allowing to 5 warm to room temperature. To the resulting
suspension was added methyl 6-chloropyridine-3- carboxylate (0.93 g, 5.4
mmol). After stirring for 2 h the reaction mixture was quenched with
aqueous saturated sodium bicarbonate solution (20 mL). Evaporation of the
organic solvent was followed by extraction with ethyl acetate. The organic
phase was dried over sodium sulfate, filtered, concentrated and purified by
chromatography (silica, heptanc:ethyl acetate = 90:10 to 10 60:40) to
afford the title compound as an off-white solid (0.78 g, 35%). MS: mile =
413.5 [M+Hf. d) 6-(5-Formy1-3-phenyl-isoxazol-4-ylmethoxy)-nicotinic acid
methyl ester A mixture of
6[3-pheny1-5((E)-styry1)-isoxazol-4-ylmethoxyknicotinic acid methyl 15
ester (0.62 g, 1.5 nunol), osmium(VIII) oxide solution (0.38 mL of a 2.5%
solution in tertbutanol, 0.037 mmol), sodium metaperiodate (1.29 g, 6
mmol), benzyltriethylammonium chloride (0,14 g, 0.6 mmol) in dioxane (13
ml) and water (4.5 mL) was irradiated in the microwave for 10 min at 120 C.
Extractive workup (ethyl acetate/water) was followed by drying of the
organic phase over sodium sulfate, filtered and concentrated. Purification
by 20 chromatography (silica, heptane:ethyl acetate = 100:0 to 60:40)
afforded the title compound as a light yellow solid (0.26 g, 51%). MS: m/e
= 339.3 [M+Hr. e)
6-(5-Hydroxymethy1-3-phenyl-isoxazol-4-ylmethoxy)-nicotinic acid methyl
ester A solution of 6-(5-formy1-3-phenyl-isoxazol-4-ylmethoxy)-nicotinic
acid methyl ester 25 (0.25 g, 0.74 mmol) in methanol (10 mL) was treated at
room temperature with sodium borohydride (0.03 g, 0.74 mmol) and stirred
for 1 h. After quenching with aqueous citric acid (5 mL of a 10% solution)
and extraction with ethyl acetate the organic phase was dried (Na2SO4)
filtered and concentrated. Purification by chromatography (silica,
heptane:ethyl acetete = 90:10 to 40:60) afforded the title compound as a
white solid (0.22 g, 89%). MS: /rile = 341.1 [M+H].  WO
2010/112475PCT/EP2010/054141 -34- 



N- 2-H drox -eth 1 -6- 5-h1-3- hen 1-isoxazol-4 linethox - nicotinamide
To a stirred solution of
6-(5-hydroxymethy1-3-phenyl-isoxazol-4-ylmethoxy)-nicotinic acid methyl
ester (0.11 g, 0.32 mmol) in toluene (0.5 niL) was added ethanolarnine
(0.03 g, 0.39 5 mmol) and 1,5,7-triazabicyclo[4.4.0]dec-5-ene (0.03 g, 0.17
mmol) The reaction mixture was stirred for 68 h, adsorbed on silica gel and
purification by chromatography (silica, dichloromethane:methanol = 100:0 to
90:10) afforded the title compound as a white solid (0.10 g, 85%). MS: m/e
= 370.1 [M+FIr. 10Example 3
(1,1-Dioxo-1,6-thiomorpholin-4-y1)-1643-(4-fluoro-phenyl)-5-hydroxymethylls
oxazol-4- ylmethoxyl-pyridin-3-y1}-methanone  0 a)
3-(4-Fluoro-phenyl)-5((E)-styry1)-isoxazole-4-carboxylic acid 15To a
solution of 3-(4-fluoro-phenyl)-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 nth) was added sodium ethoxide (2.71 M, 32.5 mL, 88.3 mmol) and the
reaction mixture was heated under reflux for 1 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, 20
77%) as a light yellow solid. MS: m/c = 308.0 [M-H]. b)
(3-(4-Fluoro-phenyl)-5((R)-styry1)-isoxazol-4-yll-methanol       To a
solution of 3-(4-fluoro-phenyl)-5((E)-styry1)-isoxazole-4-carboxylic acid
(19.0 g, 61.4 mmol) and triethylamine (8.6 nit, 61 4 mmol) in THF (475 mL)
was added at room 25 tempetature a solution of ethyl chloroformate (5.97
mL, 61 4 mmo 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
WO 2010/112475PCT/EP2010/054141 -35- rnL). After stirring overnight at room
temperature aqueous sodium hydroxide solution (1 N, 180 mL) was added.
Extraction with tert-butylmethylether, removal of the solvent by
distillation and chromatography (silica, dichloromethane:methartol = 1:0 to
95:5) afforded the title compound (11.4 g, 63%) as light yellow solid. MS:
m/e = 296.2 [M+H] . 



5       c) 3- 4-Fluoro- hen 1Elmethox -nicotinic acid methyl ester       To
a suspension of sodium hydride (813 mg, 18.6 mmol) in 28 raL THE was added
a solution of [344-fluoro-phenyl)-54(E)-styry1)-isoxazol-4-y1]-methano1
(5.00 g, 16.9 mmol) in 10 THF (52 mL) and stirring was continued for 1 h at
room temperature. A solution of methyl 6- chloronicotinate (3.26 g, 18.6
mmol) in THE (52 mid) was added. The mixture was stirred at room
temperature for 3 h. Then water (50 rriL) was added cautiously and then
saturated ammonium chloride solution (150 mL) and water (100 mL) Extraction
with ethyl acetate and chromatography (silica, ethyl acetate:heptane = 1:4
to 1:1) afforded the title compound (3.88 g, 15 94%) as a white solid. MS:
m/e = 431.3 [M+Hc.        d)
643-(4-Fluoro-phenvl)-5-formykisoxazol-4-yEmethoxyknicotinic acid methyl
ester       A mixture of
643-(4-fluoro-phenyl)-5((E)-styry1)-isoxazol-4-ylmethoxy1-nicotinic acid
methyl ester (3.88 g, 9.01 mmol), osmium(VIII) oxide (57.3 mg , 0.23 mmol),
sodium 20 metaperiodate (7.71 g , 36.1 mmol), benzyltriethylammonium
chloride (838 mg, 3.61 mmol) in dioxane (60 mL) and water (20 mL) was
heated for 15 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
chromatography (silica, ethyl acetate:heptane = 1:4 to 2:3) to afford the
title compound (2.51 g, 78%) as off white oil. MS: m/e 25 = 357.2 [M+H].
el_6213- 4-F1uoro- hen. IImethox -nicotinic acidethmI ester
643-(4-Fluoro-pheny1)-5-formyl-isoxazol-4-ylrnethoxyknicotinic acid ethyl_
ester (2.50 30 g, 7.02 mmol) and sodium borohydride (553 mg, 14.0 mmol) in
methanol (125 mL) were stirred for 2 h at room temperature. Addition of 10%
aqueous citric acid (200 mL) and extraction with ethyl acetate yielded
643-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-nicotinic acid
methyl ester (2.60 g, quant.) as white solid. MS: m/e = 359.2 [M+1-1]+.  WO
2010/112475PCT/EP2010/054141 -36- 06713-_-4L-Fluoro- .hen I -5-h drox
ethh.cazol-4- lmethox -nicotinic acid To
643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxyknicotinic acid
methyl 



ester (1.00 g, 2.79 mmol) in THF (6.25 mL), methanol (1.75 mL) and water
(6.25 mL) was 5 added lithium hydroxide (136mg, 5.58 mmol). The reaction
mixture was stirred overnight at room temperature. Addition of aqueous
hydrochloride solution (1 N, 100 mL) and extraction with ethyl acetate
yielded the title compound (1.00 g, 100%) as a white solid. MS: rrile =
345.2 [MILEI]t. 10a) (1,1-Dioxo-1,6-thiomorpho lin-4-
v1)-16-1-3-(4-fluoro-phenv l)-5-hydro xvinethyt- iso xazo
1-4-ylmethoxyl-pyrid in-3-y1} -methanonc       To a solution of
643-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyp nicotinic acid
(250 mg, 0.73 mmol) in THE (6.6 mL) was added 1-hydroxybenzotriazolc
hydrate (113 mg, 0.73 mmol), N-ethyldiisopropylamine (317 ul, 1.82 mmol),
N-(3- 15 dimethylaminopropyl)-N'-ethylcarbodiimide hydrochloride (142 mg,
0.73 mmol) and thiomorpholine 1,1-dioxide (98.1 mg, 0.73 mmol). The
reaction mixture was stirred overnight at room temperature. Evaporation of
the mixture followed by chromatography (silica, dichloromethane:methanol =
1:0 to 9:1) afforded the title compound (0.27 g, 80%) as a white solid. MS:
m/e = 462.3 [M+H]. 20 Example 4 6-[3-(4-Fluo ro-p h enyI)-5- hyd roxy
methyl-isoxazol-4-ylmethoxy] -N-isopropyl-nicoti n amide  0 A
trimethylaluminium solution (2 M in toluene, 418 uL, 0.84 mmol) was added
to a 25 solution of isopropylamine (49.6 mg, 0.84 mmol) in dioxane (3.75
mL). 643-(4-Fluoro-pheny1)- 5-hydroxymethyt-isoxazol-4-ylmethoxyknicotinic
acid methyl ester (75.0 mg, 0.21 mmol) in dioxane (3.75 mL) was added after
1 h at 50 C. The reaction mixture was stirred at 85 C  WO
2010/112475PCT/EP2010/054141 -37- overnight. Again trimethylaluminium
solution in toluene (2 M 418 itL, 0 84 mmol) and isopropylamine (49.6 mg,
0.84 mmol) was added and stirring was continued for 3 h at 85 C. The
solvent was removed by distillation. The residue was purified by
chromatography (silica, ethyl acetate:heptane = 1:1 to 7:3) to afford the
title compound (32 mg, 39%) as white solid. MS: 5 mie = 386.2 [WI-Hr. 



Example 5 6-(3-(4-Fluo ro-p henyl)-5-hyd roxy methyl-isoxazol-4-ylmethoxy I
-N-(tetrahydro-pyran-4-yl)- nieotinamid e  100       A trimethytaluminium
solution (2 M in toluene, 418 uL, 0.84 rnmol) was added to a solution of
4-aminotetrahydropyran (87.2 mg, 0.84 mmol) in dioxane (3.75mL).
643-(4-Fluoro- pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxylknicotinic acid
methyl ester (75.0 mg, 0.21 mmol) in dioxane (3.75mL) was added after 1 h
at 50 C. The reaction mixture was stirred at 85 15 C overnight. Again
trimethylaluminium solution in toluene (2 M in toluene, 418 AL, 0 84 mmol)
and 4-aminotetrahydropyran (87.2 mg, 0.84 mmot) were added and stirring was
continued for 3 h at 85 C. The solvent was removed by distillation. The
residue was purified by chromatography (Isolute6 SPE flash NH2 column,
ethyl acetate:heptane = 1:1 to 9:1) to afford the title compound (24 mg,
27%) as white solid. MS: ink = 428.2 [M+H]t 20  WO
2010/112475PCT/EP2010/054141 -38- Example 6
N-Cyclopropylmethy1-6-13-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmet
hoxyi- nicotinamide  0 5A trimethylaluminium solution (2 M in toluene,
4180.84 mmol) was added to a solution of aminomethylcyclopropane (61.3 mg,
084 mmol) in dioxane (3.75 mL). 643-(4-
Fluoro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxy]-nicotinic acid methyl
ester (75.0 mg, 0.21 mmol) in dioxane (3.75 mL) was added after 1 h at 50C.
The reaction mixture was stirred at 85 C overnight. Again
trimethylaluminium solution in toluene (2 M in toluene, 418 AL, 0.84 10
mmol) was added and stirring was continued for 3 h at 85 C. The solvent was
removed by distillation. The residue was purified by chromatography
(silica, ethyl acetate:heptane = 4:6 to 8:2) to yield the title compound
(30 mg, 36%) as a light yellow solid. MS: nile = 398.2 [M+H]t. 



Example 7
156-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2,2,2-tri
fluoro-ethyl)- nieotinamide  0 A trimethylaluminium solution (2 M in
toluene, 418 gL, 0.84 mmol) was added to a solution of
2,2,2-trifluororethylamine (84.5 mg, 0.84 mmol) in dioxane (3.75 mL).
6-[3-(4- 20 Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyknicotinic
acid methyl ester (75 mg, 0.21 mrnol) in dioxane (3.75 mL) was added after
1 h at 50 C. The reaction mixture was stirred at 85 C overnight. Again
trimethylaluminium solution (2 M in toluene, 418 ula, 0.84 mmol) was added
and stirring was continued for 3 h at 85 C. The solvent was removed by
distillation. The residue was purified by chromatography (silica, ethyl
acetate:heptane -= 4:6 to 6:4 and silica,  WO 2010/112475PCT/EP2010/054141
-39- dichoromethane-methanol 98:2 to 95:5) to afford the title compound (70
mg, 78%) as white solid. MS: m/e = 426.2 [M+H] . Example 8
5N-Cyclopropy1-6-[3-(4-11uoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]
- nicolinamide  0 Trimethylaluminium solution (2M in toluene, 0 51 inL, 1
00 mmol) was added to a solution of cyclopropylamine (71.9 ML, 1.00 mmol)
in dioxane (4.0 mL). After 45 mm stirring at 10 50 C a solution of
643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-nicotinic acid
methyl ester (90 mg, 0.25 rnmol) in dioxane (4.0 mL ) was added and
stirring was continued overnight at 85 C. The dioxane was removed by
distillation. The remaining material was purified by chromatography
(silica, ethyl acetate) to afford the title compound (40 mg, 42%) as Eight
brown solid. MS: m/e = 382.1 [M-HI. 



15 Example 9
6-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2-methoxy-e
thyl)- nicotinamide  0 20Trimethylaluminiurn solution (2 M in toluene, 0.51
mL, 1.00 mmol) was added to a solution of 2-methoxyethylamine (88.0 ML,
1.00 mmol) in dioxane (4 mL). After stirring for 45  WO
2010/112475PCT/EP2010/054141 -40- mm at 50 C a solution of
643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyk nicotinic acid
methyl ester (90.0 mg, 0.25 mmol) in dioxane (4 mL) was added and stirring
was continued overnight at 85 C. The dioxane was removed by distillation.
The remaining material was purified by chromatography (silica, ethyl
acetate) to yield the title compound (16 1 mg, 16%) 5 as a white solid. MS:
ink = 400.0 [M-1111. Example 10
643-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-((1R,2R)-2-hy
droxy-          cyclopenty1)-nieotinamide or
643-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-
10ylmethoxyl-N-01S,2S)-2-hydroxy-eyelopentylyoicotinamide  0
N-Ethyldiisopropylamine (177 1iL, 1.02 mmol) was added to a solution of
643-(4- fluoro-pheny1)-5-hydroxytnethyl-isoxazol-4-ylmethoxypnicotinic acid
(100 mg, 0.29 mmol), trans-2-amino cyclopentano1HCI (41.1 mg, 0.29 mmol),
1-hydroxybenzotriazole hydrate (45.3 15 mg, 0.29 mmol) and
N-(3-dimethylaminopropy1)-N'-ethylcarbodiimide hydrochloride (56.7 mg, 0.29
mmol) in THF (3 mL). The reaction mixture was stirred overnight at room
temperature. The solvent was removed by distillation. The remaining
material was purified by chromatography (silica, ethyl acetate:methanol =
100:0 to 95:5) to afford the title compound (74 mg, 60%) as a white solid.
MS: m/e = 426.1 [M-Hf. 



20  WO 2010/112475PCT/EP2010/054141 -41- Example 11
6-[3-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2,2,2-trifl
uoro-l- methyl-ethyl)-nicotinamide  0 5Trimethylaluminium solution (2 M in
toluene, 0.56 tit, 1.12 mmol) was added to a solution of
1,1,1-trifluoro-isopropylamine (129 mg, 1.12 mmol) in dioxane (5 mL). After
stirring for 1 h at 50 C a solution of
6-13-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4- ylmethoxyknicotinic acid
methyl ester (100 mg, 0.28 mmol) in dioxane (5 mL) was added to the
reaction mixture and stirring was continued overnight at 85 C. The dioxane
was removed by 10 distillation. The remaining material was purified by
chromatography (silica, ethyl acetatc:hcptane = 2:3 to 3:2) to afford the
title compound (80 mg, 65%) as a white solid. MS: mie = 438.1 [M-HI Example
12
156-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyFN-(2-bydroxy-
1,1- dimethyl-ethyl)-nicotinamide  0 To a solution of
6-13-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl- nicotinic
acid (200 mg, 0.58 mmol) in THF (6 triL) was added 1-hydroxybenwtriazole
hydrate 20 (90.8 mg, 0.58 mmol), N-ethyldfisopropylamine (254 p,L, 1.45
mmol), N-(3- dimethylaminopropyfi-Nl-ethylcarbodiimide hydrochloride (114
mg, 0.58 mmol) and 2-amino-  



WO 2010/1 12475PCT/EP2010/054141 -42- 2-methyl-1-propanot (53.4 mg, 0.58
mmoD The reaction mixture was stirred overnight at room temperature.
Chromatography (silica, dichloromethane:methanol = 0:100 to 95:5) afforded
the title compound (160 mg, 66%) as a colorless oil. MS: m/e = 416.2
[M-LI-I]j. 5Example 13
643-(4-Fluoro-pheny1)-5-hydroxymethyllsoxazol-4-ylmethoxyl-N-(2,2,3,3,3-pen
tafluoro- propy1)-nicotinamide  0 Trimethylaluminium solution (2 M in
toluene, 0.84 mL, 1.67 mmol) was added to a 10 solution of
2,2,3,3,3-pentafMoropropylamine (121 nL, 1.12 mmol) in dioxane (4 mL).
After stirring for 45 min at 50 C a solution of
643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4- ylmethoxyknicotinic acid
methyl ester (100 mg, 0.28 mrnol) in dioxane (4 mL ) was added and stirring
was continued overnight at 85 C. The dioxane was removed by distillation,
The remaining material was purified by chromatography (silica, ethyl
acetate:heptane 1:1) to yield 15 the title compound (103 mg, 77%) as a
white solid. MS: m/e = 474.2 [M-H]. Example 14
613-(4-Fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-((R)-1-hydrox
ymethyl- propyl)-nicotinamide 20   WO 2010/112475PCT/EP2010/054141 -43-
1-Hydroxybenzotriazole hydrate (45.3 mg, 0.29 mmol),
N-ethyldiisopropylamine (253     1.45 mmol) and
N-(3-dimethylaminopropy1)-N1-ethylcarbodiimide hydrochloride (56.7 mg, 0.29
mmol) were added at 0 C to a solution of
643-(4-fluoro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxyknicotinic acid
(100 mg, 0.29 mmol) and (R)-(-)-2-amino-l-butanol (34.0 



5 !IL 0.35 mmol) in THF (8 nth). The reaction mixture was stirred at room
temperature overnight. Extraction with l N aqueous hydrochloric acid/ethyl
acetate and chromatography (silica, ethyl acetate:heptane = 1:1 to 100:0)
afforded the title compound (60 mg, 50%) as a white solid. MS: m/e = 414.2
[M-Elf. 10Example 15
6-13-(4-Fluoro-pheny1)-5-bydroxymethy1-isoxazol-4-y1methoxyl-N-((S)-1-hydro
xymethyl- propy1)-nicotinamide  0 1-Hydroxybenzotriazole hydrate (45.3 mg,
0.29 mmol), N-ethyldiisopropylamine (253 15 I.LL, 1.45 mmol) and
N-(3-dimethylaminopropy1)-N'-ethylcarbodiimide hydrochloride (56.7 mg, 0.29
mmol) were added at 0 C to a solution of
6-13-(4-fluoro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxyknicotinie acid
(100 mg, 0.29 mmol) and (S)-(+)-2-amino-1-butanol (34.0 tit, 0.35 mrnol) in
THF (8 mL). The reaction mixture was stirred at room temperature overnight.
Extraction with 1 N aqueous hydrochloric acid/ethyl acetate and
chromatography (silica, ethyl 20 acetate:heptane = 0:100 to 100:0) afforded
the title compound (75 mg, 62%) as a white solid. MS: mie = 414.2 [M-Hr.
WO 2010/112475PCT/EP20 0/054141 -44- Example 16 643-(4-F1
oro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(1-methyl-1H-pyrazol 4-
y1)-nicotinamide  0 5To a solution of
643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyk nicotinic acid
(100 mg, 0.29 mmol) in THE (3 mL) were added 1-hydroxybenzotriazole hydrate
(45.3 mg, 0.29 mrnol), N-ethyldiisopropylamine (127 p.L, 0.73 mmol), N-(3-
dimethylaminopropy1)-N'-ethylcarbodiimide hydrochloride (56.7 mg, 0.29
mmol) and 1-methyl1H-pyrazol-4-ylamine (28.2 mg, 0 29 mmol). The reaction
mixture was stirred overnight at room 10 temperature. Chromatography
(silica, ethyl acetate:heptane = 2:1 to 9:1) afforded the title compound
(70 mg, 57%) as a white solid. MS: in/e = 424.2 [M+Hr.
Example 17
6-[3-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyj-N-(3-methyl-ox
etan-3-y1)- 15nicotinamide 



0 To a solution of
6-[3-(4-fluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]- nicotinic
acid (100 mg, 0.29 mmol) in DMF (3.3 mL) was added
1,1'-carbonyl-diimidazole (58.2 mg, 0.35 mmo 0. The reaction mixture was
stirred for 1 h at 60C. 3-Methyl-3-oxetanamine 20 (27.8 mg, 0.32 mmol) was
then added at room temperature and the mixture was stirred overnight.  WO
2010/112475PCT/EP2010/054141 -45- Extraction with water/ethyl acetate and
chromatography (silica, ethyl acetate:heptane = 1:4 to 1:1) afforded the
title compound (10 mg, 8%) as a white solid. MS: m/e = 414.2 [M=lif.
Example 18
5t6-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-pyridin-3-y1
)-(1,1-dioxo- l-thiomorpholin-4-y1)-methanone CI    0 A solution of
{643-(4-chloro-pheny1)-5-methyl-isoxazo1-4-ylmethoxykpyridin-3-y1}-
(1,1-dioxo-l-thiomorpholin-4-y1)-methanone (44.5 mg, 0.096 mmo1) in DMSO (2
mL) was 10 added to a suspension of CYP3A4 (800 nmol) ) and NADP in a total
volume of 1000 mL reaction buffer (823 mL 0.1M IC phosphate buffer pH 7.4,
50 mL 1 M trisodium citrate, 10 mL 1M magnesium chloride, 2.5 ml. 20 mM
NADP). The mixture was shaken in a 2 L baffled Erlenmeyer flask at 220 rpm
at 27C for 4 h, by which time the ratio of substrate:product (12:8 at 3 h,
and 11:9 at 4 h) remained almost constant (reaction monitoring: 0.2 mL
suspension was 



15 treated with 0.2 mL acetonitrile, centrifuged at 13,200 rpm for 2 min,
and supernatant was analyzed by HPLC). The suspension (1000 mL) was
extracted with 2 L ethyl acetate. The solvent was distilled off and the
residue was dissolved in 100 mL water. This was applied to a 10 g reverse
phase C18 cartridge which was eluted with a step gradient of acetonitrile
in water (15 mL aliquots). Metabolite containing fractions eluting at 35%
MeCN were pooled as appropriate 20 and after removal of organic solvent by
rotary evaporation were freeze dried to afford the title compound (8.4 mg,
18%) as a white solid. MS: m/e = 536.1 [M+CH3COOT.  WO
2010/112475PCT/EP2010/054141 -46- Example 19 6-
[3-(4-Chloro-pheny1)-5-hydro
xymethyl-isoxazol-4-ylmethoxy]N-isopropyl-nicotinamide Cr  0 As described
for example 18, biotransformation of 6-13-(4-chloro-pheny1)-5-methyl- 5
isoxazol-4-ylmethoxyl-N-isopropyl-nicotinamide (47 mg, 0.12 mmol) by CYP
3A4 was performed. The residue was purified by chromatography (silica,
dichloromethane) to afford the title compound (8.5 mg, 49%) as a white
solid. MS: nile = 402.2 [WH]. Example 20
106-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxacol-4-ylmethoxyl-N-eyelopropy
l- nicotinamide CI  032:(311 -5- E -st1acid To a stirred solution of
3-(4-chloro-phenyl)-5-methyl-isoxazole-4-carboxylic acid ethyl 15 ester
(9.6 g, 36.1 mmol) and benzaldehyde (3.69 mL, 36.1 mmol) in ethanol (54 mL)
was added sodium ethoxide (2.71 M, 14.6 mL, 39.7 mmol) and the reaction was
heated unded reflux for 10 min. Hydrochloric acid (1 N, 43.4 mL) was added
and the resulting mixture was then triturated with dichloromethane and
filtered to afford the title compound (6.21 g, 53%) as a light yellow
solid. MS: m/e = 324.1[M-HI.  WO 2010/112475PCUEP2010/054141 



-47-        b) [3-(4-Chloro-phenyl)-54[E]-styry1)-isoxazo 1-4-yli-methano
To a solution of 3-(4-chloro-phenyl)-5-(1EI-styry1)-isoxazo1e-4-carboxy1ic
acid (6.0 g, 18.4 mmol) and triethylamine (2.58 mL, 18.4 rnmol) in THF (150
rnL) was added at room temperature a solution of ethyl chlorofolinate (1.8
inL, 184 mmol) in THF (17.4 mL). After 1 h 5 triethylamine hydrochloride
sah was filtered off, and washed with a small amount of THF. 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 (1 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. MS: m/e = 369.9 10 [M+0Acf.
c) 643-(4-Chloro-pheny1)-5-([E]-styry1)-isoxazo1-4-ylmethoxyknicotinic acid
methyl_ ester To a suspension of sodium hydride (2.64 g, 60.5 rnmol) in THF
(100 mL) was added a 15 solution of
[3-(4-chloro-phenyl)-5-([E]styry1)-isoxazol-4-ylkmethanol (17.2 g, 55.0
mmol) in THF (185 mL) at 0 C. The reaction mixture was stirred for 60 min
at room temperature. A solution of methyl 6-chloronicotinate (10.6 g, 60.5
mmol) in THF (185 mL) was added at 0 C. The mixture was stirred at room
temperature for 2 h and the product was extracted with ethyl
acetate/aqueous ammonium chloride and ethyl acetate/brine. Chromatography
(silica, ethyl 20 acetate:heptane 2:8 to 7:3) afforded the title compound
(15.6 g, 64%) as a white solid. MS: m/e (%)= 446 (0.7, M+), 309 (47), 294
(28), 240 (26), 131 (100), 103 (51).        d)
6-1344-Chloro-phenyi)-5-formyl-isoxazol-4-ylmethoxyl-nicotinic acid methyl
ester 643-(4-Chloro-pheny1)-5-([E]-styry1)-isoxazol-4-ylmethoxyl-nicotinic
acid methyl ester 25 (6.35 g, 14.2 mmol) was treated with osmium(VII1)
oxide (90.3 mg, 355 ,umol), sodium metaperiodate (12.2 g, 56.8 mmol) and
benzyltriethylammonium chloride (1.32 mg, 5.68 mmol) in dioxane (140 mL)
and water (47 mL). The mixture was heated for 35 min at 120 C in a
microwave. Extraction with ethyl acetate/water and chromatogaphy (silica,
ethyl acetate:heptane 1:9 to 1:1) afforded the title compound (3.43 g, 65%)
as a white solid. MS: m/e = 373.1 [M+H]t  WO 2010/112475PCPEP2010/054141
-48- e)
643-(4-Chloro-pheny1)-5-hydroxyrnethyl-isoxazol-4-ylmethoxvl-nicotinic acid
methyl ester 



Sodium borohydride (719 mg, 18.2 mmol) was added in portions to
643-(4-chloropheny1)-5-foimyl-isoxazol-4-ylmethoxyknicotinic acid methyl
ester (3.4 g, 9.12 mmol) in 5 methanol (170 mL). After stirring for I h at
room temperature a solution of citric acid (10% in water) was added.
Extraction with ethyl acetate and chromatography (silica, ethyl
acetate:heptane = 1:9 to 1:1) afforded the title compound (3.11 g, 91%) as
a white solid. MS: m/e = 375.1 [M+1-114. 106- 3 4-Chloro- hen 1 -5-h d ox e
h 1-isoxazol-4- lmethox nicotinic acid
643-(4-Chloro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxyl-nicotinic acid
methyl ester (3.0 g, 8.0 mmol) in THE (20 mL), methanol (5.2 mL) and water
(19 mL) was treated with lithium hydroxide monohydrate (678 mg, 16.0 mmol)
for 8 h at room temperature. Hydrochloride acid (1 N, 25 mL) and water (200
mL) were added to the reaction mixture. The 15 precipitate was filtered off
and washed with water and ethyl acetate to afford the title compound (2.67
g, 93%) as a white solid. MS: m/e = 359.0 [M-Hr.       g)
6-13-(4-Chloro-phenv1)-5-hydroxvmethyl-isoxazol-4-ylmethoxyl-N-cyclonronvln
icotinamide  20To a solution of
643-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl- nicotinic acid
(100 mg, 0.28 mmol) and cyclopropylamine (16.1 mg, 0.28 mmol) in THF (10
mL) were added at 0 C, 1-hydroxybenzotriazole hydrate ( 43.3 mg, 0 28
mmol), Nethyldiisopropylamine (121 p,L, 0.69 mmol) and
N-(3-dimethylaminopropyI)-N'- ethylcarbodiimide hydrochloride (54.2 mg,
0.28 mmol) The mixture was stirred at room 25 temperature overnight. The
solvent was removed by distillation. The remaining material was purified by
chromatography (silica, dichloromethane:ethyl acetate = 4:6 to 1:0) to
afford the title compound (95.2 mg, 86%) as a white solid. MS: m/e = 398.0
[M-H]'.  WO 2010/112475PCT/EP2010/054141 -49- Example 21
613-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2,2,2-triflu
oro-ethyl)- nicotinamide CI  0 5To a solution of
6-13-(4-chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxyk nicotinic acid
(100 mg, 028 mmol) and 2,2,2-trifluoroethylamine (38.3 mg, 0.28 mmol) in
THF (10 mL) were added at 0 C, 1-hydroxybenzotriazole hydrate ( 43.3 mg,
0.28 mrnol), Nethyldiisopropylamine (121 gL, 0.69 mmol) and
N-(3-dimethylaminopropy1)-N'- ethylearbodiimide hydrochloride (54.2 mg,
0.28 mmol). The reaction mixture was stirred at 



10 room temperature overnight. The solvent was removed by distillation. The
remaining material was purified by chromatography (silica, ethyl
acetatc:heptane = 1:9 to 1:1) to afford the title compound (81 mg, 66%) as
a white solid. MS: tnie = 440.1 [M-Elf. Example 22
156-13-(4-Chloro-phenyl)-5-hydroxymethyllsoxazol-4-ylmethoxyj-N,N-dimethyl-
nicotinamide CI  0 To a solution of
6-13-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-     nicotinic
acid (100 mg, 0.28 mmol) and dimethylamine hydrochloride (23.1 mg, 0.28
mmol) in 20 THF (10 mL) were added at 0 C, 1-hydroxybenzotriazole hydrate
(43.3 mg, 0.28 mmol), N- ethyldiisopropylamine (170 pi, 0.97 mmol) and
N-(3-dimethylaminopropy1)-N'-  WO 2010/112475PCT/EP2010/054141 -50-
ethylcarbodiimide hydrochloride (54.2 mg, 0 28 mmol). The reaction mixture
was stirred at room temperature overnight. The solvent was removed by
distillation. The remaining material was purified by chromatography
(silica, ethyl acetate:heptane --- 4:6 to 1:0) to afford the title compound
(66 mg, 61%) as a white solid. MS: m/e = 446.3 [M+0Acr. 5 Example 23
6-13-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmetboxyl-N-(2-hydroxy-1
4- dimethyl-ethyl)-nicotinamide CI 



0 10To a solution of
643-(4-chloro-pheny1)-5-hydroxymethylrisoxazo1-4-ylmethoxyk nicotinic acid
(100 mg, 0.28 mmol) and 2-amino-2-methyl-1-propanol (25.5 mg, 0 28 mmol) in
THF (10 mL) were added at 0 C, 1-hydroxybenzotriazole hydrate ( 43.3 mg,
0.28 mmol), Nethyldiisopropylamine (121 )IL, 0.69 mmo) and
N-(3-dimethylaminopropy1)-N'- ethylcarbodiimide hydrochloride (54.2 mg,
0.28 mmol). The reaction mixture was stirred at 15 room temperature
overnight. The solvent was removed by distillation. The remaining material
was purified by chromatography (silica, dichloromethane:methanol= 99:1 to
95:5) to afford the title compound (91 mg, 76%) as a white solid. MS: Irk =
430.1 [M-Hf.  WO 2010/112475PCT/EP20101054141 -51- Example 24 6- [3-(4-C
hloro-phenyl)-5-hydro xy methyl-isoxazol-4-ylmethoxy]-N-(1-methyl-1
H-pyrazol-4- yl)-nicotinamide CI  0 5To a solution of
643-(4-chloro-pheny0-5-hydroxymethyl-isoxazol-4-ylmethoxyl- nicotinic acid
(100 mg, 0.28 mmol) and 1-methyl-1H-pyrazol-4-ylamine (26.9 mg, 0.28 mmol)
in THF (10 mL) were added at 0 C, 1-hydroxybenzotriazole hydrate (43.3 mg,
0.28 mmol), Nethyldiisopropylamine (121 pL, 0.69 mmol) and
N-(3-dimethylaminopropy1)-N'- ethylcarbodiimide hydrochloride (54.2 mg,
0.28 mol) The reaction mixture was stirred at 10 room temperature
overnight. The solvent was removed by distillation. The remaining material
was purified by chromatography (silica, dichloromethane:methanol = 99:1 to
95:5) to afford the title compound (101 mg, 83%) as a white solid. MS: m/e
= 440.2 [M+H]t. Example 25
156-13-(4-Chloro-pheny1)-5-hydroxymethyllsoxazol-4-ylmethoxyl-N-([S]-2,2,2-
trilluoro-t- 



methyl-ethyl)-nicotinamide CI  0 To a solution of
6-13-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl- nicotinic
acid (100 mg, 0.28 mmol) and L-2,2,2-trifluoro-1-(methypethylamine (32 mg,
0.28 20 mmol) in THF (10 mL) were added at 0 C, 1-hydroxybenzotriazole
hydrate ( 43.3 mg, 0.28 mmol), N-ethyldiisopropylamine (121 pL, 0.69 mmol)
and N-(3-dimethylaminopropy1)-N'-  WO 2010/112475PCT/EP2010/054141 -52-
ethylcarbodiimide hydrochloride (54.2 mg, 0.28 mmol) The reaction mixture
was stirred at room temperature overnight. The solvent was removed by
distillation. The remaining material was purified by chromatography
(silica, ethyl acetate:heptane = 2:8 to 1:0, then silica,
dichloromethane:methanol = 99:1 to 95:5) to afford the title compound (75
mg, 60 %) as a white 5 solid. MS: ink = 454.1 [M-HT. Example 26
6-13-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-((1S,2S)-2-h
ydroxy-         eyclopentyl)-nicotinamide or
6-3-(4-Ch1oro-phenyl)-5-hydroxymethyl-isoxazol-4-
10ylmethoxyl-N-((1R,2R)-2-hydroxy-cyclopenty1)-nieotinamide CI  0
a)6_2[3:(4-_-Chloro- hen -5-1wthoxeficazo 1-4- Imethox -N- 1S.2S -2- h drox
-c clo ent -nicofinar_nidt-.hent-5-hthmceth 1-13xazo 1-4- 



ylmethoxyFN-(11R,212]-2-hydroxy-cyclopenty1)-nicotinamid.e 15To a solution.
of 643-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol.-4-ylmethoxyl- nicotinic
acid (300 mg, 0.83 mmol) and trans-2-amino cyclopentanol hydrochloride (118
mg, 0.83mmol) in THF (10 inL) were added at 0 C 1-hydroxybenzotriazole
hydrate ( 130 mg, 0.83 mmol), N-ethyldiisopropylamine (509 uL, 2.91 mmol)
and N-(3-dimethylaminopropy1)-N'- ethylcarbodiimide hydrochloride (163 mg,
0.83 mmol). The reaction mixture was stirred at room 20 temperature
overnight. The solvent was removed by distillation. The remaining material
was purified by chromatography (silica, dichloromethane:methanol = 99:1 to
95:5) to afford the title compound (230 mg, 62%) as a white solid. MS: m/e
= 442.2 [M-HI.  WO 2010/112475PCT/EP2010/054141 -53- 1;16- 3- 4-Chloro- hen
1 -5-hlmediox1S 2S -2- h drox -c clo ent -nicotinamideth hisoxazol-4-
1methox -N-ent 1 -nicatinamide 643-(4-Chloro-pheny0-5-hydroxymethyl-iso
xazo1-4-ylmethoxyl-N-([ 1 S,2S]-2-hydro xy- 5 cyclopenty1)-nicotinamide and
643-(4-chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-
N-([1R,2R]-2-hydroxy-cyclopentyl)-nicotinamide (230 mg) were separated by
chiral HPLC (Chiralpak AD, isopropanol:heptane = 30:70) to yield
643-(4-ehloro-phenyl)-5-hydroxymethyl-
isoxazol-4-ylmethoxyl-N-([1S,2S]-2-hydroxy-cyclopenty1)-nicotinamide or
6-[3-(4-chloropheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-([1R,212]-2-h
ydroxy-cyclopenty1)- 10 nicotinamide (110 mg, (-)-enantiomer, first
eluting) as a colourless oil. MS: mie = 442.2 [M-H]. Example 27
6-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(11R,2R1-2-h
ydroxy-          eyclopenty1)-nirotinamide or
643-(4-Chloro-pheny1)-5-hydroxymetbyllsoxazol-4-
15ylmethoxyl-N-(11S,2S1-2-hydroxy-eyelopenty1)-nicotinamide CI    



0
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-([lS,2S]-2-hy
droxycyclopenty1)-nicotinamide and
643-(4-chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-
N-([lR,2R]-2-hydroxy-cyclopentyl)-nicotinamide (230 mg) were separated by
chiral HPLC 20 (Chiralpak AD, isopropanokheptane = 30:70) to yield
613-(4-chloro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxyl-N-([1S,2S]-2-hyd
roxy-cyclopenty1)-nicotinamide or
643-(4-chloropheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-([1R,2M-2-hydr
oxy- cyclopentyfinicotinamide (110 mg, (+)-enantiomer, second eluting) as a
colourless oil. MS: m/e = 442.2 [M-  WO 2010/112475PCT/EP2010/054141 -54-
Example 28
6-[3-(3,4-Difluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-isopropy
l- nieotinamide  0 5a)
3-(3,4-Difluoro-phenyl)-5-([E]styry1)-isoxazole-4-carboxylic acid       To
a stirred solution of
3-(3,4-difluoro-phenyl)-5-methyl-isoxazole-4-carboxylic acid ethyl ester
(50 g, 187 mmol) and benzaldehyde (19.1 mL, 187 mmol) in ethanol (280 rnL)
was added sodium ethoxide (2.71 M, 75.8 mL, 206 mmol) and the reaction was
stirred at reflux for 1 h. Hydrochloric acid (1 N, 225 mL) was added and
the resulting mixture was then triturated with 10 dichloromethane and
filtered to afford the title compound (53.5 g, 87%) as a light yellow
solid. MS: tn/e = 328.3 [M-I-Hr. b 3- 3 4-Difluoro-I -methanol To a
solution of 3-(3,4-difluoro-phenyl)-5-([E]styry1)-isoxazole-4-carboxylic
acid (18 g, 15 55.0 mmol) and triethylamine (7.7 mL, 55 0 mmol) in TI-IF
(450 rnL) was added at room temperature a solution of ethyl chloroformate
(5.35 mL, 55.0 mrnol) in THF (52 raL). After I h triethylamine
hydrochloride salt was filtered off and washed with a small amount of THF.
The solution was added to a solution of sodium borohydride (5.42 g, 138
mmol) in water (52 triL). The mixture was stirred overnight at room
temperature. Sodium hydroxide solution (1 N, 180 20 mL) was added.
Extraction with tert-butylmethylether and chromatography (silica,
dichlorornethane) afforded the title compound (12.6 g, 73%) as a light
green solid. MS: m/e = 314.2 [M+HI. c) 6-[3-(3,4-Difluoro-pheny 54[Ekstyry
) soxazol-4-ylmethoxy]-nicotinic acid methyl 25 ester       To a suspension
of sodium hydride (1.23 mg, 28.1 mmol) in 45mL THF was added a solution of
[3-(3,4-difluoro-phenyl)-5-([E]-styry1)-isoxazol-4-y11-methanol (8.0 g,
25.5 mmol) in 



WO 2010/112475PCT/EP2010/054141 -55- TI-IF (84 mL) at room temperature. The
reaction mixture was stirred for 1 h at room temperature. A solution of
methyl 6-chloronicotinate (4.92 g, 28.1 mmol) in THE (84 nth) was added.
The reaction was stirred at room temperature for 3 h and water (150 inL)
and saturated aqueous ammonium chloride solution (100 mL) were added.
Extraction with ethyl acetate and 5 chromatography (silica, ethyl
acetate:heptane = 1:4 to 2:3) afforded the tit le compound (9.24 g, 81%) as
a yellow solid. MS: m/e = 507.1 [M+CH3COOT.       d)
643-(3,4-Difluoro-phenyl)-5-formyl-isoxazol-4-ylmethoxyknico ic acid methyl
ester
10643-(3,4-Difluoro-pheny1)-54E1-styryl)-isoxazol-4-ylmethoxy1-nicotinic
acid methyl ester (5.0 g, 11.2 mmo osmium(V111) oxide (70.9 mg , 0.28
mmot), sodium metaperiodate (9.54 mg, 44.6 mmol), benzyltriethylammonium
chloride (1.04 mg, 4.46 mmol) in dioxane (75 mL) and water (25 mL) were
heated for 15 mm at 120 C in a microwave. Addition of water and extraction
with ethyl acetate and chromatography (silica, ethyl acetate:heptane = 1:4
to 1:1) 15 afforded the title compound (2.54g. 61%) as a white solid. MS:
m/e = 375.1 [M+H].       e)
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-nico me
acid methyl ester
6-[3-(3,4-Difluoro-phenyl)-5-formyl-isoxazol-4-ylmethoxy]-nicotinic acid
methyl ester 20 (3.50g, 9.35 mmol) in methanol (125 inL) was treated with
sodium borohydride (737 mg, 18.7 mmol) for 30 min at room temperature.
Addition of aqueous citric acid solution (10%, 300 mL) and extraction with
ethyl acetate afforded the title compound (3.0 g, 85%) as a white solid.
MS: ink = 377.2 [M+H]. 256- 3- 3 4-Difluoro- hen 1 -5-h
dro,p_i_1,a_111-isoxazol-4- lmethox -N-iso m nicotinamide A
trimethylaluminium solution (2M in toluene, 798 ul, 1 60 mmol) was added to
a solution of isopropylamine (632 mg, 1.06 mmol) in dioxane (5 mL).
643-(3,4-Difluoro-pheny1)- 5-hydroxymethyl-isoxazol-4-ylmethoxyknicotinic
acid methyl ester (100 mg, 0.27 mrnol) in 30 dioxane (5 mL) was added after
1 h at 50 C. The reaction mixture was stirred at 85 C overnight. The
solvent was removed by distillation. The residue was purified by
chromatography (silica, ethyl acetate:heptane = 2:3 to 7:3) to afford the
title compound (30 mg, 28%) as a light brown solid. MS: m/e = 404.3 [M+H]t
WO 2010/112475PCT/EP2010/054141 -56- 



Example 29 6- [3-(3,4-Dif1uoro-p henyI)-5-hyd roxy methyl-iso xazo
l-4-ylmeth o xy I -N-Oetra hydro-py ran-4- ylynicotinamide  50       A
trimethylaluminium solution (2 M in toluene, 532 tit, 1.06 mmol) was added
to a solution of 4-aminotetrahydropyran (111 mg, 1.06 mmol) in dioxane (5
triL). 643-(3,4-Difluoro-
pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyknicotinic acid methyl ester
(100 mg, 0.27 mmol) in dioxane (5 mL) was added after 1 h at 50 C. The
reaction mixture was stirred at 85 C 10 overnight. Again trimethylaluminium
solution (2 M in toluene, 500 uL, 1.0 mmol) was added and stirring was
continued for 3 h at 85 C. The solvent was removed by distillation. The
residue was purified by chromatography (silica, dichloromethane:methanol =
100:0 to 95:5) to afford the title compound (60 mg, 50%) as a white solid.
MS: m/e = 446.4 [M+HI. 15Example 30
N-Cyclopropylmethy1-6-13-(3,4-difluoro-phenyl)-5-hydroxymethyl-isoxazol-4-y
lmethoxyl- nicotinamide  0 Trimethylaluminium solution (2 M in toluene, 0.8
mL, 1.60 mmol) was added to a 20 solution of aminomethylcyclopropane (78
mg, 1.06 mmol) in dioxane (5 mL). The mixture was stirred for 1 h at 50C.
Then a solution of 6-13-(3,4-difluoro-pheny1)-5-hydroxymethyl-isoxazol-  WO
2010/112475PCT/EP2010/054141 -57- 4-ylmethoxyknicotin c acid methyl ester
(100 mg, 0 27 mmol) in dioxane (5 nff ) was added. The reaction mixture was
stirred overnight at 85 C. The dioxane was removed by distillation. The
remaining material was purified by chromatography (silica, ethyl
acetate:hcptane = 2:3 to 3:2) to afford the title compound (30 mg, 27%) as
a colourless oil. MS: m/e = 416.2 [M)-F1]'. Example 31 6- [3-(3,4-Diflu
oro-phenyl)-5- hyd roxymethyl-isoxazol-4-ylmetho xy]-N-(2,2,2-trifluo ro- 



ethyl)-nicotinamide  0 10Trimethylaluminium solution (2M in toluene, 0.8
mL, 1.60 mmol) was added to a solution of 2,2,2,-trifluoroethylamine (108
mg, 1.06 mmol) in dioxane (5 nth). The mixture was stirred for 1 h at 50 C.
Then a solution of
643-(3,4-difluoro-pheny1)-5-hydroxyrnethyl-isoxazol4-ylmethoxyknicotinic
acid methyl ester (100 mg, 0 27 mmol) in dioxane (5 mL ) was added. The
reaction mixture was stirred overnight at 85C. The dioxane was removed by
distillation. 15 The remaining material was purified by chromatography
(silica, ethyl acetate:heptane = 2:3 to 3:2) to afford the title compound
(70 mg, 59%) as a white solid. MS: ink = 444.2 [MH-Hil.
Example 32
6-[3-(3,4-Difluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyi-N-(2,2,2-t
rifluoro-1- 20methyl-ethyl)-nicotinamide   WO 2010/112475PCT/EP2010/054141
-58- Trimethylaluminium solution (2 M in toluene, 0.8 mL, 1.60 mmol) was
added to a solution of 1,1,14rifluoro-isopropylamine (123 mg, 1.06 mmol) in
dioxane (5 mL). The mixture was stirred for 1 h at 50 C. Then a solution of
613-(3,4-difluoro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxyknicotinic
acid methyl ester (100 mg, 0.27 mmol) in dioxanc (5 mL) was 5 added. The
reaction mixture was stirred overnight at 85 C. The dioxane was removed by
distillation. The remaining material was purified by chromatography
(silica, ethyl acetateheptane = 2:3 to 3:2) to afford the title compound
(65 mg, 53%) as a light brown solid. MS: m/e = 458.1 [Mi-H]t 10Example 33
N-Cyclopropy1-643-(3,4-difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethox
yl- nicotinamide  0 



Trimethylaluminium solution (2 M in toluene, 0.8 mL, 1.60 mmol) was added
to a 15 solution of cyclopropylamine (62.0 mg, 1.06 mmol) in dioxane (5
mL). The mixture was stirred for 1 h at 50 C. Then a solution of
643-(3,4-difluoro-pheny1)-5-hydroxymethyl-isoxazol-4- ylmethoxyknicotinic
acid methyl ester (100 mg, 0 27 mmol) in dioxane (5 mL) was added. The
reaction mixture was stirred overnight at 85 C. The dioxane was removed by
distillation. The remaining material was purified by chromatography
(silica, ethyl acetate:heptane = 8:2 to 1:0) to 20 afford the title
compound (27 mg, 25%) as a colourless oil. MS: m/e = 402.3 [M+H] .  WO
2010/112475PCT/E1'2010/054141 -59- Example 34
6-[3-(3,4-Difluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2-hydro
xy-1,1- dimethyl-ethyl)-nieotinamide  0 5lmethox -nicotinic acid
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyknicotinic
acid methyl ester (1.00 g, 2.66 nunol) in THF (6.25 mL), methanol (1.75
mL), and water (6.25 mL) was treated with lithium hydroxide (130 mg, 5.31
mmol) overnight at room temperature. Addition of aqueous hydrochloride
solution (1 N, 100 Mt) and extraction with ethyl acetate 10 afforded the
title compound (850 mg, 88%) as a white solid. MS: m/e = 361.1 [M-Flf.
b)
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2-hydrox
y1,1-dimethyl-ethyl)-nicotinamide To a solution of
643-(3,4-difluoro-pheny1)-5-hydroxyrnethyl-iso xazol-4-ylmethoxyl- 15
nicotinic acid (200 mg, 058 mmol) in THF (6 mL) were added
1-hydroxybenzotriazole hydrate (86.3 mg, 0.55 mmol),
N-ethyldiisopropylamine (241 uL, 1.38 mmol), N-(3-
dimethylaminopropy1)-N'-ethylcarbodiimide hydrochloride (108 mg, 0.55 mmol)
and 2-amino2-methyl-1-propanol (50.7 mg, 0.55 mmol) The reaction mixture
was stirred overnight at room temperature. Chromatography (silica,
dichloromethane:methanol = 0:100 to 95:5) afforded the 20 title compound
(120 mg, 50%) as a colourless oil. MS: mie -= 434.4 [M+Hr.  WO
2010/112475PCT/EP2010/054141 



-60- Example 35
6-[3-(3,4-Difluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2,2,3,3
,3- pentafluoro-propy1)-nicotinamide  0 5Trimethylaluminium solution (2M in
toluene, 0.80 mL, 1 60 mmol) was added to a solution of
2,2,3,3,3-pentafluoropropylamine (116 gL, 1.10 mmol) in dioxane (4 mL). The
mixture was stirred for 45 min at 50C. Then a solution of
643-(3,4-difluoro-pheny1)-5- hydroxymethyl-isoxazol-4-ylmethoxyknicotinic
acid methyl ester (100 mg, 0.27 mato') in dioxane (4 mL ) was added and the
reaction mixture was stirred overnight at 85 C. The dioxane 10 was removed
by distillation. The remaining material was purified by chromatography
(silica,ethyl acetate:heptane = 1:1) to afford the title compound (96 mg,
73%) as a white solid. MS: m/e = 492.1 Example 36
15643-(3,4-Difluoro-phenyl)-5-hydroxymethyllsoxazol-4-ylmethoxyFN-(2-methox
y-ethyl)- nicotinamide  0 Trimethylaluminium solution (2 M in toluene, 0.80
mL, 1 60 mmol) was added to a     solution of 2-methoxyethylamine (93.3 uL,
1,06 trunol) in dioxane (4 mL). The mixture was 20 stirred for 45 min at 50
C. Then a solution of 643-(3,4-difluoro-pheny1)-5-hydroxymethyl-
isoxazol-4-ylmethoxyknicotinic acid methyl ester (100 mg, 0.27 mmol) in
dioxane (4 mL ) was  WO 2010/112475PCT/EP2010/054141 -61- 



added and the reaction mixture was stirred overnight at 85 C. The dioxane
was removed by distillation. The remaining material was purified by
chromatography (silica, ethyl acetate:heptane = 2:3 to 1:0) to afford the
title compound (14 mg, 13%) as a white solid. MS: m/e = 418.2 [M-Hr. 5
Example 37
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-([RI-1-
hydroxymethyl-propy1)-nicotinamide  0 101-Hydroxybenzotriazole hydrate
(43.1 mg, 0.28 mmol), N-ethyldiisopropylamine (241 gL, 1.38 mmol) and
N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide hydrochloride (54.0 mg, 0.28
mmol) were added at 0 C to a solution
643-(3,4-difluoro-phenyl)-5-hydroxymethylisoxazol-4-ylmethoxyknicotinic
acid (100 mg, 0.28 mrnol) and [R]-(-)-2-amino-1-butanol (32.4 kiL, 0.33
mmol) in THF (8 mL). The reaction mixture was stirred at room temperature
overnight. 15 Addition of aqueous hydrochloric acid (1 N, 10 mL),
extraction with ethyl acetate and chromatography (silica, ethyl
acetate:heptane = 0:1 to 1:0) afforded the title compound (45 mg, 38%) as a
white solid. MS: m/c = 434.4 [M+H]l .  WO 2010/112475PCPEP2010/054141 -62-
Example 38
6-[3-(3,4-Dilluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-([s -1-
hydro xymethyl-p ro py1)-nicotinamide  0 51-Hydroxybenzotriazole hydrate
(43.1 mg, 0.28 mmol), N-ethyldiisopropylamme (241 u,L, 1.38 mmol) and
N-(3-dimethylarninopropy1)-N1-ethylcarbodiimide hydrochloride (54.0 mg, 



0.28 mmol) were added at 0 C to a solution
643-(3,4-difluoro-pheny1)-5-hydroxymethylisoxazol-4-ylmethoxyknicotinic
acid (100 mg, 0.29 mmol) and [S]-()-2-amino-1-butanol (32.3 0.33 mmol) in
THF (8 mL). The reaction mixture was stirred at room temperature overnight.
10 Addition of aqueous hydrochloric acid (1 N, 10 mL), extraction with
ethyl acetate and chromatography (silica, ethyl acetate:heptane = 0:1 to
1:0) afforded the title compound (73 mg, 61%) as a brown solid. MS: rrile =
434.4 [M-I-Hr. Example 39
156-[3-(3,4-Difluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(1-met
hyl-IH- pyrazol-4-y1)-nicotinamide  0 To a solution of
643-(3,4-difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyk
nicotinic acid (100 mg, 0.28 mmol) in THF (3 inL) were added
1-hydroxybenzotriazole hydrate 20 (43.1 mg, 0.28 mmol),
N-ethyldiisopropylamine (120 p1L, 0.69 mmol), N-(3-
dimethylaminopropyl)-N1-ethylcarbodlimide hydrochloride (54.0 mg, 0.28
mmol) and 1-methyl-  WO 2010/112475PCT/EP2010/054141 -63-
1H-pyrazol-4-ylamine (26.8 mg, 0.28 mmol). The reaction mixture was stirred
overnight at room temperature. Chromatography (silica, ethyl
acetate:heptane = 2:1 to 9) afforded the title compound (3 5 mg, 3%) as a
colourless oil. MS: rn/e = 442.2 [M+HI. 5Example 40
N-tert-Butyl-6-[3-(3,4-dilluoro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethox
y]- nicotinamide  A trimethylaluminium solution (2 M in toluene, 798 p1,
1.6 mmoI) in dioxane (7.5 mL) 10 was added to tert-butylamine (174 tff, 1.6
mmol) and the mixture was stirred for 1 h at 50C. 6-
[3-(3,4-Difluoro-phenyl)-5-hydroxymethylrisoxazol-4-ylmethoxy]-nicotinic
acid methyl ester (150 mg, 0.4 mmol) in dioxane (7.5 mL) was added and
stirring was continued overnight at 85 C. Chromatography (silica, ethyl.
acetate : heptane = 1:4 to 1:1) afforded the title compound (20 mg, 13%) as
a colourless solid. MS: m/e = 416.4 [M-1-1T. 



15 Example 41
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-morpholi
n-4-yl- nicotinamide  0 201-Hydroxybenzotriazole hydrate (64.7 mg, 041
mmol), N-ethyldiisopropylamine (181 ul, 1.04 mmol) and
N-(3-dimethylaminopropy1)-N'-ethylcarbodiimide hydrochloride (81 mg, 0.41
mmol)  WO 2010/112475PCT/EP2010/054141 -64- were added to a mixture of
643-(3,4-difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]- nicotinic
acid (150 mg, 0.41 mmol) and 4-aminomorpholine (41.5 AL, 0.41 mmol) in THF
(15 mL) at room temperature. After stirring overnight the solvent was
removed by distillation and the residue was purified by chromatography
(silica, dichloromethane:methanol= 98:2 to 95:5) 5afforded the title
compound (130 mg, 70%) as a white solid. MS: m/e = 445.2 [M-Hr. Example 42
6-P-(3,4-Difluoro-phenyl)-5-hydroxymethyllsoxazol-4-ylmethoxyFN-pyrrolidin-
1-yl- nicotinamide  100       1-Hydroxybenzotriazole hydrate (64.7 mg; 0.41
mmo I), N-ethyldiisopropylamine (181 4, 1.04 mmol) and
N-(3-dimethylaminopropy1)-N'-ethylcarbodiimide hydrochloride (81 mg, 0.41
mmol) were added to a mixture of
643-(3,4-difluoro-phenyl)-5-hydroxymethyl-isoxazol-4- ylmethoxyl-nicotinic
acid (150 mg, 0.41 mmol) and 1-aminopyrrolidine (51.8 mg, 0.41 mmol) in 15
THF (15 mL) at room temperature. After stirring overnight the solvent was
removed by distillation and the residue was purified by chromatography
(silica, dichloromethane:methanol = 98:2 to 95:5) afforded the title
compound (150 mg, 84%) as a white solid. MS: m/c = 429.1 [M-  



WO 2010/112475PCMP2010/054141 -65- Example 43
(1,1-Dioxo-1,6-thiomorpholin-4-y1)-[6-(5-hydroxymethy1-3-pyridin-2-yl-isoxa
zol-4- ylmethoxy)-pyridin-3-yll-methanone  0 5aLS:Meth
1-3--ktonzole-4-carboxylic acid ethyl ester       To a solution of
N-chlorosuccinimide (46.58 g, 349 mmol) in chloroform (211 triL) and
pyridine (2.8 mL, 35 mmol) was added at room temperature within 15 min a
solution of pyridine-2-carbaldehyde oxime (42.6 g, 349 mmol) in chloroform
(1090 mL). The reaction mixture was stirred at 50 C for 3 h and then cooled
to room temperature. Within 15 min a 10 solution of
(E)-3-pyrrolidin-1-54-but-2-enoic acid ethyl ester (63.9 g, 349 mmol) in
chloroform (42 mL) was added to the reaction mixture, which then was heated
again to 50C and a solution of triethylamine (48.6 mL, 349 mmol) in
chloroform (42 mL) was added dropwise within 1 h. After stirring at 50C for
1 h the reaction mixture was cooled to room temperature and then poured on
ice water (2 L). Extractive worlcup followed by drying over sodium sulfate,
filtering 15 and evaporation of the organic solvent furnished a dark brown
oil. Chromatographic purification (silica, heptane:AcOEt = 80:2010 50:50)
afforded the title compound (8.7 g, 11%) as a yellow oil MS: m/e = 233.3
[M-F-1-1]. b) 3-Pyridin-2-y1-5-([E]styryl)-isoxazole-4-carboxylic acid
20To a solution of 5-methyl-3-pyridin-2-yl-isoxazole-4-carboxylic acid
ethyl ester (3.0 g, 13 mmol) and benzaldehyde (1.32 mL, 13 mmol) in ethanol
(20 mL) was added sodium ethylate (0.97 g, 14 mmol) and the reaction
mixture was stirred at reflux for 40 min. Aqueous hydrochloric acid (1 M,
14 mL) was added and stirring was continued for 15 min. The precipitate was
filtered and dried to afford the title compound (2.3 g, 61%) as an
off-white solid. 25 MS: mie = 290.9 [M-11]-.  WO
2010/112475PCT/EP2010/054141 -66- c)
[3-Pyridin-2-y1-5([E]-styry1)-isoxazol-4-ylj -methano 1  



To a solution of 3-pyridirt-2-y1-5([E]styry1)-isoxazole-4-carboxylic acid
(1.1 g, 4 mmol) and triethylamine (0.53 mL, 4 mmol) in THF (15 ml) was
added dropwise at room temperature a solution of ethyl chloroformate (0.36
mL, 4 mmol) in THF (15 mL). After 1 h the triethylamine 5 hydrochloride
salt was filtered off and washed with a small amount of THF. The filtrate
was added to a solution of sodium borohydride (0.36 g, 10 mmol) in water
(10 mL). After stirring for 1 h at 5C aqueous sodium hydroxide (2 M, 22 mL)
was added. Extraction with ethyl acetate, drying over sodium sulfate,
filtering and evaporation of the solvent followed by trituration with
diisopropylether afforded the title compound (0.76 g, 72%) as a white
solid. MS: m/e = 279.2 10 [M+HI . dh6- 3-P iditcazo'met ho x -nicotinonit
rite To a solution of [3-pyridin-2-y1-5-GE1-styry1)-isoxazol-4-y1]-methanol
(1.5 g, 5 mmol) in DMF (30 itiL) was added 6-chloro-3-pyridine-carbonitrile
(0.82 g, 6 mmol) and sodium 15 hydride (0.26 g of a 55% dispersion in
mineral oil, 6 rnmol). The mixture was stirred at 70 C for 3 h. Then the
temperature was raised to 90 C for 1 h. After evaporation of the solvent
the residue was partitioned (ethyl acetate/brine) and the organic phase was
dried (Na2SO4) and filtered, Evaporation of the solvent followed by
trituration with diisopropylether afforded the title compound (1 8 g, 88%)
as a light brown solid. MS: m/e = 381.3 [M+H]1. 20 e 6- 5-Fo-3din-2-
1-isoxazol-4- lmethox -nicotinonitrile A mixture of
643-pyridin-2-y1-54(E)-styry1)-isoxazol-4-ylmethoxyknicotinonitrile (0.57
g, 2 mmol), osmium(V111) oxide solution (0.38 nth of a 2.5% solution in
tert-butanol, 0.04 mmol), sodium metaperiodate (1 29 g, 6 mmol),
benzyltriethylamtnonium chloride (0.14 g, 0.6 25 mmol) in dioxane (13 nth)
and water (4.5 mL) was heated in a microwave for 45 min at 120 C.
Extractive workup (ethyl acetate/water) was followed by drying of the
organic phase over sodium sulfate and filtering. The solvent was evaporated
and the residue was triturated with diisopropylether to afford the title
compound (0.23 g, 51%) as a white solid. MS: m/e = 307.2 [M-l-HI.  WO
2010/112475PCT/EP2010/054141 -67- O
6-(5-Hydroxyrneth_y1-3-pyridin-2-yl-isoxazol-4-_ylmethoxy)-nicotinonitrile
A suspension of
6-(5-fotiny1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinonitrile (0.77 g,
2.5 mmol) in methanol (20 triL) was cooled in an ice bath and treated with
sodium borohydride (0.29 g, 7.7 mmol). The reaction mixture was allowed to
reach room temperature and was stirred 



5 for 72 h. Additional sodium borohydride (0.29 g, 7.7 mmol) was added and
stirring at room temperature was continued for 3 h. After quenching with
methanol all volatile components were evaporated. The residue was
partitioned (ethyl acetate/brine). The organic layer was dried (Na2SO4),
filtered and concentrated to to afford the title compound (0.73 g, 94%) as
a brown solid. MS: rnie = 309.2 [M-FHI 10 g)
645-Hydroxvinethyl-3-pyridin-2-y1-isoxazol-4-ylmethoxv)-nicotinic acid
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinonitrile
(0.88 g, 2.9 mmol) was dissolved in ethanol (30 mL). Aqueous sodium
hydroxide (4 M, 30 mL) was added and the mixture was stirred at 50 C for 2
h. The mixture was evaporated to half its original 15 volume and aqueous
hydrochloric acid (2 M, 30 nth) was added. After stirring overnight the
precipitate was filtered and dried to afford the title compound (0.58 g,
62%) as a white solid. MS: m/e = 328.2 [M-(1-1]. h)
(1,1-Dioxo-1,6-thiomorpholin-4-y1)-16-(5-hydroxymethyl-3-p_  20
ylmethoxy)-pyridin-3-yll-methanone        To a solution of
6-(5-hydroxymethy1-3-pyrid n-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid (70
mg, 0.21 mmol) in DMF (5 mL) was added thiomorpholine 1,1-dioxide (40 mg,
0.30 mmol), N,N,N',N'-tetramethy1-0-(benzotriazole-1-y1)-uronium
tetrafluoroborate (96 mg, 0.30 mmol) and N,N-diisopropyl ethylamine (0 15
mL, 0 84 mmol) The reaction mixture was stirred 25 overnight at room
temperature. After evaporation of the solvent the residue was partitioned
(ethyl acetate/aqueous saturated sodium bicarbonate solution) and the
organic phase was dried (Na2SO4) and concentrated. Chromatography (silica,
dichloromethane:methanol = 1000:0 to 975:25) afforded the title compound
(58 mg, 61 %) as a white solid. MS: m/e = 445.3 [M+H].  WO
2010/112475PCT/EP2010/054141 -68- Example 44
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotin
amide  0 To a solution of
6-(5-hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid 5
(70 mg, 0.21 mmol) in DMF (5 ml) was added isopropylamine (18 mg, 0.30
mmol), N,N,N'N- tetramethyl-0-(benzotriazole-1-y1)-uroniumtetrafluoroborate
(0.096 g, 0.30 mmol) and N,N- 



diisopropylethylamine (0.15 mL, 0.84 mmol). The reaction mixture was
stirred overnight at room temperature. After evaporation of the solvent the
residue was partitioned (ethyl acetate/aqueous saturated sodium bicarbonate
solution) and the organic phase was dried 10 (Na2SO4), filtered and
concentrated. Chromatography (silica, dichloromethanemethanol = 100:0 to
97:3) afforded the title compound (51 mg, 65 %) as a colorless oil MS: rate
= 369.1 [M+Fl].                                   Example 45
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydrofuran-
3-y1)- 15nicotinamide  To a solution of
6-(5-hydroxymethy1-3-pyrichn-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid (70
mg, 0.21 mmol) in DMF (5 mL) was added 3-aminotetrahydrofuran (26 mg, 0.30
mmol), N,N,N',Nr-tetramethy1-0-(benzotriazole-1-y1)-uronium
tetrafluoroborate (96 mg, 0 30 mmol) 20 and N,N-diisopropyl ethytamine
(0.15 mL, 084 mmol). The reaction mixture was stirred overnight at room
temperature. After evaporation of the solvent the residue was partitioned
(ethyl acetate/aqueous saturated sodium bicarbonate solution) and the
organic phase was dried  WO 2010/112475PCT/EP2010/054141 -69- (Na2SO4) and
concentrated. Chromatography (silica, dichloromethane:methanol = 100:0 to
97:3) afforded the title compound (58 mg, 68 %) as a colorless oil. MS: mie
= 397.1 [M+H]'. Example 46
56-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid
N',N'-dimethyl- hydrazide  0 To a solution of
6-(5-hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid (70
mg, 0.21 mmol) in DMF (5 mL) was added 1',N-dimethylhydrazine (18 mg, 0.30
mmol), 10 N,N,N',N'-tetramethy1-0-(benzotriazole-1-y1)-uronium
tetrafluoroborate (96 mg, 0.30 mmol) and N,N-diisopropyl ethylamine (0.15
ml, 0 84 mmol). The reaction mixture was stirred 



overnight at room temperature. After evaporation of the solvent the residue
was partitioned (ethyl acetate/aqueous saturated sodium bicarbonate
solution) and the organic phase was dried (Na2SO4), filtered and
concentrated. Chromatography (silica, dichloromethane:methanol r- 100:0 15
to 97:3) afforded the title compound (49 mg, 62%) as a white solid. MS:
rn/e = 370.1 [M+EITF. Example 47
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydropyran-
4-y1)- nicotinamide   WO 2010/112475PCT/EP2010/054141 -70-
N,N,N',N'-tetramethy1-0-(benzotriazole-1-y1)-uronium tetrafluoroborate (96
mg, 0.30 mmol) and N,N-diisopropyl ethylamine (0.15 mL, 0 84 mmol). The
reaction mixture was stirred overnight at room temperature. After
evaporation of the solvent the residue was partitioned (ethyl
acetate/aqueous saturated sodium bicarbonate solution) and the organic
phase was dried 5 (Na2SO4) and concentrated. Chromatography (silica,
dichloromethane:methanol = 100:0 to 97:3) afforded the title compound (42
mg, 48 %) as a white solid. MS: m/e = 411.2 [M-fli] . Example 48
6-(5-Hydroxymethy1-3-pyridin-2-yl-lsoxazol-4-ylmethoxy)-N-morpholin-4-yl-ni
cotinamide  100       To a solution of
6-(5-hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid (70
mg, 0.21 mmol) in DMF (5 mL) was added 4-aminomorpholine (31 mg, 0.30
mmol), N,N,N',N'-tetramethy1-0-(benzotriazole-1-y1)-uronium
tetrafluoroborate (96 mg, 0.30 mmol) and N,N-diisopropyl ethylamine (0.15
ml, 084 mmol) The reaction mixture was stirred 15 overnight at room
temperature. After evaporation of the solvent the residue was partitioned
(ethyl acetate/aqueous saturated sodium bicarbonate solution) and the
organic phase was dried (Na2SO4) and concentrated, Chromatography (silica,
dichloromethane:methanol = 100:0 to 97:3) afforded the title compound (41
mg, 47 %) as a colorless oil. MS: m/e = 412.2 [M+H]. 20Example 49
6-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotinamide  



WO 2010/112475PCT/EP2010/054141 -71-       To a solution of
6[3-buty1-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-nicotinic acid methyl ester
(100 mg, 0.31 mmol) in toluene (1 nth) was added isopropylamine (55 mg,
0.93 mmol) and 1,5,7-triazabicyclo[4.4.0]dec-5-ene (26 mg, 0 19 mmol). The
reaction mixture was stirred for 3.5 days at 50C. A further portion of
isopropylamine was added and the reaction 5 was heated at 50C for an
additional 3.5 days. Dichloromethane (40 mL) was added and the reaction
mixture was concentrated in vocuo onto silica gel and purified by
chromatography (silica, dichloromethanc:methanol 1:0 to 9:1) to afford the
title compound (18 mg, 17%) as a colorless oil. MS: mile = 348.3 [M-t-Hr.
10Example 50
6-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-(3-methyloxetan-3-y1)-ni
cotinamide 1 -0 As described in example 52g,
6[3-buty1-5-hydroxymethyl-isoxazo1-4-ylmethoxyk nicotinic acid (49 mg, 0.16
mmol) was converted, using 3-methyl 3-oxetanamine instead of 15
cyclobutylamine, to the title compound (29 mg, 48%) which was obtained as a
colorless oil. MS: mile = 376.3 [M+HI. Example 51
6-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-(2,2,2-trifluoroethyl)-n
icotinamide 20  WO 2010/112475PCT/EP2010/054141 -72- instead of
cyclobutylamine, to the title compound (11 mg, 18%) which was obtained as a
colorless oil. MS: m/e = 388.2 [M+Ht . Example 52
56-(3-13uty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-eyelobu(yl-nicotinamid
e 



0 a) 3-Butyl-5-(1EJ-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 mL, 71.0 rnmol) in ethanol (100 mL) was added
sodium ethoxide 10 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 rriL) was added 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 heptanc/ethyl acetate to afford the title 15 compound (8.0 g, 42%)
as a yellow solid. MS: m/e = 270.4 [M-HI. b)I3-Butyl-5- ([E] -st yry1)- iso
xazol-4-yl] -methanol       To a solution of
3-butyl-5-GEkstyry1)-isoxazole-4-carboxylic acid (7.0 g, 25.8 mmol) and
triethylamine (3.8 mL, 27 0 rnmol) in THF (30 mL) was added at 0C ethyl
chlorofonnate 20 (2.6 mL, 27.0 mmol). After 1 h the triethylaminc
hydrochloride salt was filtered off and washed with a small amount of THE.
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
rnL) at 0 C. After stirring at room temperature for 2.5 days, the reaction
was quenched with aqueous sodium hydroxyde (I M, 40 mL) and extracted twice
with tert-butylmethylether. The combined phases 25 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 to afford the title compound
(6.9 g, 98 %) as an orange oil. MS: m/e = 258.1 [M+HI.  WO
2010/112475PCT/EP2010/054141 -73-       c)
6-13-Buty1-5-(FEJ-styry1)-isoxazo1-4-ylmethoxyl-nicotinic acid methyl ester
To a suspension of sodium hydride (170 mg, 4.24 mmol) in THF (7 mL) at 0C
was added a solution of [3-buty1-5-([E]-styry1)-isoxazol-4-y1l-methano1
(993 mg, 3.86 mmol) in THE (17 mL) and the mixture was stirred for 30 min
at room temperature. The reaction mixture was 5 cooled to 5C and a solution
of methyl 6-bromonicotinate (1.0 g, 46 mmo 0 in THE (17 mL) was added
dropwise. The mixture was stirred at room temperature for 2 days, poured
over ice and stirred for 5 min The mixture was extracted twice with ethyl
acetate, washed with brine, dried over sodium sulfate and concentrated to a
yellow oily solid. The crude material was purified by flash chromatography
(silica gel, heptane:ethyl acetate 1:0 to 3:2) to afford the title 10
compound (1.17 g, 77%) as an orange semisolid. MS: mie = 393.2 [M+HI.
d)
6[3-Buty1-5-(1,2-dihydroxy-2-phenylethyl)-isoxazol-4-ylmethoxvi-nicotinic
acid methyl ester To a solution of
643-butyl-5-([E]-styry1)-isoxazo1-4-ylmethoxyl-nicotinic acid methyl 



15 ester (1.4 g, 3.7 mmol) in tert-butanol (100 mL) was added
methanesulfonamide (356 mg, 3.7 mmol) and AD Mix-a (5.2 g) with water (100
mL). The reaction mixture was stirred at room temperature for 17 h 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 3:2 to 1:1) to 20 afford the title compound (890 mg,
56%) as a colourless oil. MS: m/e = 427.2 [M+Hr.       e)
643-Butv1-5-hydroxymethyl-isoxazo1-4-ylmethoxyl-nicotinic acid methyl ester
To a solution of
643-buty1-5-(1,2-dihydroxy-2-phenylethyl)-isoxazol-4-ylmethoxylnicotinic
acid methyl ester (890 mg, 2.09 mmol) in benzene (10 mL) was added lead
tetraacetate 25 (1.39 g, 3.13 mmol) with benzene (5 mL) and the reaction
was stirred at room temperature for 45 min. The suspension was filtered
over celite and the filtrate was concentrated to a yellow oil. The oil was
taken up in methanol (20 inL) and sodium borohydride (198 mg, 5.24 mmot)
was added 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 15 mm, the mixture was 30 filtered over cefite and
the filter cake was washed with methanol. The filtrate was concentrated and
the residue was portioned between 0.5M aqueous hydrochloric acid and ethyl
acetate. The aqueous phase was extracted two times with ethyl acetate and
the combined organic phases were washed with brine, dried over sodium
sulfate and concentrated to a yellow oil. The crude
W020101112475PCT/EP2010/054141 -74- material was purified by chromatography
(silica, heptane:ethyl acetate 1:0 to 1:1) to afford the title compound
(495 mg, 68%) as a colorless oil. MS: m/e = 321.2 [M+1-I] f)
643-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxv]-nicotinic acid 5To a
solution of 643-buty1-5-hydroxymethyl-isoxazol-4-ylmethoxyknicotinic acid
methyl ester (490 mg, 153 mmol) in dioxane (20 mL) was added aqueous sodium
hydroxide (2 M, 10 mL) and the reaction mixture was stirred at 90C for 17
h. The mixture was concentrated and the residue was acidified with aqueous
hydrochloric acid (2 M, 15 nth) and extracted twice with ethyl acetate, The
combined organic phases were washed with brine, dried over sodium 10
sulfate and concentrated to a yellow oil to afford the title compound (480
mg, 100%). MS: m/e = 305.4 [m-Hy. g)
6-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-cyclobutyl-nicotinamide
To a solution of 643-buty1-5-hydroxyrnethyl-isoxazol-4-ylmethoxyl-nicotinic
acid (49 15 mg, 0.16 mmol) in DMF (2 mL) was added cyclobutylamine (25 mg,
0.35 mmol), 0- (benzotriazol-1-y1)-N,N,N',N'-tetramethyluronium
tetrafluoroborate (82 mg, 0.26 mmol) and Nethyldiisopropylamine (136 btL,
0.80 mmol) with DMF (1 mL). The reaction mixture was stirred for 17 h at
room temperature. The reaction was partitioned between water and ethyl
acetate. The aqueous phase was extracted two times with ethyl acetate and
the combined organic phases 20 were washed with brine, dried over sodium
sulfate and concentrated to a yellow oil. The crude material was purified
by chromatography (silica, dichloromethane:methanol 100:0 to 97:3) to
afford the title compound (36 mg, 63%) as a colorless gum. MS: rn/e = 360.3
[M+H]*. Example 53 



25
Azetidin-l-y1-16-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-pyridin-3-y
ll-methanone  0 As described in example 52g,
643-buty1-5-hydroxymethyl-isoxazol-4-ylmethoxyl- nicotinic acid (49 mg, 0
16 mmol) was converted, using trimethylene instead of cyclobutyla ne,  WO
2010/112475PCT/EP2010/054141 -75- to the title compound (28 mg, 50%) which
was obtained as a colorless oil. MS: m/e = 346.1 [M+H] . Example 54
5[645-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-pyridin-3-yl]-morp
holin-4-yl- methanone  0 As described in example 43h,
6-(5-hydroxymethy1-3-pyridin-2-34-isoxazol-4- ylmethoxy)-nicotinic acid
(881 mg, 2.7 mmol) was converted, using morpholine instead of 10
thiomorpholine 1,1-dioxide, to the title compound (738 mg, 69%) which was
obtained as a white foam. MS: nile = 397.3 [M+H]t
Example 55
[6-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-pyridin-3-yll-(14-dioxo15
thiomorpholin-4-yI)-methanone 0 " -S; 



0       As described in example 52g,
643-butyl-5-hydroxymethyl-isoxazol-4-ylmethoxylnicotinic acid (45 mg, 0.15
mrnol) was converted, using thiomorpholine-1,1-dioxide instead of
cyclobutylamine, to the title compound (39 mg, 63%) which was obtained as a
light yellow oil. 20 MS: m/e = 424.2 [M+H].  WO
2010/112475PCT/EP2010/054141 -76-                          Example 56
(1,1-Dioxo-1,6-thiomorpholin-4-y1)-(643-(5-fluoro-pyridin-2-A-5-hydroxymeth
yllsoxazol4-ylmethoxyl-pyridin-3-y1}-methanone  5a)
5-Fluoro-pyridine-2-carbaldehyde oxime  To a solution of
5-fluoro-2-formylpyridine (5.0 g, 41 mmol) and hydroxylamine hydrochloride
(3.06 g, 44 mmol) in ethanol (3.2 mL) and water (9.6 mL) was added ice
(18.6 g). Then a solution of NaOH (4.0 g, 100 mmol) in water (4.6 mL) was
added dropwise over 10 min keeping the temperature between -5 C and 5 C.
The reaction mixture was then stirred at room 10 temperature for 30 min.
Then 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: m/e = 141.0 [M+H]t
bl_3(5 -Fluor - idin-2- -5 -methl-cazo- carbo x tic acid ethyl ester To a
suspension of N-chlorosuccinimide (4.63 g, 35 mmol) in chloroform (21 mL)
was added 15 pyridine (0.28 mL, 3 5 mmol) and a solution of
5-fluoro-pyridine-2-carbaldehyde oxime (4.86g. 35 mmol) in chloroform (110
rot) during 15 min at room temperature. After stirring for 30 min at this
temperature a solution of ethyl (E)-3-(1-pyrrolidino)-2-butenoate (6.36 g,
35 mmol) in chloroform (4.4 mL) was added. The resulting suspension was
warmed to 50 C and a solution of triethylamine (4.83 mL, 35 mmol) in
chloroform (4.4 mL) was added dropwise over a period 20 of 30 min. Stirring
was continued for 1.5 h at 50 C and then cooled to ambient temperature. The
solution was then diluted with ice-water (200 mL) and the aqueous layers
were extracted with dichloromethane (50 mL) and dried over sodium sulfate
and evaporation to give a dark brown oil. Purification by chromatography
(Si02, heptane:ethyl acetate = 100:0 to 20:80) afforded the title compound
(5.83 g, 67%) as yellow oil. MS: m/e = 251.1 [M+H]t. 25ci(E)-L3:(5-Fluoro
idinr2-1zole-4-carbox lic acid To a solution of
3-(5-Fluoro-pyridin-2-y1)-5-methyl-isoxazole-4-carboxylic acid ethyl ester
(1.05 g, 4.2 mmol) and benzaldehyde (0.42 rnL, 4.2 mmol) in ethanol (6 mL)
was added sodium ethylatc (1.5 g, 4.6 mmol) and the reaction mixture was
stirred at reflux for 30 min. Aqueous hydrochloric acid (1 M, 5 mL) was
added and stirring was continued for 15 min The precipitate  WO
2010/112475PCT/EP2010/054141 



-77- was filtered and dried to afford the title compound (1.2 g, 85%) as an
off-white solid. MS: m/c = 309.3 [M-H]. 3Fluoropyridin-2-D-5-styry Hs
xazoi-4-yl)methano I To a solution of
(E)-3-(5-fluoropyridin-2-34)-5-styrylisoxazole-4-carboxylic acid (1.2 g,
3.7 5 mmol) and triethylamine (0.52 mL, 3 7 mmol) in THE (30 mL) was added
dropwise at room temperature a solution of ethyl chloroformate (0.36 mL,
3.7 mmol) in THE (4 nit). After 1 h the triethylamine hydrochloride salt
was filtered off and washed with a small amount of THE. The filtrate was
added to a solution of sodium borohydridc (354 mg, 94 mmol) in water (3.5
mL). After stirring for I h at 5 C aqueous sodium hydroxide (1 M, 11 nit)
was added. Extraction with 10 ethyl acetate, drying over sodium sulfate,
filtering and evaporation of the solvent followed by trituration with
diisopropytether afforded the title compound (895 mg, 81%) as a white solid
after purification by chromatography (Si02, DCM). MS: m/e = 297.2 [M+HE. e)
(E)-Methyl
64(3-(5-fluoropyridin-2-_y1)-5-styrylisoxazol-4-yDmethoxv)nicotinate To a
suspension of sodium hydride (129 mg, 3.22 mmol) in THF (4.5 mL) was added
a solution 15 of
(E)-(3-(5-fluoropyridin-2-y1)-5-styrylisoxazol-4-yl)methanol (866 mg, 2.92
mmol) in THE (9 mL) at room temperature. The reaction mixture was stirred
for 1 h at room temperature. A solution of methyl 6-chloronicotinate (602
mg, 3.51 mmol) in TI-IF (9 mL) was added. The reaction was stirred at room
temperature overnight and water (150 mL) and saturated aqueous ammonium
chloride solution (100 nth) were added. Extraction with ethyl acetate and
20 chromatography (silica, ethyl acetate:heptane = 1:9 to 2:3) afforded the
title compound (906 mg, 66%) as a white solid. MS: m/e = 432.2 [M+Ell . fO
Methyl 643-(5-fluoropyridin-2-y0-5-formylisoxazol-4-yDmethoxy)nicotinate A
mixture of methyl
6-43-(5-fluoropyridin-2-y0-5-foimylisoxazol-4-yOmethoxy)nicotinate (100 mg,
0.23 mmol), osmium(VIII) oxide solution (0.55 mL of a 4% solution in water,
0.7 mmoD, 25 sodium metaperiodate (198 mg, 0.93 mmol),
benzyltriethylammonium chloride (21.1 mg, 0.93 mmol) in dioxane (1.8 niL)
and water (0.6 mL) was heated in a microwave for 25 min at 120 C.
Extractive workup (ethyl acetate/water) was followed by drying of the
organic phase over sodium sulfate and filtering. The solvent was evaporated
and the residue was triturated with diisopropylether to afford the title
compound (58 mg, 63%) as a white solid. MS: m/c = 358.1 30 [M+HI.  WO
2010/112475PCT/EP2010/054141 -78-      g) Methyl
643-(5-fluoropyridin-2-v11-5-(hydroxymethyDisoxazol-4-  



y1)methoxy)nicotinate Sodium borohydride (4.8 mg, 0.13 mmol) was added in
portions to methyl 64(345- fluoropyridin-2-y1)-5-formylisoxazo
1-4-yOmethoxy)nicotinate (91 mg, 0 26 mmol) in methanol 5 (5 mL). Mier
stirring overnight at room temperature a solution of citric acid (10% in
water) was added. Extraction with ethyl acetate and chromatography (silica,
dicholoromethane:methanol =- 1:0 to 9:1) afforded the title compound (89
mg, 88%) as a white solid. MS: m/e = 360.1 [M-t-H].      h)
643-(5-fluoropyridin-2-y11-5-(hydroxymethyl)isoxazol-4-ylImethoxy)nicotinic
acid To methyl
643-(5-fluoropyridin-2-y1)-5-(hydroxymethyl)isoxazol-4-yOmethoxy)nicotinate
(450 10 mg, 1.25 mmol) in THF (14 mL), methanol (4 mL) and water (05 mL)
was added lithium hydroxide (105 mg, 2.5 mmol). The reaction mixture was
stirred for l h at room temperature. A precipitate formed upon addition of
aqueous hydrochloride solution (1 N, to -pH 4). Filtration and drying
afforded the title compound (411 mg, 95%) as a white solid. MS: ink = 344.1
[M-Hr. 15i 1 1-Dioxo-1{6-13-(5-fluoro-pyridin-2-yl)-5-hydroxymethyl-
isoxazol-4-ylmethoxl-4-ylmethoxvridin-3-cthanone To a solution of
643-(5-fluoropyridin-2-y1)-5-(hydroxymethypisoxazol-4-yOmethoxy)nicotinic
acid (384 mg, 1.11 mmol) in DMF (10 mL) was added thiomorpholine
1,1-dioxide (165 mg, 1.22 mmol),
N,N,NI,NI-tetramethy1-0-(benzotriazole-1-y1)-uronium tetrafluoroborate (393
mg, 20 1.22 mmol) and N,N-diisopropyl ethylamine (0.95 ml, 5.56 mmol). The
reaction mixture was stirred for 30 min at room temperature. After
evaporation of the solvent the residue purified by chromatography (silica,
ethylacetate:heptane = 1:1 to 1:0)10 afford the title compound (422 mg, 82
A) as a white solid. MS: m/e = 463.2 [M+H].  WO
2010/112475PCT/EP2010/054141 -79- Claims  A compound of formula  wherein
Sis lower-alkyl, aryl or heteroaryl, wherein Lower-alkyl can optionally be
substituted with 1- 4 substituents independently selected from the group
consisting of halogen, cyano, hydroxy and lower-alkoxy, and wherein aryl
and heteroaryl can optionally be substituted with 1 - 4 10substituents
independently selected from the group consisting of halogen, cyano, 



lower-alkyl, lower-alkyl substituted by halogen, lower-alkyl substituted by
hydroxy, lower-allcyl-C(0)0H, lower-alkyl-C(0)0-lower-alkyl,
lower-alkyl-CONH2, lower-alkyl-CO-N(H,lower-alkyl),
lower-alkyl-CO-N(lower-alky1)2, loweralkyl-N(H,lower-alkyl),
lower-alkyl-N(lower-allcy02, lower-allcoxy-lower-alkyl, 15CO-lower-alkyl,
COOH, COO-lower-alkyl, CONH2, CON(H,Lower-alkyl), CON(lower-alky1)2,
cycloalkyl, heterocyclyl, aryl, heteroaryl, NH2, N(H, lower-
N(lower-alky1)2, hydroxy, lower-alkoxy, phenyloxy, S02-lower-alkyl,
S02-NH2, S02-N(H,lower-alkyl) and S02-N(lower-alky1)2; R2is hydrogen or
lower-alkyl; 20R3is lower-alkyl, lower-alkyl substituted by halogen,
lower-alkyl substituted by hydroxy, cycloalkyL, cycloalkyl substituted by
hydroxy, heterocyclyl, heterocycly1 substituted by lower-alkyl, heteroaryl,
heteroaryl substituted by lower-alkyl, (CH2)H-0-lower-allcyl or NR4R5;
or wherein R2 and R3, together with the nitrogen atom to which they are
attached, foiin a 25heterocyclyl; is 1 or 2;  WO
2010/112475PCT/EP2010/054141 -80- R4, le independently from each other are
selected from hydrogen and lower-alkyl; and pharmaceutically acceptable
salts and esters thereof 2.Compounds according to claim 1, wherein RI is
lower-alkyl, aryl, aryl substituted with 1 or 2 halogen, heteroaryl or
heteroaryl substituted with halogen. 5 3.Compounds according to any of
claims 1 - 2, wherein RI is phenyl substituted with 1 or 2 halogen or
pyridinyl. 4. Compounds according to any of claims 1 - 3, wherein RI is
n-butyl, phenyl, 4-chlorophenyl, 4-fluoro-phenyl, 3,4-difluoro-phenyl,
pyridine-2-y1 or 5-fluoro-pyridin-2-yl. 5. Compounds according to any of
claims 1 - 4, wherein RI is 4-chloro-phenyl, 4-fluoro- 10phenyl or
pyridine-2-yl. 



6. Compounds according to any of claims 1 - 5, wherein R2 is hydrogen or
Lower-alkyl. 7. Compounds according to any of claims 1 - 6, wherein R2 is
hydrogen. 8. Compounds according to any of claims 1 - 7, wherein R3 is
lower-alkyl, lower-alkyl substituted by halogen, lower-alkyl substituted by
hydroxy, cycloalkyl, cycloalkyl  15 substituted by hydroxy, heterocyclyl,
heterocyclyl substituted by Lower-alkyl, heteroaryL, heteroaryl substituted
by lower-alkyl, (CH2)0-0-lower-alkyl or NR4R5, wherein n, R4 and R5 are as
defined in claim 1. 9. Compounds according to any of claims 1 - 8, wherein
R3 is methyl, isopropyl, tert-butyl, cyclopropylmethyl,
2,2,2-trifluoro-ethyl, 2,2,3,3,3-pentafluoro-propyl, 2,2,2-trifluoro-1-
20methyl-ethyl, 2-hydroxy-ethyl, 2-hydroxy-1,1-dirriethyl-ethyl,
1-hydroxymethyl-propyl, 2- methoxy-ethyl, cyclopropyl, cyclobutyl,
2-hydroxy-cyclopentyl, pyrrolidin-l-yl, tetrahydro-furan-3-yl,
tetrahydro-pyran-4-yl, morpholin-4-yl, 3-methyl-oxetan-3-yl, 1-
methy1-1H-pyrazoL-4-y1 or dimethyl-amine.      10. Compounds according to
any of claims 1 - 9, wherein R3 is isopropyl, 1-hydroxymethyl- 25propyl,
cyclopropyl, 2-hydroxy-cyclopentyl or 1-methyl-1H-pyrazol-4-yl. 11.
Compounds according to any of claims 1 - 10, wherein R2 and R3, together
with the nitrogen atom to which they are attached, form a heterocyclyl.
12. Compounds according to any of claims 1 - 11, wherein R2 and R3,
together with the nitrogen atom to which they are attached, form
azetidin-l-yl, 1,1-dioxo-thiomorpholin-4-y1 30or morpholin-4-yl.  WO
2010/112475PCT/EP2010/054141 -81- 13. Compounds according to any of claims
1 - 12, wherein R4 and R5 are lower-alkyl. 14. Compounds according to any
of claims 1 - 13 selected from the group consisting of:
6-(5-Hydroxymethy1-3-phenyl-isoxazol-4-y1methoxy)-N-isopropyl-nicotinamide,
N-(2-Hydroxy-ethy1)-6-(5-hydroxymethyl-3-phenyl-isoxazol-4-ylmethoxy)-nicot
inamide, 5(1,1-Dioxo-1,6-thiornorpholin-4-y1)- {643(4-fluor
-pheny1)-5-hydro xymethyl-iso xazol-4- ylmethoxykpyridin-3 -y1) -methanone,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-isopropyl-nic
otinamide,
643-(4-Fluoro-pheny1)-5-hydroxyrnethyl-isoxazol-4-ylmethoxyl-N-(tetrahydro-
pyran-4- y1)-nicotinamide,
10N-Cyclopropylmethy1-643-(4-fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylme
thoxy]- 



nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2- uo
o-ethyl)- nicotinamide,
N-Cyclopropy1-6-13-(4-fluoro-pheny1)-5-hydroxymethyl-iso xazol-4-ylmetho
xyl- 15nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy}-N-(2-methoxy-et
hyl)- nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethylcyclopentyl)-nicotinamide,
20643-(4-Fluoro-pheny1)-5-hydroxymethyl- cyclopenty1)-nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethylmethyl-ethyl)-nicotinarnide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl- 25dimethyl-ethyl)-nicotinamide, 643
-(4-Fluoro-phenyl)-5-hydroethyl- propy1)-nicotinamide,
isoxazol-4-ylmethoxyl-N-((
1R,2R)-2-hydroxy-isoxazol-4-ylmethoxyl-N-((lS,2S)-2-hydroxy-isoxazo 1
-4-ylmetho xy]-N- (2 ,2,2-trifiuoro - 1-
isoxazol-4-ylmethoxy]-N-(2-hydroxy-1,1- iso xazol-4-ylmetho xy] -N-(2,2,3,3
,3-penta fluoro-  643-(4-Fluoro-pheny1)-5 -hydro xymethyl- iso
xazol-4-ylmethoxy] -N-((R)-1 -hydro xymethylpropy1)-nicotinamide, 30643
-(4-Fluoro-phenyl)-5-hydro xymethyl- iso xazo 1-4-ylmetho xy]
-N-((S)-1-hydroxymethyl- propy1)-nicotinamide, 643
-(4-Fluoro-phenyl)-5-hydro xymethyl- iso xazo
1-4-ylmethoxyj-N-(1-methy1-1H-pyrazol4-y1)-nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(3-methyl-oxe
tan-3- 35y1)-nicotinamide, (643-(4-Chloro-pheny1)-5-hydroxymethyl-
soxazol-4-ylmethoxykp dm-3-y1) -(1,1-
dioxo-1,6-thiomorpholin-4-y1)-methanone,  



WO 20101112475PCT/EP2010/054141 -82-
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxy]-N-isopropyl-
nicotinamide,
6-13-(4-Chloro-pheny1)-5-hydroxymethy1-isoxazol-4-ylmethoxy]-N-cyclopropyln
icotinamide,
56-[3-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-(2,2,2-trif
luoro-ethyl)- nicotinamide, 6-[3-(4-Chloro-pheny1)-5-hydro
xymethyl-isoxazol-4-ylmethoxy]-N,N-dimethy1- nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazo 1
-4-y1methoxy1-N-(2-hydroxy-1,1- 10dimethy1-ethyl)-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazo1-4-y1methoxy]-N-(1-methyl-1H-
pyrazol4-y1)-nicotinamide,
6-13-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N4S)-2,2,2-tri
fluoro-1- methyl- ethyl)-nicotinamide,
15643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-((1R,2R)-2-
hydroxy- cyclopenty1)-nicotinamide,
6-13-(4-Chloro-pheny1)-5-hydroxymethy1-isoxazol-4-ylmethoxyl-N-((1S,2S)-2-h
ydroxycyclopentyl)-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-Boxazol-4-ylmethoxyl-N-isopropyl-
20nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-lsoxazol-4-ylmethoxy]-N-(tetrahyd
ro-pyran4-y1)-nicotinamide,
N-Cyclopropylmethy1-6-13-(3,4-difluoro-pheny1)-5-hydroxymethy1-isoxazol-4-
ylmethoxyknicotinamide,
256-[3-(3,4-Difluoro-pheny1)-5-hydroxymethy1-isoxazol-4-ylmethoxy]-N-(2,2,2
-trifluoro- ethyl)-nieotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxytnethyl-isoxazol-4-ylmethoxyl-N-(2,2,24
fluoro-1- methyl-ethyl)-nicotinamide,
N-Cyclopropy1-6-13-(3,4-difluoro-pheny1)-5-hydroxymethyl-iso
xazo1-4-ylmethoxy]- 



30nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-(2-hydrox
y-1,1- dimethyl-ethyl)-nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxyl-N-(2,2,3,3,
3- pentafluoro-propy1)-nicotinamide,
356-13-(3,4-Difluoro-pheny1)-5-hydroxymethy1-isoxazol-4-ylmethoxyl-N-(2-met
hoxy-ethyl)- nicotinamide,
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethy1-isoxazol-4-ylmethoxyl-N-((R)-1-
hydroxymethyl-propy1)-nicotinamide,  WO 2010/112475PCT/EP2010/054141 -83-
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxyl-N-((S)-1-
hydroxyrnethyl-propyl)-nicotinamide,
6-13-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-.4-ylmethoxyl-N-(1-meth
yl-1Hpyrazo1-4-y1)-nicotinamide,
5N-tert-Butyl-643-(3,4-difluoro-pheny1)-5-hydroxymethyl so ol-4-ylmethoxyl-
nicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isonzol-4-ylmethoxykN-morpholin-4
-ylnicotinamide,
643-(3,4-Difluoro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-pyrrolidi
n-1-yl- 10nicotinamide,
(1,1-Dioxo-1,6-thiomorpholin-4-y1)46-(5-hydroxymethy1-3-pyridin-2-yl-isoxaz
ol-4- yhnethoxy)-pyridin-3-A-methanone,
6-(5-Hydroxymethyl-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-isopropyl-nicotin
amide,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydro-furan
-3-y1)- 15nicotinamide,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-nicotinic acid
N',N-dimethylhydrazide,
6-(5-Hydroxymethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-N-(tetrahydro-pyran
-4-y1)- nicotinamide,
206-(5-Hydroxyrnethy1-3-pyridirt-2-yl-isoxazol-4-ylmethoxy)-N-morpholin-4-y
l- 



nicotinamide, 6-(3-Buty1-5-hydroxymethyl-iso xazol-4-ylmetho xy)-N -isopro
pyl-nicotinamide,
6-(3-Butyl-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-(3-methyl-oxetan-3-y1)-
nicotinamide,
256-(3-Buty1-5-hydroxyincthyl-isoxazol-4-ylmethoxy)-N-(2,2,2-trifluoro-ethy
0-nicotina ide,
6-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-N-cyclobutyl-nicotinamide,
and Azetidin-l-y146-(3-buty1-5- hydro xymethyl-iso xazo 1-4-ylmetho
xy)-pyridin-3-ylk methanone,
[6-(5-Hydroxytnethy1-3-pyridin-2-yl-isoxazol-4-ylmethoxy)-pyridin-3-yl]-mor
pholin-4-yl- 30methanone,
[6-(3-Buty1-5-hydroxymethyl-isoxazol-4-ylmethoxy)-pyrid
-3-y1]-(1,1-dioxothiomorpholin-4-y1)-methanone, (1,1-Dioxo-1,6-thiomorpho
lin-4-y1)- {6-[3-(5-fluoro-pyrid 2-y1)-5- hydro xymethyl- iso
xazol-4-ylmethoxy]-pyridin-3-yll -met hanone, 35and phalinaceutically
acceptable salts and esters thereof. 15. Compounds according to any of
claims 1 - 14 selected from the group consisting of:
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-isopropyl-
WO 2010/112475PCPEP2010/054141 -84- nicotinamide,
643-(4-Fluoro-pheny1)-5-hydroxymethyl-isoxazo1-4-ylmethoxyl-N4(S)-1-hydroxy
methylpropy1)-nicotinarnide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N4(1R.2R)-2-hyd
roxycyclopenty1)-nicotinamide,
643-(4-Chloro-pheny1)-5-hydroxymethyl-isoxazol-4-y1methoxy]-N41S,2S)-2-hydr
oxycyclopenty1)-nicotinamide, 643-(4-Chloro-pheny1)-5-hydro
xymethyl-isoxazo I -4-ylmethoxyl-N-(1 -methy1-1H-pyrazol4-yI)-nicotinamidc,



106-(5-FIydroxymethy1-3-pyridin-2-yhisoxazol-4-ylmethoxy)-N-isopropyl-nicot
inamide, 643-(4-Fluoro-phenyl)-5-hydro xymethyl-iso xazo 1-4-ylmetho
xyl-N-(1-methy1-1H-pyrazo I4-y1)-nicotinamide, and
643-(4-Chloro-phenyl)-5-hydroxymethyl-isoxazol-4-ylmethoxy]-N-cyclopropylni
cotinamide, 15and phalmaceutically acceptable salts and esters thereof 16.
A process for the preparation of compounds of formula I as defined in any
of claims 1 - 15, comprising: a) reacting a compound of formula 11 with
NEIR2R3:  20or b) enzymatic biotransfoimation of a compound of foimula III:
III  - 85 - wherein RI, R2 and R3 are as defined above, R6 is hydrogen or
tert-butyldimethylsilyl and R7 is hydrogen or lower-alkyl. 17. Compounds
according to any of claims 1 - 15, obtainable by the process of claim 16.
18. Pharmaceutical compositions comprising a compound of formula 1
according to any of claims 1 - 15 and a pharmaceutical acceptable carrier
and/or adjuvant. 19. Compounds according to any of claims 1 - 15 for use as
therapeutic active substances. 20. Compounds according to any of claims 1 -
15 for use as therapeutic active substances for the treatment or prevention
of diseases related to the GABA A a5 receptor. 21. The use of compounds
according to any of claims 1 - 15 for the preparation of medicaments for
the treatment or prevention of diseases which are related to the GABA A a5
receptor. 22. The use of compounds according to any of claims 1 - 15 for
the preparation of medicaments useful for the treatment or prevention of
acute and/or chronic neurological disorders, cognitive disorders,
Alzheimer's disease, memory deficits, schizophrenia, positive, negative
and/or cognitive symptoms associated with schizophrenia, bipolar disorders,
autism, Down syndrome, neurofibromatosis type I, sleep disorders, disorders
of circadian rhythms, amyotrophic lateral sclerosis (ALS), dementia caused
by AIDS, psychotic disorders, substance-induced psychotic disorder, anxiety
disorders, generalized anxiety disorder, panic disorder, delusional
disorder, obsessive/compulsive disorders, acute  



- 86 - stress disorder, drug addictions, movement disorders, Parkinson's
disease, restless leg syndrome, cognition deficiency disorders,
multi-infarct dementia, mood disorders, depression, neuropsychiatric
conditions, psychosis, attentiondeficit/hyperactivity disorder, neuropathic
pain, stroke and attentional disorders or for the preparation of cognitive
enhancers, 








