
Benzoxazine and Quinoxaline Derivatives and Uses This invention relates to
substituted benzoxazine and quinoxaline compounds of formula I : or
pharmaceutically acceptable salts thereof, 5 wherein: Ar is aryl, X is
-CH2- or C=O; Yis O or NRa wherein Ra is hydrogen or alkyl; k is 1 or 2; 0
m is from 0 to 3; each R1 is independently halo, alkyl, haloalkyl,
heteroalkyl, alkoxy, cyano, - S(O)q- Rb, -C(=O)-NR cRd, -SO 2-NR cRd, -N(R
e)-C(=O)-R f, or -C(=O)-R f, where q is ' from 0 to 2, Rb, Rc, Rd and Re
each independently is hydrogen or alkyl, and Rf is hydrogen, alkyl, alkoxy
or hydroxy; 15 R2 and R3 each independently is hydrogen or alkyl, or R2 and
R3 together with the carbon atom to which they are attached may form a
carbocyclic ring of four to six members; R4 is a group of the formula ; Z
is a bond, -(C=O)-, or -SO2-; 0 n is from 0 to 4; p is 0 or 1; R5 and R6
each independently is hydrogen or alkyl; andR7 and R8 each independently is
hydrogen, alkyl, -(C=NR 8)-NRhR;, or - (CH2)2-NRhR' wherein R8, Rh and
R1each independently is hydrogen or alkyl, or R7 and R8 together with the
nitrogen to which they are attached may form a four, five or sixmembered
ring that optionally includes an additional heteroatom selected from O, N
and S, or one ofR5 and R6 together with one of R7 and R8 together with the
atoms to which they are attached may form a ring of four to six members; as
well as pharmaceutically acceptable salts thereof and associated
compositions, use thereof for the preparation of medicaments and methods of
preparation thereof. 



The actions of 5-hydroxytryptamine (5-HT) as a major modulatory
neurotransmitter in the brain are mediated through a number of receptor
families termed 5-HT1, 5-HT2, 5- HT3, 5-HT4, 5-HT5, 5-HT6, and 5-HT7. Based
on a high level of 5- HT6 receptor mRNA in the brain, it has been stated
that the 5-HT6 receptor may play a role in the pathology and treatment of
central nerve system disorders. In particular, 5- HT2-selective and 5-HT6
selective ligands have been identified as potentially useful in the
treatment of certain CNS disorders such as Parkinson's disease,
Huntington's disease, anxiety, depression, manic depression, psychoses,
epilepsy, obsessive compulsive disorders, mood disorders, migraine,
Alzheimer's disease (enhancement of cognitive memory), sleep disorders,
feeding disorders such as anorexia, bulimia and obesity, panic attacks,
akathisia, attention deficit hyperactivity disorder (ADHD), attention
deficit disorder (ADD), withdrawal from drug abuse such as cocaine,
ethanol, nicotine and benzodiazepines, schizophrenia, and also disorders
associated with spinal trauma and/or head injury such as hydrocephalus.
Such compounds are also expected to be of use in the treatment of certain
gastrointestinal (GI) disorders such as functional bowel disorder. See for
example, B.L. Roth et al, J. Pharmacol. Exp. Ther., 1994, 268, pages
1403-14120, D. R. Sibley et al., MoI. Pharmacol, 1993, 43, 320-327, AJ.
Sleight et al., Neurotransmission, 1995, 11, 1-5, and A. J. Sleight et al.,
Serotonin ID Research Alert, 1997, 2(3), 115-8. While some 5-HT6 and 5-HT2A
modulators have been disclosed, there continues to be a need for compounds
that are useful for modulating the 5-HT6 receptor, the 5- HT2A receptor, or
both. The invention also provides methods for preparing the aforementioned
compounds. The subject methods may comprise, in certain embodiments:
reacting a compound of the formula dwherein k, m, Ar, R1, R2 and R3 are as
defined herein, with an alkylating agent of formula e wherein n, p, R5 and
R6 are as defined herein, and L is a conventional leaving group as defined
hereinafter, such as for example halo or tosyl; to provide a compound of
formula f 



reacting the compound of formula f with an amine HNR7R8 wherein R7 and R8
are as defined herein, to yield a compound of formula g The method may
further comprise reducing the compound g to provide a compound of formula h
The invention further provides compositions comprising compounds of formula
I, and the use of the compounds of formula I according to the invention for
the preparation of medicaments for treating the aforementioned diseases.The
invention provides substituted quinolinone compounds, associated
compositions, use thereof for the preparation of medicaments and methods of
preparation thereof. In specific embodiments the invention provides
piperazinylsubstituted quinolinone compounds and associated pharmaceutical
compositions, and use thereof for the preparation of medicaments useful in
the treatment of central nervous system (CNS) diseases and gastrointestinal
tract disorders. All publications cited in this disclosure are incorporated
herein by reference in their entirely. Unless otherwise stated, the
following terms used in this Application, including the specification and
claims, have the definitions given below. It must be noted that, as used in
the specification and the appended claims, the singular forms "a", "an,"
and "the" include plural referents unless the context clearly dictates
otherwise. "Agonist" refers to a compound that enhances the activity of
another compound or receptor site. "Alkyl" means the monovalent linear or
branched saturated hydrocarbon moiety, consisting solely of carbon and
hydrogen atoms, having from one to twelve carbon atoms. "Lower alkyl"
refers to an alkyl group of one to six carbon atoms (i.e., "Ci-C alkyl").
Examples of alkyl groups include, but are not limited to, methyl, ethyl,
propyl, isopropyl, isobutyl, sec-butyl, tert-butyl, pentyl, n-hexyl, octyl,
dodecyl, as well as those which are specifically illustrated by the
examples. "Alkylene" means a linear saturated divalent hydrocarbon radical
of one to six carbon atoms or a branched saturated divalent hydrocarbon
radical of three to six carbon atoms, e.g., methylene, ethylene,
2,2-dimethylethylene, propylene, 2-methylpropylene, 



butylene, pentylene, as well as those which are specifically illustrated by
the examples. "Alkenylene" means a linear unsaturated divalent hydrocarbon
radical of two to six carbon atoms or a branched saturated divalent
hydrocarbon radical of three to six carbon atoms, e.g., ethenylene
(-CH=CH-), 2,2-dimethylethenylene, propenylene, 2-methylpropenylene,
butenylene, pentenylene, as well as those which are specifically
illustrated by the examples. "Alkoxy" means a moiety of the formula -OR,
wherein R is an alkyl moiety as defined herein. Examples of alkoxy moieties
include, but are not limited to, methoxy, ethoxy, isopropoxy, as well as
those which are specifically illustrated by the examples. "Antagonist"
refers to a compound that diminishes or prevents the action of another
compound or receptor site. "Aryl" means a monovalent cyclic aromatic
hydrocarbon moiety consisting of a mono-, bi- or tricyclic aromatic ring.
The aryl group can be optionally substituted as defined herein. Examples of
aryl moieties include, but are not limited to, phenyl,naphthyl,
naphthalenyl, phenanthryl, fluorenyl, indenyl, pentalenyl, azulenyl,
oxydiphenyl, biphenyl, methylenediphenyl, aminodiphenyl, diphenylsulfidyl,
diphenylsulfonyl, diphenylisopropylidenyl, benzodioxanyl, benzofuranyl,
benzodioxylyl, benzopyranyl, benzoxazinyl, benzoxazinonyl,
benzopiperadinyl, benzopiperazinyl, benzopyrrolidinyl, benzomorpholinyl,
methylenedioxyphenyl, ethylenedioxyphenyl, as well as those which are
specifically illustrated by the examples, including partially hydrogenated
derivatives thereof. "Arylene" means a divalent aryl radical wherein aryl
is as defined herein. "Arylene" includes, for example, ortho-, meta- and
para- phenylene (1,2-phenylene, 1,3-phenylene and 1,4-phenylene
respectively), which may be optionally substituted as defined herein.
"Arylalkyl" and "Aralkyl", which may be used interchangeably, mean a
radical -RaRb where Ra is an alkylene group and Rb is an aryl group as
defined herein; e.g., benzyl, phenylethyl,
3-(3-chlorophenyl)-2-methylpentyl, as well as those which are specifically
illustrated by the examples are examples of arylalkyl. "Cycloalkyl" means a
saturated carbocyclic moiety consisting of mono- or bicyclic rings.
Cycloalkyl can optionally be substituted with one or more substituents,
wherein 



each substituent is independently hydroxy, alkyl, alkoxy, halo, haloalkyl,
amino, monoalkylamino, or dialkylamino, unless otherwise specifically
indicated. Examples of cycloalkyl moieties include, but are not limited to,
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, and the
like, including partially unsaturated derivatives thereof such as
cyclohexenyl, cydopentenyl, as well as those which are specifically
illustrated by the examples. "Cycloalkylalkyl" means a moiety of the
formula -R'-R", where R' is alkylene and R" is cycloalkyl as defined
herein. "Heteroalkyl" means an alkyl radical as defined herein wherein one,
two or three hydrogen atoms have been replaced with a substituent
independently selected from the group consisting of -ORa, -NR Rc, and -S(O)
nR (where n is an integer from 0 to 2), with the understanding that the
point of attachment of the heteroalkyl radical is through a carbon atom,
wherein Ra is hydrogen, acyl, alkyl, cycloalkyl, or cycloalkylalkyl; Rb and
Rc are independently of each other hydrogen, acyl, alkyl, cycloalkyl, or
cycloalkylalkyl; and when n is 0, Rd is hydrogen, alkyl, cycloalkyl, or
cycloalkylalkyl, and when n is 1 or 2, Rd is alkyl, cycloalkyl,
cycloalkylalkyl, amino, acylamino, monoalkylamino, or dialkylamino.
Representative examples include, but are not limited to, 2-hydroxyethyl, 3-
hydroxypropyl, 2-hydroxy-l-hydroxymethylethyl, 2,3-dihydroxypropyl, 1-
hydroxymethylethyl, 3-hydroxybutyl, 2,3-dihydroxybutyl,
2-hydroxy-l-methylpropyl, 2- aminoethyl, 3-aminopropyl,
2-methylsulfonylethyl, aminosulfonylmethyl, aminosulfonylethyl,
aminosulfonylpropyl, methylaminosulfonylmethyl,methylaminosulfonylethyl,
methylaminosulfonylpropyl, as well as those which are specifically
illustrated by the examples. "Heteroaryl" means a monocyclic or bicyclic
monovalent radical of 5 to 12 ring atoms having at least one aromatic ring
containing one, two, or three ring heteroatoms selected from N, O, or S,
the remaining ring atoms being C, with the understanding that the
attachment point of the heteroaryl radical will be on an aromatic ring. The
heteroaryl ring may be optionally substituted as defined herein. Examples
of heteroaryl moieties include, but are not limited to, imidazolyl,
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, oxadiazolyl, thiadiazolyl,
pyrazinyl, thienyl, benzothienyl, thiophenyl, furanyl, pyranyl, 



pyridyl, pyridinyl, pyridazyl, pyrrolyl, pyrazolyl, pyrimidyl, quinolinyl,
isoquinolinyl, benzofuryl, benzothiophenyl, benzothiopyranyl,
benzimidazolyl, benzooxazolyl, benzooxadiazolyl, benzothiazolyl,
benzothiadiazolyl, benzopyranyl, indolyl, isoindolyl, triazolyl, triazinyl,
quinoxalinyl, purinyl, quinazolinyl, quinolizinyl, naphthyridinyl,
pteridinyl, carbazolyl, azepinyl, diazepinyl, acridinyl and the like,
including partially hydrogenated derivatives thereof. "Heteroarylene" means
a divalent heteroaryl radical wherein heteroaryl is as defined herein.
"Heteroarylene" may be optionally substituted as defined herein.
"Heteroarylene" includes, for example, indolylene, pyrimidinylene, as well
as those which are specifically illustrated by the examples. The terms
"halo" and "halogen", which may be used interchangeably, refer to a
substituent fluoro, chloro, bromo, or iodo. "Haloalkyl" means alkyl as
defined herein in which one or more hydrogen has been replaced with same or
different halogen. Exemplary haloalkyls include -CH 2Cl, -CH 2CF3, -CH
2CCl3, perfluoroalkyl (e.g., -CF 3), and the like. "Heterocycloamino" means
a saturated ring wherein at least one ring atom is N, NH or N-alkyl and the
remaining ring atoms form an alkylene group. "Heterocyclyl" means a
monovalent saturated moiety, consisting of one to three rings,
incorporating one, two, or three or four heteroatoms (chosen from nitrogen,
oxygen or sulfur). The heterocyclyl ring may be optionally substituted as
defined herein. Examples of heterocyclyl moieties include, but are not
limited to, piperidinyl, piperazinyl, homopiperazinyl, azepinyl,
pyrrolidinyl, pyrazolidinyl, imidazolinyl, imidazolidinyl, pyridinyl,
pyridazinyl, pyrimidinyl, oxazolidinyl, isoxazolidinyl, morpholinyl,
thiazolidinyl, isothiazolidinyl, quinuclidinyl, quinolinyl, isoquinolinyl,
benzimidazolyl, thiadiazolylidinyl, benzothiazolidinyl, benzoazolylidinyl,
dihydrofuryl, tetrahydrofuryl, dihydropyranyl, tetrahydropyranyl,
thiamorpholinyl, thiamorpholinylsulfoxide, thiamorpholinylsulfone,
dihydroquinolinyl, dihydrisoquinolinyl,
tetrahydroquinolinyl,tetrahydrisoquinolinyl, as well as those which are
specifically illustrated by the examples, including partially unsaturated
derivatives thereof. "Optionally substituted", when used in association
with "aryl", "arylene", phenyl", 



"phenylene", "heteroaryl", heteroarylene or "heterocyclyl", means an aryl,
arylene, phenyl, phenylene, heteroaryl, heteroarylene, or heterocyclyl
which is optionally substituted independently with one to four
substituents, preferably one or two substituents selected from alkyl,
cycloalkyl, cycloalkylalkyl, heteroalkyl, hydroxyalkyl, halo, nitro, cyano,
hydroxy, alkoxy, amino, acylamino, mono-alkylamino, di-alkylamino,
haloalkyl, haloalkoxy, heteroalkyl, -COR (where R is hydrogen, alkyl,
phenyl or phenylalkyl), - (CR'R") n -COOR (where n is an integer from 0 to
5, R' and R" are independently hydrogen or alkyl, and R is hydrogen, alkyl,
cycloalkyl, cycloalkylalkyl, phenyl or phenylalkyl), or -(CR'R") n -CONRaRb
(where n is an integer from 0 to 5, R' and R" are independently hydrogen or
alkyl, and Ra and RP are, independently of each other, hydrogen, alkyl,
cycloalkyl, cycloalkylalkyl, phenyl or phenylalkyl. "Leaving group" means
the group with the meaning conventionally associated with it in synthetic
organic chemistry, i.e., an atom or group displaceable under substitution
reaction conditions. Examples of leaving groups include, but are not
limited to, halogen, alkane- or arylenesulfonyloxy, such as
methanesulfonyloxy, ethanesulfonyloxy, thiomethyl, benzenesulfonyloxy,
tosyloxy, and thienyloxy, dihalophosphinoyloxy, optionally substituted
benzyloxy, isopropyloxy, acyloxy, as well as those which are specifically
illustrated by the examples. "Modulator" means a molecule that interacts
with a target. The interactions include, but are not limited to, agonist,
antagonist, and the like, as defined herein. "Optional" or "optionally"
means that the subsequently described event or circumstance may but need
not occur, and that the description includes instances where the event or
circumstance occurs and instances in which it does not. "Disease state"
means any disease, condition, symptom, or indication. "Inert organic
solvent" or "inert solvent" means the solvent is inert under the conditions
of the reaction being described in conjunction therewith, including for
example, benzene, toluene, acetonitrile, tetrahydrofuran,
N,N-dimethylforrnamide, chloroform, methylene chloride or dichloromethane,
dichloroethane, diethyl ether, ethyl acetate, acetone, methyl ethyl ketone,
methanol, ethanol, propanol, isopropanol, tertbutanol, 



dioxane, pyridine, and the like. Unless specified to the contrary, the
solvents used in the reactions of the present invention are inert solvents.
"Pharmaceutically acceptable" means that which is useful in preparing a
pharmaceutical composition that is generally safe, non-toxic, and neither
biologically norotherwise undesirable and includes that which is acceptable
for veterinary as well as human pharmaceutical use. "Pharmaceutically
acceptable salts" of a compound means salts that are pharmaceutically
acceptable, as defined herein, and that possess the desired pharmacological
activity of the parent compound. Such salts include: acid addition salts
formed with inorganic acids such as hydrochloric acid, hydrobromic acid,
sulfuric acid, nitric acid, phosphoric acid, and the like; or formed with
organic acids such as acetic acid, benzenesulfonic acid, benzoic,
camphorsulfonic acid, citric acid, ethanesulfonic acid, fumaric acid,
glucoheptonic acid, gluconic acid, glutamic acid, glycolic acid,
hydroxynaphtoic acid, 2- hydroxyethanesulfonic acid, lactic acid, maleic
acid, malic acid, malonic acid, mandelic acid, methanesulfonic acid,
muconic acid, 2-naphthalenesulfonic acid, propionic acid, salicylic acid,
succinic acid, tartaric acid, p-toluenesulfonic acid, trimethylacetic acid,
and the like; or salts formed when an acidic proton present in the parent
compound either is replaced by a metal ion, e.g., an alkali metal ion, an
alkaline earth ion, or an aluminum ion; or coordinates with an organic or
inorganic base. Acceptable organic bases include diethanolamine,
ethanolamine, N-methylglucamine, triethanolamine, tromethamine, and the
like. Acceptable inorganic bases include aluminum hydroxide, calcium
hydroxide, potassium hydroxide, sodium carbonate and sodium hydroxide. The
preferred pharmaceutically acceptable salts are the salts formed from
acetic acid, hydrochloric acid, sulphuric acid, methanesulfonic acid,
maleic acid, phosphoric acid, tartaric acid, citric acid, sodium,
potassium, calcium, zinc, and magnesium. It should be understood that all
references to pharmaceutically acceptable salts include solvent addition
forms (solvates) or crystal forms (polymorphs) as defined 



herein, of the same acid addition salt. "Protective group" or "protecting
group" means the group which selectively blocks one reactive site in a
multifunctional compound such that a chemical reaction can be carried out
selectively at another unprotected reactive site in the meaning
conventionally associated with it in synthetic chemistry. Certain processes
of this invention rely upon the protective groups to block reactive
nitrogen and/or oxygen atoms present in the reactants. For example, the
terms "amino-protecting group" and "nitrogen protecting group" are used
interchangeably herein and refer to those organic groups intended to
protect the nitrogen atom against undesirable reactions during synthetic
procedures. Exemplary nitrogen protecting groups include, but are not
limited to, trifiuoroacetyl, acetamido, benzyl (Bn), benzyloxycarbonyl
(carbobenzyloxy, CBZ), pmethoxybenzyloxycarbonyl, p-nitrobenzyloxycarbonyl,
tert-butoxycarbonyl (BOC), and the like. The artisan in the art will know
how to choOse a group for the ease of removal and for the ability to
withstand the following reactions. "Solvates" means solvent addition forms
that contain either stoichiometric or non stoichiometric amounts of
solvent. Some compounds have a tendency to trap a fixed molar ratio of
solvent molecules in the crystalline solid state, thus forming a solvate.
If the solvent is water the solvate formed is a hydrate, when the solvent
is alcohol, the solvate formed is an alcoholate. Hydrates are formed by the
combination of one or more molecules of water with one of the substances in
which the water retains its molecular state as H2O, such combination being
able to form one or more hydrate. "Subject" means mammals and non-mammals.
Mammals means any member of the mammalia class including, but not limited
to, humans; non-human primates such as chimpanzees and other apes and
monkey species; farm animals such as cattle, horses, sheep, goats, and
swine; domestic animals such as rabbits, dogs, and cats; laboratory animals
including rodents, such as rats, mice, and guinea pigs; and the like.
Examples of non-mammals include, but are not limited to, birds, and the
like. The term "subject" does not denote a particular age or sex.
"Therapeutically effective amount" means an amount of a compound that, when
administered to a subject for treating a disease state, is sufficient to
effect such treatment 



for the disease state. The "therapeutically effective amount" will vary
depending on the compound, disease state being treated, the severity or the
disease treated, the age and relative health of the subject, the route and
form of administration, the judgement of the attending medical or
veterinary practitioner, and other factors. The terms "those defined above"
and "those defined herein" when referring to a variable incorporates by
reference the broad definition of the variable as well as preferred, more
preferred and most preferred definitions, if any. "Treating" or "treatment"
of a disease state includes: (i) preventing the disease state, i.e. causing
the clinical symptoms of the disease state not to develop in a subject that
may be exposed to or predisposed to the disease state, but does not yet
experience or display symptoms of the disease state. (ii) inhibiting the
disease state, i.e., arresting the development of the disease state or its
clinical symptoms, or (iii) relieving the disease state , i.e., causing
temporary or permanent regression of the disease state or its clinical
symptoms. The terms "treating", "contacting" and "reacting" when referring
to a chemical reaction means adding or mixing two or more reagents under
appropriate conditions toproduce the indicated and/or the desired product.
It should be appreciated that the reaction which produces the indicated
and/or the desired product may not necessarily result directly from the
combination of two reagents which were initially added, i.e., there may be
one or more intermediates which are produced in the mixture which
ultimately leads to the formation of the indicated and/or the desired
product. In general, the nomenclature used in this Application is based on
AUTONOM(tm) v.4.0, a Beilstein Institute computerized system for the
generation of IUPAC systematic nomenclature. For convenience, the IUPAC
numbering of the positions of representative benzoxazine compounds
described herein is shown by the formula: Chemical structures shown herein
were prepared using ISIS version 2.2. Any open valency appearing on a
carbon, oxygen or nitrogen atom in the structures herein indicates the
presence of a hydrogen. Where a chiral center is present in a structure but
no specific 



enantiomer is shown, the structure encompasses both enantiomers associated
with the chiral center. As mentioned earlier, the invention provides
compounds of the formula 1: or pharmaceutically acceptable salts thereof,
wherein: X is -CH 2- or C=O; Y is O or NRa wherein Ra is hydrogen or alkyl;
k is 1 or 2; m is from 0 to 3; each R1 is independently halo, alkyl,
haloalkyl, heteroalkyl, alkoxy, cyano, - S(O) q- Rb, -C(=O)-NR cRd, -SO
2-NR cRd, -N(R e)-C(=O)-R f, or -C(=O)-R f, where q is from 0 to 2, Rb, Rc,
Rd and Re each independently is hydrogen or alkyl, and Rf is hydrogen,
alkyl, alkoxy or hydroxy;R2 and R3 each independently is hydrogen or alkyl,
or R2 and R3 together with the carbon atom to which they are attached may
form a carbocyclic ring of four to six members; R4 is a group of formula Z
is a bond, -(C=O)-, or -SO -; n is from 0 to 4; p is 0 or 1; R5 and R6 each
independently is hydrogen or alkyl; and R7 and R8 each independently is
hydrogen, alkyl, -(C=NR g)-NRhR\ or - (CH 2)2-NRhR1wherein R8, Rh and
R1each independently is hydrogen or alkyl, or R7 and R8 together with the
nitrogen to which they are attached may form a four, five or sixmembered
ring that optionally includes an additional heteroatom selected from O, N
and S, or one of R5 and R6 together with one of R7 and R8 together with the
atoms to which they are attached may form a ring of four to six members; as
well as pharmaceutically acceptable salts thereof. It should be understood
that the scope of this invention encompasses not only the various isomers
which may exist but also the various mixture of isomers which may be 



formed. Furthermore, the scope of the present invention also encompasses
solvates and salts of compounds of formula I . In many embodiments of
formula I, k is 1. In compounds of formula I, X is preferably -CH - . In
certain embodiments of formula I, Y may be O, while in other embodiments Y
maybe N. Preferably Y is O. In many embodiments of formula I, Z is - (C=O)-
or a bond. The compounds of the invention may, in certain embodiments, be
of formula IIa or lib: wherein m, R1, R2, R3 and R4 are as defined herein.
In certain embodiments of formulas I, IIa and lib, R2 and R3 are both
hydrogen, while in some embodiments R2 and R3 are both alkyl, and in other
embodiments one ofR2 and R3 is hydrogen and the other is alkyl. In many
embodiments of formulas I, IIa and lib, Ar is aryl such as optionally
substituted phenyl or optionally substituted naphthyl, and more
specifically optionally substituted phenyl. In embodiments where Ar is
heteroaryl, Ar may be thienyl, pyridyl, pyrimidinyl, quinolinyl or
isoquinolinyl, each optionally substituted. In certain embodiments of
formulas I, IIa and lib, Z is-C(=O)-. In such embodiments, n and p may both
be 0. In specific embodiments, R7 may be hydrogen while R8 is -(C=NR
d)-NReRf. In still other embodiments R7 may be hydrogen while R8 is -(CH
2)2-NRgRh. In some embodiments of formulas I, IIa and lib where Z is
-C(=O)-, n is 0 and p is 1. In such embodiments R5 and R6 may both be
hydrogen. In other embodiments R7 and R8 may each independently is hydrogen
or alkyl. In still other embodiments one of R5 and R6 and one of R7 and R
together with the atoms to which they are attached form a ring of four to
six members. In still other embodiments of formulas I, IIa and lib where Z
is -C(=O)-, n is 1 and p is 1. In such embodiments R5 and R6 may both be
hydrogen. In other embodiments R7 and R8 may each independently is hydrogen
or alkyl. In still other embodiments one of R5 and R6 and one of R7 and R8
together with the atoms to which they are attached form a ring of four to
six members. In specific embodiments one of R and R and ofR 7 and R 



together with the atoms to which they are attached form an imidazolinyl
ring. In certain embodiments of formulas I, IIa and lib, Z is a bond. In
such embodiments, n may be 0, while p is 1. In specific embodiments one of
R5 and R6and of R7 and R together with the atoms to which they are attached
form a ring of four to six members. In other embodiments of formulas I, IIa
and lib where Z is a bond, n is 1 and p is 1. In such embodiments R5 and R6
may both be hydrogen. In other embodiments R7 and R8 may each independently
be hydrogen or alkyl. In still other embodiments one of R5 and R6 and one
of R7 and R8 together with the atoms to which they are attached form a ring
of four to six members. In specific embodiments one of R5 and R6 and of R7
and R8 together with the atoms to which they are attached form an
imidazolinyl ring. In still other embodiments of formulas I , IIa and lib
where Z is a bond, n is 2 and p is 1. In such embodiments R5 and R6 may
both be hydrogen. In other embodiments R7 and R8 may each independently be
hydrogen or alkyl. In yet other embodiments of formulas I, IIa and lib
where Z is a bond, n is 3 and p is 1. In such embodiments R5 and R6 may
both be hydrogen, while in other embodiments R7 and R8 may each
independently be hydrogen or alkyl.In certain embodiments of formulas I,
IIa and lib, R4 may be: aminoalkyl; alkylaminoalkyl; dialkylaminoalkyl;
imidazolinylalkyl; imidazolylalkyl; piperidinyl; pyrrolidinyl; azetidinyl;
pyridinyl; piperidinylalkyl; pyrrolidinylalkyl; azetidinylalkyl;
aminoalkylcarbonyl; alkylaminoalkylcarbonyl; dialkylaminoalkylcarbonyl;
imidazolinylalkylcarbonyl; imidazolylalkylcarbonyl;
aminoalkylaminocarbonyl; guanidinylcarbonyl; piperidinylcarbonyl;
pyrrolidinylcarbonyl; azetidinylcarbonyl; pyridinylcarbonyl;
piperidinylalkylcarbonyl; pyrrolidinylalkylcarbonyl; or
azetidinylalkylcarbonyl. In certain embodiments of formulas I, IIa and lib,
R4 may be: aminoalkyl; alkylaminoalkyl; dialkylaminoalkyl;
imidazolinylalkyl; imidzaolylalkyl; piperidinyl; pyrrolidinyl; pyridinyl;
azetidinylalkyl; aminoalkylcarbonyl; alkylaminoalkylcarbonyl;
dialkylaminoalkylcarbonyl; imidazolinylalkylcarbonyl;
aminoalkylaminocarbonyl; guanidinylcarbonyl; piperidinylcarbonyl;
pyrrolidinylcarbonyl; or azetidinylcarbonyl. 



In certain embodiments of formulas I, IIa and lib, R4 may be: 2-
dimethylaminoethyl; 3-dimethylaminopropyl; 4-dimethylaminobutyl;
2-aminoethyl; 3- methylaminopropyl; imidazolin-2-ylmethyl; piperidin-4-yl;
2-imidazol-l-yl-ethyl; azetidin-3-ylmethyl; pyrrolidin-3-yl; pyridin-4-yl;
imidazolin-2-ylmethylcarbonyl; guanidinylcarbonyl;
2-aminoethylaminocarbonyl; 2-dimethylaminoethylcarbonyl; 2-
methylaminoethylcarbonyl; methylaminomethylcarbonyl;
dimethylaminomethylcarbonyl; 2-aminoethylaminocarbonyl;
azetidin-3-yl-carbonyl; pyrroldin-3-yl-carbonyl; piperidin-3-yl-carbonyl;
or piperidin-4-yl-carbonyl. In certain embodiments of formulas I, IIa and
lib, R4 may be:In certain embodiments of formulas I, IIa and lib, R is: In
specific embodiments of formulas I, IIa and lib, R4 is: In certain
embodiments, the compounds of the invention maybe of formula Ilia
IHb:wherein: r is from 0 to 4; each R9 independently is halo, alkyl,
haloalkyl, heteroalkyl, alkoxy, cyano, - S(O)s- Rj, -C(=O)-NR kRm, -SO 2-NR
kRm, -N(R n)-C(=O)-R p, or -C(=O)-R P, where s is from 0 to 2, R Rk, Rm and
Rn each independently is hydrogen or alkyl, and Rp is hydrogen, alkyl,
alkoxy or hydroxy; and n, p, R5, R6, R7 and R8 are as defined herein. In
certain embodiments of formulas IHa and IHb, r is 0 or 1 and R9 is halo,
alkyl, alkoxy or haloalkyl. In certain embodiments of of formulas IHa and
IHb, n and p may both be 0. In such embodiments, R7 may be hydrogen while
R8 is -(C=NR d)-NReR . In other embodiments R7 may be hydrogen while R8 is
-(CH 2)2-NRsRh. In some embodiments of ormulas Ilia and HIb, n is 0 and p
is 1. In such embodiments R and R may both be hydrogen. In other
embodiments R and R may each independently be hydrogen or alkyl. In still
other embodiments one of R5 and R6 and one of R7 and R8 together with the
atoms to which they are attached form a ring of four to six members. In
still other embodiments of formulas HIa and HIb, n is 1 and p is 1. In such



embodiments R5 and R6 may both be hydrogen. In other embodiments R7 and R8
may each independently be hydrogen or alkyl. In still other embodiments one
of R5 and R6 and one of R7 and R8 together with the atoms to which they are
attached form a ring of four to six members. In specific embodiments one of
R5 and R6 and of R7 and R8 together with the atoms to which they are
attached form an imidazolinyl ring. In certain embodiments, the compounds
of the invention may be of formula IVa or IVb:wherein n, p, r, R5, R6, R7,
R8 and R9 are as defined herein. In certain embodiments of formulas IVa and
IVb, r is 0 or 1 and R9 is halo, alkyl, alkoxy or haloalkyl. In certain
embodiments of of formulas IVa and IVb, n may be 0, while p is 1. In such
embodiments one of R5 and R6 and of R7 and R8 together with the atoms to
which they are attached form a ring of four to six members. In other
embodiments of formulas IVa and IVb n is 1 and p is 1. In such embodiments
R5 and R6 may both be hydrogen. In other embodiments R7 and R8 may each
independently be hydrogen or alkyl. In still other embodiments one of R and
R and one of R7 and R8 together with the atoms to which they are attached
form a ring of four to six members. In specific embodiments one of R5 and
R6 and of R7 and R8 together with the atoms to which they are attached form
an imidazolinyl ring. In still other embodiments of formulas IVa and IVb, n
is 2 and p is 1. In such embodiments R5 and R6 may both be hydrogen. In
other embodiments R7 and R8 may each independently be hydrogen or alkyl. In
yet other embodiments of formulas IVa and IVb, n is 3 and p is 1. In such
embodiments R5 and R6 may both be hydrogen, while in other embodiments R7
and R8 may each independently be hydrogen or alkyl. In certain embodiments,
the compounds of the invention maybe of formula Va or Vb: wherein: u and v
each independently is 1 or 2; and r and R9 are as defined herein.In certain
embodiments of formulas Va and Vb, r is 0 or 1 and R9 is halo, alkyl, 



alkoxy or haloalkyl. In certain embodiments of formulas Va and Vb, u and v
are 1. In other embodiments, one of u and v is 1 while the other is 2. In
still other embodiments u and v are both 2. In certain embodiments, the
compounds of the invention may be of formula Via or VIb: wherein n, r, R7,
R8 and R9 are as defined herein. In certain embodiments of formulas Via and
VIb, r is 0 or 1 and R9 is halo, alkyl, alkoxy or haloalkyl. In certain
embodiments of formulas Via and VIb, n is 1. In such embodiments R5 and R
may both be hydrogen. In other embodiments R and R may each independently
be hydrogen or alkyl. In other embodiments of formulas Via and VIb, n is 2.
In such embodiments R5 and R6 may both be hydrogen. In other embodiments R7
and R8 may each independently be hydrogen or alkyl. In certain embodiments
of formulas Via and VIb, n is 3. In such embodiments R and R6 may both be
hydrogen. In other embodiments R7 and R8 may each independently be hydrogen
or alkyl. In certain embodiments, the compounds of the invention maybe of
formula Vila or VIIb: Vila ; VIIb ; wherein u, v, r and R9 are as defined
herein.In certain embodiments, the compounds of the invention maybe of
formula VIlai, VlauWIIbi or VIIbii : wherein u, v, r and R9 are as defined
herein. In certain embodiments of formulas Vila , VIIb, VIlai VIHi, Viibi ,
VIIbii, r is 0 or 1 and R9 is halo, alkyl, alkoxy or haloalkyl. In certain
embodiments of formulas Vila , VIIb , VIlai, VIlii , Viibi , VIIbii , u and
v are 1. In other embodiments, one of u and v is 1while the other is 2. In
still other embodiments u and v are both 2. 



Where any of R1, R2, R3, R4, R5, R6, R7, R8 and R9 herein are alkyl or
contain an alkyl moiety, such alkyl is preferably lower alkyl, i.e.
Q-Cealkyl, and more preferably C1- C4alkyl. Representative compounds in
accordance with the invention are shown in Table 1 together with melting
point or mass spectrum M+H, and the experimental examples (described below)
associated with each compound. Melting points shown are the the
corresponding hydrochloride salts unless indicated otherwise. TABLE 1Indole
derivatives, their manufacture and use as pharmaceutical agents The present
invention relates to novel indole derivatives, to a process for their
manufacture, pharmaceutical compositions containing them and their
manufacture as well as the use of these compounds as pharmaceutically
active agents. Protein tyrosine kinases (PTKs) catalyse the phosphorylation
of tyrosyl residues in various proteins involved in the regulation of cell
growth and differentiation (Wilks, A.F., Progress in Growth Factor Research
2 (1990) 97-111; Chan, A.C., and Shaw, A.S., Curr. Opin. Immunol. 8 (1996)
394-401). Such PTKs can be divided into receptor tyrosine kinases (e.g.
EGFR/HER-1, c-erB2/HER-2, c-met, PDGFr, FGFr) and non-receptor tyrosine
kinases (e.g. src, lck). It is known that many oncogenes encode proteins
which are aberrant tyrosine kinases capable of causing cell transformation
(Yarden, Y., and Ullrich, A., Annu. Rev. Biochem. 57 (1988) 443-478; Larsen
et al., Ann. Reports in Med. Chem., 1989, Chpt. 13). Also over-expression
of a normal proto-oncogenic tyrosine kinase may result in proliferative
disorders. It is known that receptor tyrosine kinases of the HER-family
like HER-2 and EGFR (HER-I) are frequently aberrantly expressed in common
human cancers such as breast cancer, gastrointestinal cancer (colon, rectal
or stomach cancer), leukaemia and ovarian, bronchial and pancreatic cancer.
High levels of these receptors correlate with poor prognosis and response
to treatment (Wright, C , et al., Br. J. Cancer 65 (1992) 118-121).
Accordingly, it has been recognized that inhibitors of receptor tyrosine
kinases are 



useful as selective inhibitors of the growth of mammalian cancer cells.
Therefore several small molecule compounds as well as monoclonal antibodies
are in clinical trials for the treatment of various types of cancer
(Baselga, J., and Hammond, L.A., Oncology 63 (Suppl. 1) (2002) 6-16;
Ranson, M., and Sliwkowski, M.X., Oncology 63 (suppl. 1) (2002) 17-24).
Some substituted oxazoles are known in the art. WO 98/03505, EP 1 270 571,
WO 01/77107, WO 03/031442 and WO 03/059907 disclose related heterocyclic
compounds as -tyrosine kinase inhibitors.However there remains a need for
new compounds with improved therapeutic properties, such as enhanced
activity, decreased toxicity, better solubility and improved
pharmacokinetic profile, to name only a few. The present invention relates
to compounds of the general formula I, formula I, wherein R1 is hydrogen,
halogen, -O-alkyl, -S-alkyl, or alkyl; all alkyl groups being optionally
substituted one or several times by halogen; R2 is hydrogen; halogen; alkyl
or -O-alkyl; all alkyl groups being optionally substituted one or several
times by halogen; G is -O- or -S-; V is -O-, -NH-, -S-, -S(O)- or -S(O)2-;
W is a single bond, -CH2-, -O-, -S-, -S(O)- or -S(O) 2-; X is =CH- or =N-;
ring B is 1,4-phenylene, 1,3-phenylene, 2,5-pyridindiyl or 3,6-pyridindiyl;
and pharmaceutically acceptable salts thereof.The compounds of the present
invention show activity as inhibitors of the HERsignalling pathway and
therefore possess anti-proliferative activity. Objects of the 



present invention are the compounds of formula I and their pharmaceutically
acceptable salts, enantiomeric forms, diastereoisomers and racemates, the
preparation of the above-mentioned compounds, medicaments containing them
and their manufacture as well as the use of the above-mentioned compounds
in the control or prevention of illnesses, especially of illnesses and
disorders as mentioned above like common human cancers (e.g. breast cancer,
gastrointestinal cancer (colon, rectal or stomach cancer), leukaemia and
ovarian, bronchial and pancreatic cancer) or in the manufacture of
corresponding medicaments. As used herein, the term "alkyl" means a
saturated, straight-chain or branchedchain hydrocarbon containing from 1 to
4, preferably 1 or 2, carbon atoms, such as methyl, ethyl, n-propyl,
isopropyl, n-butyl, 2-butyl, t-butyl. If said alkyl group is substituted
one or several times by halogen, it is substituted preferably by fluorine.
Examples are difiuoromethyl, trifiuoromethyl, 2,2,2- trifiuoro ethyl,
perfiuorethyl and the like. The term "halogen" as used herein means
fluorine, chlorine, bromine and iodine, preferably fluorine, chlorine or
bromine and more preferred fluorine and chlorine. As used herein, when
referring to the receptor tyrosine kinases of the HER-family like HER-2 and
EGFR (HER-I), the acronym "HER" refers to human epidermal receptor and the
acronym "EGFR" refers to epidermal growth factor receptor. As used herein,
in relation to mass spectrometry (MS) the term "ESI+" refers to positive
electrospray ionization mode and the terms "API+" and "API-" refer to
positive and negative atmospheric pressure ionization mode. Preferably R1
of formula I represents trifluoromethoxy, chloro or fluoro. Preferably the
position of R2 of formula I on the central phenyl ring is meta to the
position ofV. An embodiment are the compounds of formula I, whereinV is
-O-, -NH- or -S(O)2-. Another embodiment are the compounds of formula I,
wherein V is -O- or -S(O) 2- . Still another embodiment are the compounds
of formula I, wherein 



V is -O-. Still another embodiment are the compounds of formula I, wherein
R1 is hydrogen, halogen, -O-alkyl, -S-alkyl, or alkyl; all alkyl groups
being optionally substituted one or several times by fluorine; R2 is
hydrogen, halogen or alkyl; V is -O-; W is a single bond, -CH2-, -O-,
-S(O)- or -S(O) 2-; and X is =CH-; and ring B is 1,4-phenylene or
1,3-phenylene. Still another embodiment are the compounds of formula I,
wherein R1 is hydrogen, halogen, -O-alkyl, -S-alkyl, or alkyl; all alkyl
groups being optionally substituted one or severaltimes by fluorine; R2 is
hydrogen, halogen or alkyl; V is -O-; W is a single bond, -CH2-, -O- or
-S(O)-; and X is =CH-; and ring B is 1,4-phenylene or 1,3-phenylene. Yet
another embodiment are the compounds of formula I, wherein R1 is hydrogen,
halogen, or -O-alkyl; said alkyl being optionally substituted one or
several times by fluorine; 



R2 is hydrogen; G is -O-; V is -O-; W is -CH2-; X is =CH-; and ring B is
1,4-phenylene. Such compounds are for example:
5-Chloro-2-{4-[4-(4-[l,2,3]triazol-l-yl-bu1yl)-phenoxymethyl]-oxazol-2-yl}-
lHindole;
5-Pluoro-2-{4-[4-(4-[l,2,3]triazol-l-yl-bu1yl)-phenoxymethyl]-oxazol-2-yl}-
lHindole; 6-Fluoro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-
rhenoxymethyl]-oxazol-2-yl}-lHindole;
2-{4-[4-(4-[l,2,3]Triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-5-
trifluoromethoxy-lH-indole; and 6-Chloro-2-{4-[4-(4-[l,2
3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-lHindole. Another
embodiment are the compounds of formula I, wherein R1 is hydrogen, halogen,
or -O-alkyl; said alkyl being optionally substituted one or several times
by fluorine; R2 is alkyl; G is -O-; V is -O-; W is -CH2-; X is =CH-; and
ring B is 1,4-phenylene. Such compounds are for example:
5-Fluoro-2-{4-[3-methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxaz
ol-2- yl}-lH-indole;
2-{4-[3-Methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
5- trifluoromethoxy- lH-indole; 6-Fluoro-2-{4-[3-methyl-4-(4-[l,2
3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2- yl}-lH-indole; and 



6-Chloro-2-{4-[3-methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxaz
ol- 2-yl}-lH-indole. Still another embodiment are the compounds of formula
I, wherein R1 is hydrogen, halogen, or -O-alkyl; said alkyl being
optionally substituted one or several times by fluorine; R2 is hydrogen or
alkyl; G is -O-; V is -Os W is - 0-, -S(O)- or -S(O)2S X is =CH-; and ring
B is 1,4-phenylene. Such compounds are for example:
5-Chloro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-oxazol
-2- yl}-lH-indole;
5-Fluoro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-oxazol
-2- yl}-lH-indole;5-Chloro-2-{4-[4-(2-[l,2
3]triazol-l-yl-ethanesulfinylmethyl)-phenoxymethyl]-
oxazol-2-yl}-lH-indole; 5-Fluoro-2-{4-[4-(2- [1,2,3] triazol- l-yl-e
anesulfinylmethyl) -phenoxymethyl] - oxazol-2-yl}-lH-indole; 5-Fluoro-2-
{4- [3-methyl-4- (2- [1,2,3]triazol- 1-yl-ethoxymethyl) -phenoxymethyl] -
oxazol-2-yl}-lH-indole;
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethanesulfinylmethyl)-
phenoxymethyl] -oxazol-2-yl}- IH- indole; and
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethanesulfonylmethyl)-
phenoxymethyl] -oxazol-2-yl}-IH- indole. Still another embodiment are the
compounds of formula I, wherein R1 is hydrogen, 



halogen, or -O-alkyl; said alkyl being optionally substituted one or
several times by fluorine; R2 is hydrogen or alkyl; G is -O-; V is -O-; W
is - O- or -S(O)-; X is =CH-; and ring B is 1,4-phenylene. Yet another
embodiment are the compounds of formula I, whereinR is hydrogen, halogen,
or -O-alkyl; said alkyl being optionally substituted one or several times
by fluorine; R2 is hydrogen; G is -O-; V is -O-; W is a single bond; X is
=CH-; and ring B is 1,3-phenylene. Such compounds are for example:
5-Fluoro-2-{4-[3-(3- [1,2,3]
triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}- IHindole;
6-Chloro-2-{4-[3-(3-[l,2,3]triazol-l-yl-
rropyl)-phenoxymethyl]-oxazol-2-yl}-lHindole; and
2-{4-[3-(3-[l,2,3]Triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-5-
trifluoromethoxy- lH-indole. Another embodiment are the compounds of
formula I, wherein R1 is hydrogen, halogen, or -O-alkyl; said alkyl being
optionally substituted one or several times 



by fluorine; R2 is hydrogen;G is -S-; V is -O-; W is -CH2-, -O- or -S(O)-;
X is =CH-; and ring B is 1,4-phenylene. Such compounds are for example:
5-Chloro-2-{4-[4-(4-[l
>2,3]triazol-l-yl-butyl)-phenoxymethyl]-thiazol-2-yl}-lHindole;
5-Chloro-2-{4-[4-(2-[l
2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-thiazol-2- yl}-lH-indole; and
5-Chloro-2-{4- [4-(2- [1,2,3] triazol- 1-yl-ethanesulfinylmethyl)
-phenoxymethyl] - thiazol-2-yl} -lH-indole. Still another embodiment are
the compounds of formula I, wherein V is -S(O)2-. Yet another embodiment
are the compounds of formula I, wherein R1 is hydrogen, halogen, or
-O-alkyl; said alkyl being optionally substituted one or several times by
fluorine; R2 is hydrogen; G is -O-;V is -S(O) 2-; W is -CH2-; X is =CH-;
and ring B is 1,4-phenylene. Such compounds are for example: 5-Fluoro-2-{4-
[4-(4- [l,2,3]triazol-l-yl-but)d)-benzenesulfonylmethyl] -oxazol-2-
yl}-lH-indole;
2-{4-[4-(4-[l,2,3]Triazol-l-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-yl}-5
- trifluoromethoxy-lH-indole. 



Another embodiment are the compounds of formula I, wherein V is -O- or
-NH-. Still another embodiment are the compounds of formula I, wherein V is
-NH-. Still another embodiment are the compounds of formula I, wherein R1
is hydrogen, halogen, -O-alkyl, -S-alkyl, or alkyl; all alkyl groups being
optionally substituted one or several times by fluorine; R2 is hydrogen,
halogen or alkyl; said alkyl being optionally substituted one or several
times by fluorine;G is -O-; V is -NH-; W is a single bond or -CH2. and X is
=CH- or =N-. Yet another embodiment are the compounds of formula I, wherein
R1 is hydrogen, halogen, or -O-alkyl; said alkyl being optionally
substituted one or several times by fluorine; R2 is hydrogen; G is -O-; V
is -NH-; W is -CH2-; X is =CH-; and ring B is 1,4-phenylene. Such compounds
are for example:
[2-(6-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)- 



phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)- phenyl] -amine;
[4-(4-[l,2,3]Triazol-l-yl-butyl)-phenyl]-[2-(5-trifluoromethox7-lH-indol-2-
yl)- oxazol-4-ylmethyl] -amine;
[2-(6-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)- phenyl] -amine; and
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)- phenyl] -amine. Another embodiment are the compounds of formula I,
wherein R1 is hydrogen, halogen, or -O-alkyl; said alkyl being optionally
substituted one or several times by fluorine; R2 is halogen or alkyl; said
alkyl being optionally substituted one or several times by fluorine; G is
-O-; V is -NH-; W is -CH2- ; X is =CH-; and ring B is 1,4-phenylene. Such
compounds are for example:
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4-[l,2,3]triazo
l-lyl- butyl) -phenyl] -amine;
[2-(6-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4-[l,2,3]triazo
l-lyl- butyl) -phenyl] -amine;
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4-[l,2,3]triazo
l-lyl- butyl) -phenyl] -amine; [2-(5-Chloro-
lH-indol-2-yl)-oxazol-4-ylmethyl] - [4-(4- [1,2,3] triazol-1-yl-butyl)-
3-trifluoromethyl-phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)-3- 



trifluoromethyl-phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4-[l,2,3]triazo
l-l-ylbutyl) -phenyl] -amine;
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4-[l
>2,3]triazol-lyl- butyl) -phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[2-fluoro-4-(4-[l,2,3]triazo
l-l-ylbutyl) -phenyl] -amine; and
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[2-fluoro-4-(4-[l,2,3]triazo
l-lyl- butyl)-phenyl] -amine. Still another embodiment are the compounds of
formula I, wherein R1 is hydrogen, halogen, or -O-alkyl; said alkyl being
optionally substituted one or several times by fluorine; R2 is hydrogen; G
is -O-; V is -NH-; W is a single bond;X is =CH-; and ring B is
1,3-phenylene. Such compounds are for example:
[2-(6-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[l,2
3]triazol-l-ylpropyl) -phenyl] -amine; and
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[l,2,3]triazol-l-yl-pr
opyl)- phenyl] -amine. Still another embodiment are the compounds of
formula I, wherein R1 is hydrogen, halogen, or -O-alkyl; said alkyl being
optionally substituted one or several times by fluorine; 



R2 is hydrogen; G is -O-; V ' is -NH-; W is -CH2- ; X is =N-; and ring B is
2,5-pyridindiyl or 3,6-pyridindiyl. Such compounds are for example:
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[6-(4-[l,2
53]triazol-l-yl-butyl)- pyridin-3-yl] -amine;
and[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[5-(4-[l,2,3]triazol-l-yl
-butyl)- pyridin-2-yl] -amine. Still another embodiment are the compounds
of formula I, wherein R1 is halogen, -O-alkyl or alkyl; all alkyl groups
being optionally substituted one to three times by fluorine; R2 is
hydrogen, halogen or alkyl; the alkyl group being optionally substituted
one to three times by fluorine; V is -O-, -NH- or -S(O)2-; and W is a
single bond, -CH2-, -O-, -S(O)- or -S(O) 2- . Still another embodiment are
the compounds of formula I, wherein R1 is halogen or -O-alkyl; the alkyl
group being substituted one to three times by fluorine; R2 is hydrogen,
halogen or alkyl; the alkyl group being optionally substituted one to three
times by fluorine; V is -O-, -NH- or -S(O)2- ; and W is a single bond,
-CH2-, -O-, -S(O)- or -S(O) 2- . Still another embodiment of the invention
is a process for the manufacture of the compounds of formula I , wherein(a)
the compound of formula VI formula VI, wherein W, X, R2and ring Bhave the
significance as given in formula I above, is reacted with a compound of
formula V 



formula V, wherein R1 and G have the significance given above for formula
I, to give the respective compound of formula I, wherein V is -O-, and
which are named Ia. wherein R1, R2 ,W, X, G and ring Bhave the significance
given above for formula I and V is -O-; (b) said compound of formula Ia is
isolated from the reaction mixture, and (c) if desired, converted into a
pharmaceutically acceptable salt.Still another embodiment of the invention
is a process for the manufacture of the compounds of formula I, wherein (a)
the compound of formula XIII formula XIII, wherein R2 ,W, X and ring B have
the significance as given in formula I above, is reacted first with a
compound of formula V formula V, wherein R1 and Ghave the significance
given above for formula I,to give the respective compound of formula XIV,
formula XIV, wherein R1, R2 ,W,X, G and ring Bhave the significance given
above for formula I ; (b) the BOC-protecting group of said compound of
formula XIV is cleaved to give the respective compound of formula Ib,
wherein V is -NH- and which are named Ib; formula Ib, wherein R1, R2 ,W,X,
G and ring Bhave the significance given above for formula I and V is -NH-;
(c) said compound of formula Ib is isolated from the reaction mixture, and
(d) if desired, converted into a pharmaceutically acceptable salt. The
derivatives of the general formula I or a pharmaceutically acceptable salt
thereof, may be prepared by any process known to be applicable for the
preparation of chemically-related compounds by the one skilled in the art.
Such processes, when 



used to prepare the indole derivatives of formula I, or a
pharmaceuticallyacceptable salt thereof, are provided as a further feature
of the invention and are illustrated by the following representative
examples of scheme 1 to 3, in which, unless otherwise stated R1, R2, G, V,
W and X have the significance given herein before. Necessary starting
materials may be obtained by standard procedures oforganic chemistry. The
preparation of such starting materials is described within the accompanying
examples. Alternatively necessary starting materials are obtainable by
analogous procedures to those illustrated which are within the ordinary
skill of an organic chemist. Scheme 1: The manufacture of the compounds of
formula I varies according to the nature of "V" in formula I. The compounds
of the present invention wherein "V" is -O- can be prepared according to
scheme 1, and are named Ia. Scheme 1 In scheme 1, G, W, X, R1 and R2 have
the significance as given above for formula I . A method for the synthesis
of the compounds of formula Ia starts from the indoles of formula II. Step
1 of the reaction sequence (scheme 1) is the carboxylation of indoles of
formula II in the 2-position, using methods well known to someone skilled
in the art. For this purpose indoles are e.g. first N-carboxylated by
treatment with tt-butyllithium and carbon dioxide and then subsequently
carboxylated at the 2-position by treatment with tert-butyllithium and
carbon dioxide. Aqueous workup yields the corresponding carboxylic acids of
formula II. Such reactions are typically carried out in solvents like
tetrahydrofuran (THF) or -hexanes at temperatures between -78 0C and
300C.In step 2, scheme 1 the obtained compounds of formula III are
converted into their corresponding amides of formula IV, using methods well
known to someone skilled in the art, e.g. by activating the carboxylic
group in said compounds of formula III with oxalyl chloride or other
activating reagents in solvents like THF, dichloromethane,
N,N-dimethylformamide (DMF) and mixtures thereof at temperatures varying
from -30 0C to 40 0C. The addition of aqueous ammonia yields the amides of
formula IV. 



In order to obtain the compounds of formula Ia wherein "G" is sulfur, the
carboxamides of formula IV need to be converted into the corresponding
thioamides, e.g. by reaction with phosphorous pentasulfide in a solvent
like THF or dioxane, preferably at reflux temperature (step 3). On the
other hand, in order to obtain the compounds of formula Ia wherein "G" is
oxygen, this reaction step is omitted and the compounds of formula IV are
immediately reacted with 1,3- dichloro-propan-2-one (step 4) to give the
corresponding chlorides of formula V. With step 4, scheme 1 the chlorides
of formula V are synthesized using commonly known methods. The amides of
formula IV and 1,3-dichloroacetone are subjected to a
condensation/dehydration sequence yielding the compounds of formula V.
Typical solvents for reactions of this kind are toluene, benzene, DMF,
acetone and chloroform. If desired the reaction can be carried out under
solvent free conditions. The reaction temperatures may vary from 500C to
15O0C. The derivatives of formula Ia can be obtained by reactions well
known to someone skilled in the art, e.g. by alkylation of compounds of
formula VI with compounds of formula V according to step 5 scheme 1. The
alkylation can be carried out in the presence of potassium iodide or sodium
iodide in solvents like DMF, methanol, ethanol, isopropanol and 2-butanone.
Typical bases for this reaction are sodium methylate, sodium hydride,
lithium diisopropyl amide or cesium carbonate. The reaction temperatures
may vary from 500C to 1500C. The phenolic intermediates of formula VI,
wherein W is -O-, -S-, -S(O)- or -S(O)2, may be prepared by reaction of a
compound of formula VII with a compound of formula VIIIformula VII formula
VIII, wherein A denotes a suitable protecting group as defined below, Y
denotes a thiol group and Z denotes a suitable leaving group as defined
below, optional oxidation of the obtained thioether to yield a sulfoxide or
a sulfone, and subsequent removal of the protecting group A. 



or alternatively A denotes a suitable protecting group as defined below,
and one ofYor Z denotes a hydroxy group, while the other denotes a suitable
leaving group E as defined below, and subsequent removal of the protecting
group A. The corresponding aniline derivatives, wherein the hydroxy group
on the phenyl is replaced by an amino group, can be prepared analogously
from the corresponding nitrophenyl compounds with subsequent reduction,
e.g. by catalytic hydrogenation with hydrogen/Palladium, to the aniline
derivative. Reactions of compounds of formula VII with compounds of formula
VIII are well known in the art. Typically, such alleviation reaction may be
carried out in solvents like dimethylformamide (DMF), methanol, ethanol and
isopropanol. Typical basesfor this reaction are alkaline carbonates, sodium
methylate, sodium hydride or lithium diisopropyl amide. The reaction
temperatures may vary from 200C to 1500C. Other preferred alkylation
procedures make use of alkaline carbonates as bases in solvents like
ketones, for example cesium carbonate in butanone at reflux temperature, or
sodium hydride in DMF at room temperature. Suitable leaving groups Y are
those typically used in alkylation reactions and well known to the skilled
artisan. Examples of such leaving groups are, among others, the anions of
halogens, especially iodide, bromide or chloride, p-toluenesulfonate
(tosylate), methanesulfonate (mesylate), trifluoromethansulfonate
(triflate) or the azido group. The hydroxy protecting group A as mentioned
herein is a conventional protecting group as known by the skilled artisan.
Examples are tert-butoxycarbonyl (boc), propen-3-yl (allyl),
triphenylmethyl (trityl) and silyl groups, e.g. tert.-butyldimethyl- silyl,
triisopropyl-silyl. Removal of a protecting group on a hetero atom depends
on the nature of such group. Typical examples are the removal of a trityl
group under acidic conditions, for example with aqueous formic acid in
tetrahydrofuran (THF) under reflux or the removal of a tert-butoxycarbonyl
group with trifluoroacetic acid in 



dichloromethane at room temperature or the removal of a substituted silyl
group with tetrabutylammonium fluoride in aqueous THF at room temperature.
An allyl group can smoothly be removed by treating the substrate with
catalytic amounts of a palladium complex, e.g. Pd(PPhs) 4 in
dichloromethane in the presence of an allylacceptor such as
1,3-dimethylbarbituric acid. Scheme 2: The compounds of the present
invention wherein "V" is -NH-, and W is a single bond or -CH2- can be
prepared according to scheme 2, and are named Ib.Scheme 2 In scheme 2, G,
X, R1 and R2 have the significance as given above for formula I,W is a
single bond or -CH2-, M represents BR2, ZnHaI or SnR3 wherein Hal is
halogen like bromine or iodine and R is alkyl or aryl, or the residues R in
BR2 form together with the boron atom, to which they are attached a
polycyclic ring system (e.g. BR2 can represent
9-Bora-bicyclo[3.3.1]non-9-yl or benzo[l,3,2]dioxaborol-2-yl). A method for
the synthesis of compounds of formula Ib starts from nitro-derivatives of
formula IX. Step 1 of the reaction sequence represents the conversion into
amino-derivatives of formula X, using methods well known to someone skilled
in the art. For this purpose compounds of formula IX are e.g. hydrogenated
in the presence of a palladium catalyst in solvents like methanol or acetic
acid at temperatures varying from 300C to 1000C. Other commonly used
methods employ Sn/HCl, Zn/AcOH or lithium aluminum hydride. In step 2 of
the reaction sequence a suitable protecting group is introduced into
compounds of formula X to produce N-protected derivatives of formula XI,
using methods well known to someone skilled in the art. Typically compounds
of formula X are treated with di-tert-butyl dicarbonate in the presence of
base. Typical bases for this reaction are lithium hexamethyldisilazide,
lithium diisopropylamide or sodium hydride. Typically solvents like THF or
DMF are used at temperatures varying from -78C to 40 0C in this reaction.
In step 3, scheme 2 of the reaction sequence compounds of formula XI are
reacted with organometallic intermediates of formula XII in a cross
coupling reaction,using methods well known to someone skilled in the art.
Typically a Suzuki cross 



coupling strategy was employed for the synthesis of compounds of formula
XIII. For this purpose, compounds of formula XII were generated by
hydroboration of the corresponding terminal olefins with 9-BBN
(9-Borabicyclo[3.3.1]nonane), catechol borane (benzo[l,3,2]dioxaborol) or
the like in solvents like THF or DMF at temperatures varying from -300C to
1000C. This solution is typically added to a solution of compounds of
formula XI in the presence of a palladium catalyst and a base. Typically
used catalysts are Pd(PPh 3)4 (Ph3P)2PdCl2 or Pd(dppf)Cl 2. Typically used
bases are sodium carbonate, cesium carbonate or sodium hydroxide in
mixtures of e.g. THF or DMF and water. Temperatures vary from -30 to 100
0C. In case X is =C- an alternative route can be followed starting from the
commercially available 4-(4-nitrophenyl)-l-butanol, wherein the hydroxy!
group is activated as a leaving group e.g. with methylsulfonyl chloride to
yield the corresponding methylsulfonate. Then this intermediate is reacted
with lH-[l,2,3]triazole in an alkylation reaction (analogously to step5 in
scheme 1). The resulting l-[4-(4-Nitrophenyl)- butyl]-lH-[l,2,3]triazole is
reduced to the corresponding aniline (see step 1 this scheme) and the amine
is protected e.g. by a BOCprotecting group (see step 2 this scheme) to give
the [4-(4-[l,2,3]Triazol-l-yl-butyl)-phenyl]-carbamic acid tert-butyl
ester. Then the reaction sequence is carried on with step 4. In case X is
=N- the compounds of formula XI can be alternatively reacted with 1-
But-3-ynyl-lH-[l,2,3]triazole in a Sonogashira cross-coupling reaction in
the presence of catalytic amounts of copper iodide and a palladium complex,
e.g. Pd(PPh ) Pd(PPh 3)2Cl2 or the like. The reaction is carried out in the
presence of a base like triethyl amine, diisopropyl amine, isopropyl amine,
piperidine, morpholine or pyrrolidine and in solvents like THF, DMF or
mixtures thereof at temperatures varying from 200C to 1000C yielding the
corresponding alkynes which are subsequently reduced to the compounds of
formula XIII Preferably, as reduction reaction a catalytic hydrogenation is
performed using catalytic species like palladium on activated charcoal,
nickel or platinum. The reaction is typically carried out at temperatures
between 00C and 5O0C, at hydrogen pressures between 1 



to 4 atm in solvents like methanol, ethanol, tetrahydrofuran, acetone,
ethyl acetate or mixtures thereof.In step 4, scheme 2 the protected aniline
derivatives of formula XIV can be obtained by reactions well known to
someone skilled in the art, e.g. by alkylation of the protected anilines of
formula XIII with compounds of formula V (see scheme 1). Typically the
alkylation is carried out in solvents like DMF, THF, methanol, ethanol and
isopropanol. Typical bases for this reaction are sodium hydride, sodium
methylate, or lithium diisopropyl amide. The reaction temperatures may vary
from -300C to 15O0C. In step 5, scheme 2 compounds of formula Ib are
generated by deprotection of compounds of formula XIV. Deprotection is
achieved by reactions well known to someone skilled in the art, e.g. acid
treatment of compounds of formula XIV. Typically used acids include
trifluoroacetic acid, acetic acid or hydrochloric acid in solvents like
dichloromethane, chloroform or the like at temperatures between - 30C and
1000C. Scheme 3: The compounds of the present invention, wherein "V" is
-SO2- and W is a single bond or -CH -, can be prepared according to scheme
3, and are named Ic. Scheme 3 In scheme 3, G, X, R1 and R2 have the
significance as given above for formula I, W is a single bond or -CH -, M
represents BR2, ZnHaI or SnR wherein Hal is halogen like bromine or iodine
and R is alkyl or aryl, or the residues R in BR2 form together with the
boron atom, to which they are attached a polycyclic ring system (e.g. BR2
can represent 9-Bora-bicyclo[3.3.1]non-9-yl or
benzo[l,3,2]dioxaborol-2-yl). A method for the synthesis of compounds of
formula Ic starts from sulfinic acid saltsof formula XV. Step 1 of the
reaction sequence involves the alkylation of sulfinates of formula XV using
methods well known to someone skilled in the art. Typically compounds of
formula V (see scheme 1) and compounds of formula XV are heated in solvents
like DMF, dimethylsulfoxide (DMSO) or the like at temperatures varying from
30 0C to 130 0C to yield compounds of formula XVI. The intermediates of
formula XVI are also an objective of the invention. 



In step 2, scheme 3 of the reaction sequence compounds of formula XVI are
reacted with organometallic intermediates of formula XII in a cross
coupling reaction, using methods well known to someone skilled in the art.
Typically a Suzuki cross coupling strategy is employed for the synthesis of
compounds of formula Ic. For this purpose, compounds of formula XII are
generated by hydroboration of the corresponding terminal olefins with 9-BBN
(9-Borabicyclo[3.3.1]nonane), catechol borane (benzo[ 1,3,2] dioxaborol) or
the like in solvents like THF or DMF at temperatures varying from -300C to
1000C. This solution is typically added to a solution of compounds of
formula XVI in the presence of a palladium catalyst and a base. Typically
used catalysts are Pd(PPh 3)4, (Ph3P)2PdCl2 or Pd(dppf)Cl 2. Typically used
bases are sodium carbonate, cesium carbonate or sodium hydroxide in
mixtures of e.g. THF or DMF and water. Temperatures vary from -30 to 100
0C. The compounds according to the present invention may exist in the form
of their pharmaceutically acceptable salts. The term "pharmaceutically
acceptable salt" refers to conventional acid-addition salts that retain the
biological effectiveness and properties of the compounds of formula I and
are formed from suitable non-toxic organic or inorganic acids. Sample
acid-addition salts include those derived from inorganic acids such as
hydrochloric acid, hydrobromic acid, hydroiodic acid, sulfuric acid,
sulfamic acid, phosphoric acid and nitric acid, and those derived from
organic acids such as p-toluenesulfonic acid, naphthalenesulfonic acid,
naphthalenedisulfonic acid, methanesulfonic acid, ethanesulfonic acid and
the like. The chemical modification of a pharmaceutical compound (i.e. a
drug) into a salt is a technique well known to pharmaceutical chemists to
obtain improved physical and chemical stability, hygroscopicity,
flowability and solubility of compounds. See, e.g., Stahl, P. H., and
Wermuth, G., (editors), Handbook of Pharmaceutical Salts,Verlag Helvetica
Chimica Acta (VHCA), Zurich, (2002) or Bastin, R.J., et al, Organic Proc.
Res. Dev. 4 (2000) 427-435. Preferred are the pharmaceutically acceptable
salts, which are formed with ptoluenesulfonic acid, naphthalenesulfonic
acid, naphthalenedisulfonic . acid, methanesulfonic acid and hydrochloric
acid. 



The compounds of formula I can contain one or several chiral centers and
can then be present in a racemic or in an optically active form. The
racemates can be separated according to known methods into the enantiomers.
For instance, diastereomeric salts which can be separated by
crystallization are formed from the racemic mixtures by reaction with an
optically active acid such as e.g. D- or Lcamphorsulfonic acid.
Alternatively separation of the enantiomers can also be achieved by using
chromatography on chiral HPLC-phases which are commercially available. The
compounds of formula I and their pharmaceutically acceptable salts possess
valuable pharmacological properties. It has been found that said compounds
inhibit the HER-signalling pathway and show anti-proliferative activity.
Consequently the compounds of the present invention are useful in the
therapy and/ or prevention of illnesses with known over-expression of
receptor tyrosine kinases of the HERfamily like HER-2 and EGFR (HER-I),
especially in the therapy and / or prevention of illnesses mentioned above.
The activity of the present compounds as HERsignalling pathway inhibitors
is demonstrated by the following biological assay: CellTiter-Glo(tm) assay
in HEK293 cells The CellTiter-Glo(tm) Luminescent Cell Viability Assay
(Promega) is a homogeneous method of determining the number of viable cells
in culture based on quantitation of the ATP present, which signals the
presence of metabolically active cells. HEK293 cells (human embryonic
kidney cell line transformed by Adenovirus 5 fragments, ATCC-No. CRL 1573)
were cultivated in Dulbecco's Modified Eagle Medium (DMEM) with
Glutamax(tm) (Invitrogen, 31966-021), 5% Fetal Calf Serum (FCS, Sigma
Cat-No. F4135 (FBS)), lOOUnits/ml penicillin / lOOmg/ml streptomycin (=
Pen/Strep from Invitrogen Cat. No. 15140). , For the assay the cellswere
seeded in 384 well plates, 5000 cells per well, in the same medium. The
next day the test compounds were added in various concentrations ranging
from 3 mM to 0.00015 mM (10 concentrations, 1:3 diluted). After 7 days the
CellTiter-Glo(tm) assay was done according to the instructions of the
manufacturer (CellTiter-Glo(tm) Luminescent Cell Viability Assay, from
Promega). In brief: the cell-plate was 



equilibrated to room temperature for approximately 30 minutes and than the
CellTiter-Glo(tm) reagent was added. The contents were carefully mixed for
15 minutes to induce cell lysis. After 45 minutes the luminescent signal
was measured in Victor 2, (scanning multiwell spectrophotometer, Wallac).
Details: - Medium: Dulbecco's Modified Eagle Medium (DMEM) with
Glutamax(tm) (Invitrogen, 31966-021), 5 % Fetal Calf Serum (FCS, Sigma
Cat-No. F4135 (FBS)), Pen/Strep (Invitrogen Cat. No. 15140). - HEK293
(ATCC-No. CRL 1573) : 5000 cells in 60 ml per well of 384 well plate
(Greiner 781098, white plates) - Incubate 24 h at 37C, 5% CO2 2. day:
Induction (Substance testing): In general the dilution steeps are 1:3 a)
Add 8 ml of 10 mM stock solution of compound to 72 ml DMSO b ) dilute 9x
1:3 (always 30 ml to 60 ml DMSO) in this DMSO dilution row (results in 10
wells with concentrations from 1000 mM to 0.06 mM) c) dilute each
concentration 1: 4.8 (10 ml compound dilution to 38 ml medium) d) dilute
each concentration 1: 10 (10 ml compound dilution to 90 ml medium) e) add
10 ml of every concentration to 60 ml medium in the cell plate -resulting
in final concentration of DMSO : 0.3 % in every well and resulting in final
concentration of compounds from 3 mM to 0.00015 mM - Incubate 168 h (7
days) at 37C, 5% CO2Analysis: - Add 30 ml CellTiter-Glo(tm) Reagent/well, -
shake 15 minutes at room temperature incubate further 45 minutes at room
temperature without shaking. Measurement : Victor 2 scanning multiwell
spectrophotometer (Wallac), Luminescence mode - Determine IC50 with XL-fit
(XLfit software (ID Business Solution Ltd., 



Guilford, Surrey, UK)). With all compounds a significant inhibition of
HEK293 cell viability was detected, which is exemplified by the compounds
shown in Table 1. Results: Table 1 In vivo assay on tumor inhibition: To
generate primary tumors, Non-Small-Cell Lung Cancer (NSCLC) (e.g. Calu-3
(ATTC HTB-55) or A549 (ATTC CCL-185)) cells (4-5.OxIO6 in a volume of
lOOml) are injected subcutaneously into the left flank of female SCID beige
(Severe Combined Immunodeficient / beige mice available from Charles River,
Sulzfeld, Germany) or BALB/c nude (BALB/c Nude Spontaneous Mutant Mice
(homozygotes) available from Taconic Europe, Ry, Denmark) mice. The cells
are thawed and expanded in vitro before use in the experiment. Mice are
assigned to the treatment groups 14-21 days after cell injection. For
grouping (n = 10-15 mice per group), the animals are randomized to get a
similar mean primary tumor volume of ca. 100-150 mm3 per group. The test
compounds are administered orallyonce per day as a suspension in 7.5%
gelatine 0.22% NaCl with an administration volume of 10 ml/kg based on
actual body weights. Treatment is initiated one day after staging, and
carried out until day 20-50, the final day of the study. The subcutaneous
primary tumors are measured twice weekly, starting prior to randomisation,
in two dimensions (length and width) using an electronic caliper. The
volume of the primary tumor is calculated using the formula: V[mm3] =
(length [mm] x width [mm] x width [mm])/2. In addition, the body weight of
all animals is recorded at least twice weekly. Finally, at the end of the
study the tumors are explanted and weighed. The compounds according to this
invention and their pharmaceutically acceptable salts can be used as
medicaments, e.g. in the form of pharmaceutical compositions. 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 effected rectally, e.g. in the form of suppositories, or parenterally,
e.g. in the form of injection solutions. 



The above-mentioned pharmaceutical compositions can be obtained by
processing the compounds according to this invention with pharmaceutically
inert, inorganic or organic carriers. Lactose, corn starch or derivatives
thereof, talc, stearic acids or it's salts and the like can be used, for
example, as such carriers for tablets, coated tablets, dragees and hard
gelatine capsules. Suitable carriers for soft gelatine capsules are, for
example, vegetable oils, waxes, fats, semi-solid and liquid polyols and the
like. Depending on the nature of the active substance no carriers are,
however, usually required in the case of soft gelatine capsules. Suitable
carriers for the production of solutions and syrups are, for example,
water, polyols, glycerol, vegetable oil and the like. Suitable carriers for
suppositories are, for example, natural or hardened oils, waxes, fats,
semi-liquid or liquid polyols and the like. The pharmaceutical compositions
can, moreover, contain preservatives, solubilizers, stabilizers, wetting
agents, emulsifiers, sweeteners, colorants, fiavorants, salts for varying
the osmotic pressure, buffers, masking agents or antioxidants. They can
also contain still other therapeutically valuable substances.
Pharmaceutical compositions comprise e.g. the following:a) Tablet
Formulation (Wet Granulation): Manufacturing Procedure: 1. Mix items 1, 2,
3 and 4 and granulate with purified water. 2. Dry the granules at 500C. 3.
Pass the granules through suitable milling equipment. 4. Add item 5 and mix
for three minutes; compress on a suitable press. b) Capsule Formulation:
Manufacturing Procedure: 1. Mix items 1, 2 and 3 in a suitable mixer for 30
minutes. 2. Add items 4 and 5 and mix for 3 minutes. 3. Fill into a
suitable capsule.c) Micro suspension 1. Weigh 4.0 g glass beads in custom
made tube GL 25, 4 cm (the beads fill half of the tube). 2. Add 50 mg
compound, disperse with spatulum and vortex. 



3. Add 2 ml gelatin solution (weight beads: gelatin solution = 2:1) and
vortex. 4. Cap and wrap in aluminium foil for light protection. 5. Prepare
a counter balance for the mill. 6. Mill for 4 hours, 20/s in a Retsch mill
(for some substances up to 24 hours at 30/s). 7. Extract suspension from
beads with two layers of filter (100 mm) on a filter holder, coupled to a
recipient vial by centrifugation at 400 g for 2 min. 8. Move extract to
measuring cylinder. 9. Repeat washing with small volumes(here 1 ml steps)
until final volume is reached or extract is clear. 10. Fill up to final
volume with gelatin and homogenise. The above described preparation yields
micro-suspensions of the compounds of formula I with particle sizes between
1 and 10 mm. The suspensions are suitable for oral applications and can be
used in the in vivo assay described above. Medicaments containing a
compound of the present invention or a pharmaceutically acceptable salt
thereof and a therapeutically inert carrier are also an object of the
present invention, as is a process for their production, which comprises
bringing one or more compounds of the present invention and/or
pharmaceutically acceptable salts and, if desired, one or more other
therapeutically valuable substances into a galenical administration form
together with one or more therapeutically inert carriers. In accordance
with the invention the compounds of the present invention as well as their
pharmaceutically acceptable salts are useful in the control or prevention
of illnesses. Based on their HER-signalling pathway inhibition and their
antiproliferative activity, said compounds are useful for the treatment of
diseases such as cancer in humans or animals and for the production of
corresponding medicaments. The dosage depends on various factors such as
manner of administration, species, age and/or individual state of
health.Another embodiment of the invention is a pharmaceutical composition,
containing one or more compounds of formula I together with
pharmaceutically acceptable 



excipients. Still another embodiment of the invention is said
pharmaceutical composition for the inhibition of tumor growth. Still
another embodiment of the invention is the use of a compound of formula I
for the treatment of cancer. Still another embodiment of the invention is
the use of a compound of formula I for the manufacture of corresponding
medicaments for the inhibition of tumor growth. The following examples and
references are provided to aid the understanding of the present invention,
the true scope of which is set forth in the appended claims. It is
understood that modifications can be made in the procedures set forth
without departing from the spirit of the invention. Experimental
Procedures: A: starting materials Preparation of [4-(4-f
l,2,3ltriazol-l-yl-butyl)-phenyll-carbamic acid tert-butyl ester i)
l-[4-(4-Nitro-phenyl)-butyl]-lH-[l,2,3]triazole A solution of
p-nitrophenylbutanol (5g, 25.61 mmol) in ethyl acetate (200 ml) is treated
with methanesulfonyl chloride (3.52g, 30.73 mmol) at 00C. The resulting
suspension is stirred for 30 min at this temperature and for 1 h at room
temperature. The mixture is washed with ice water and brine, dried over Na
SC and evaporated to dryness. The resulting oily residue crystallizes on
cooling yielding 7.62 g of a yellow solid.To a suspension of the mesylate
(6.53 g, 23.9 mmol) in 2-methyl-2-butanol (100 ml) IH- [1,2,3] triazole
(2.46 g, 35.6 mmol), KI (0.392g, 23.6 mmol) and NaOH (1.44 g, 36 mmol) are
added and the mixture stirred for 3 h at room temperature. After
evaporation of the solvent the mixture is taken up in toluene (150 ml) and
washed with water. The toluene layer is evaporated to dryness and the
residue dissolved in ethyl acetate/isopropyl ether (2/1, 15 ml) followed by
the addition of methane sulfonic acid (0.3 g). After stirring for Ih at
room temperature the 



resulting precipitate is filtered, washed with ethyl acetate/isobutyl ether
(1:1) and dried yielding l-[4-(4-nitro-phenyl)-butyl]-lH-[l,2,3]triazole
methanesulfonate as a yellow solid which can b e used without further
purification. Yield 3.5 g (55.5 %) MS: M = 246.2 (API+) 1H-NMR (400 MHz,
CDClO: 1.67 (m, 2H), 1.96 (m, 2H), 2.76 (t, 2H), 4.43 (t, 2H), 7.30 (d,
2H), 7.55 (s, IH), 7.70 (s, IH), 8.12 (d, 2H) ii) 4-(4- [1,2,3] Triazol-
1-yl-butyl) -phenylamine l-[4-(4-Nitro-phenyl)-butyl]-lH-[l,2,3]triazole
(2.89 g, 11.74 mmol) is hydrogenated in a mixture of methanol/THF (1:1, 50
ml) in the presence of palladium on charcoal (10 %, 0.5 g) for 5 h. After
filtration solvents are removed in vacuo yielding
4-(4-[l,2,3]triazol-l-yl-butyl)-phenylamine as a yellow gum. Yield 2.03 g
(80 %) MS: M = 217.3 (API+) 1H-NMR (400 MHz, CDCU) : 1.62 (m, 2H), 1.91 (m,
2H), 2.63 (t, J = 7.5 Hz, 2H), 4.38 (t, J = 7.0 Hz, 2 H), 7.15 (d, J = 8.3
Hz, 2H), 7.41 (d, J = 8.3 Hz, 2H), 7.52 (s, IH), 7.69 (s, IH) iii) [4- (4-
[1,2,3] Triazol- l-yl-butyl)-phenyl]-carbamic acid tert-butyl ester To a
solution of 10.0 g (46.2 mmol) 4-(4-[l,2,3]triazol-l-yl-butyl)-phenylamine
in 100 ml THF were added at O0C 92.5 ml of a 1 M solution of
bis-trimethylsilyl lithiumamide in THF and thereafter at room temperature a
solution of 9.08 g (41.6 mmol) di-tert-butyl dicarbonate in THF. After
stirring for 30 min, the mixture wasquenched with ammonium chloride
solution and extracted with ethyl acetate. The extract was dried,
evaporated and the residue purified on silica. Elution with ethyl acetate
yielded 12.0 g (82 %) title compound as slightly yellow crystals. MS: M
317.3 (API+) 1H-NMR (400 MHz, CDCM : 1.62 (m, 2H), 1.51 (s, IH), 1.91 (m,
2H), 2.59 (t, 2H), 4.37 (t, 2 H), 6.57 (s, IH), 7.05 (d, 2H), 7.27 (d, 2H),
7.49 (s, IH), 7.68 (s, IH) Preparation of 4-(2- [1,2,31Triazol-
1-yl-ethoxymethyl)-phenol i) 1-Allyloxy-4-chloromethyl-benzene 7.67 g (67.0
mmol) methanesulfonyl chloride were given at 00C to a solution of 



10.0 g (60.9 mmol) (4-allyloxy-phenyl)-methanol and 9.34 ml (67.0 mmol)
triethylamine in 35 ml dichloromethane and stirred at r.t. overnight. The
mixture was poured in ice water, extracted with dichloromethane and the
organic phase dried over Na2SO . After removal of solvents the residue was
purified by chromatography on silica gel (ethyl acetate/n-heptane 1:5) to
yield 3.12 g (28%) pale yellow oil. 1H-NMR^OOMHz, [DgI-DMSO): d= 4.57(m,
2H, OCH 2), 4.72(s, 2H, CH2Cl), 5.26(d, IH, =CH 2), 5.39(d, IH, =CH 2),
6.04(m, IH, CH=CH 2), 6.95(d, 2H, 2'-/6'- H), 7.35(d, 2H, 3'-/5'-H). ii) 1-
[2-(4-Allyloxy-benzyloxy)-ethyl] -IH-[1 ,2,3] -triazole 197 mg (8.21 mmol)
95% sodium hydride were given at -500C to a solution of 1.00 g (5.47 mmol)
l-allyloxy-4-chloromethyl-benzene and 619 mg (5.47 mmol) 2-(1H-
[l,2,3]-triazol-l-yl)-ethanol in 9.0 ml DMF. The mixture was allowed to
warm slowly to r.t., stirred overnight and 10 ml water was added. The
formed oil was collected with 10 ml dichloromethane, the aqueous phase
extracted with 10 ml dichloromethane and the combined organic phases dried
over Na SO . Solvents were removed in vacuum and the residue purified by
chromatography on silica gel (ethyl acetate / heptane 1:1) to yield 1.10 g
(78%) yellow oil.MS: M = 260.3 (API+), 258.3 (API-). 1H-NMR^OOMHz.
TDgI-DMSO): d= 3.79(t, 2H, CH2-CH2-triazole), 4.39(s, 2H, OCH 2Ph),
4.54-4.59(m, 4H, OCH 2-vinyl, CH2-triazole), 5.25(d, IH, =CH 2), 5.38(d,
IH, =CH 2), 6.06(m, IH, CH=CH 2), 6.89(d, 2H, 2'-/6'-H), 7.15(d, 2H,
3'-/5'-H), 7.16(s, IH, triazole), 8.08(s, IH, triazole). iii)
4-(2-[l,2,3]Triazol-l-yl-ethoxymethyl)-phenol A solution of 500 mg (1.93
mmol) l-[2-(4-allyloxy-benzyloxy)-ethyl]-lH-[l,2,3]- triazole in 10 ml
dichloromethane was added to a solution of 904 mg (5.79 mmol)
1,3-dimethylbarbituric acid and 58 mg (0.05 mmol) Pd(PPh 3)4 in 20 ml
dichloromethane and stirred for 4.5 h at 400C. The mixture was extracted
with 3 x 20 ml sat. NaHCO 3-solution and 8 ml water and the combined
aqueous phases were reextracted with 2 x 10 ml dichloromethane. The organic
extracts were 



combined and dried over MgSO4. Solvents were distilled off and the residue
purified by chromatography on silica gel (ethyl acetate) to yield 248 mg
(59%) of the title compound. 1H-NMR^OOMHz, [DgI-DMSO): d= 3.77(t, 2H,
CH2-CH 2-triazole), 4.33(s, 2H, OCH 2Ph), 4.56(t, 2H, CH2-triazole),
6.69(d, 2H, 2'-/6'-H), 7.03(d, 2H, 3'-/5'-H), 7.11(s, IH, triazole),
8.07(s, IH, triazole), 9.37(s, IH, PhOH). Preparation of 4- (2- [1,2,31
Triazol- l-yl-ethanesulfinylmethyl)- rhenol i)
(4-Allyloxy-phenyl)-methanethiol A mixture of 2.00 g (10.9 mmol)
l-allyloxy-4-chloromethyl-benzene and 917 mg (12.1 mmol) thiourea in 3.0 ml
ethanol was heated to reflux for 7 h. Solvents were distilled off and the
crystalline residue was washed with cold ethanol and isolated by
filtration. After addition of 2.5 ml ethanol, 1.0 ml water and 0.7 ml 25%
aqueous ammonia, the mixture was heated to reflux for 1 h. Ethanol was
distilled off, then acidified with 0.5 ml half cone. HCl and extracted with
ethyl acetate. The solution was dried over MgSO4 and solvents were removed
in vacuo to yield 1.59 g (81%) colourless oil, which was used
immediately.1H-NMRUOOMHZ, [DgI-DMSO): d= 2.75 (s, IH, SH), 3.68(s, 2H,
CH2SH), 4.54(m, 2H, OCH2-vinyl) , 5.26(d, IH, =CH 2), 5.38(d, IH, =CH 2),
6.05(m, IH, CH=CH 2), 6.89(d, 2H, 2'-/6'-H), 7.24(d, 2H, 3'-/5'-H). ii)
Toluene-4-sulfonic acid 2-[l,2,3]triazol-l-yl-ethyl ester A solution of
12.9 g (66.3 mmol) p-toluenesulfonic acid chloride, 2.03 g (16.6 mmol)
4-(N,N-dimethylamino)-pyridine and 11.2 ml (80.2 mmol) triethylamine in 150
ml dichloromethane was cooled to -100C. A solution of 7.50 g (66.3 mmol) 2-
(lH-[l,2,3]triazol-l-yl)-ethanol in 150 ml dichloromethane was added
dropwise and the mixture stirred overnight at -4C. 170 ml Ice and 170 ml
dichloromethane were added and stirring continued for 10 min. followed by
addition of 3.9 ml cone. HCl. The organic phase was separated, washed with
sat. NaHCCVsolution and brine, dried over Na2SO and solvents distilled off.
Yield 15.3 g (86%) orange crystals. 1H-NMRUOOMHZ, [DgI-DMSO): d= 2.41(s,
3H, CH3), 4.41(t, 2H, CH2-OTos), 



4.67(t, 2H, CH2-triazole), 7.44(d, 2H, Ar-H), 7.65(d, 2H, Ar-H), 7.69(s,
IH, triazole), 8.03(s, IH, triazole). iii) 1-[2-(4-Allyloxy-benzylsulfanyl)
-ethyl] -IH-[1 ,2,3] triazole 1.58 g (6.14 mmol)
(4-allyloxy-phenyl)-methanethiol and 1.64 g (6.14 mmol) toluene-4-sulfonic
acid 2-[l,2,3]triazol-l-yl-ethyl ester were dissolved in 15 ml DMF and
cooled to -300C. 294 mg (12.3 mmol) 95% Sodium hydride were added, the
mixture allowed to warm to r.t. and stirred for 12 h. 10 ml Water were
added and the residue dissolved in dichloromethane. The organic phase was
dried over Na2SO , solvents removed and the remaining material purified by
chromatography on silica gel (ethyl acetate/n-heptane 1:1) to yield 1.33 g
(79%) yellow oil. MS: M = 298.0 (M+Na+, API+). 1H-NMRUOOMHZ, [DgI-DMSO): d=
2.86(t, 2H, CH2-CH2-triazole), 3.65(s, 2H, OCH2Ph), 4.55(m, 4H, OCH2-vinyl,
CH2-triazole), 5.25(d, IH, =CH 2), 5.38(d, IH, =CH 2), 6.05(m, IH, CH=CH
2), 6.90(d, 2H, 2'-/6'-H), 7.22(d, 2H, 3'-/5'-H), 7.73(s, IH, triazole),
8.12(s, IH, triazole).iv) 1- [2- (4-Allyloxy-phenylmethanesulfinyl)-ethyl]
-IH-[1 ,2,3] triazole A solution of 1.86 g (8.29 mmol) 77%
3-chloroperbenzoic acid in 40 ml ethyl acetate was added at -300C within 20
min. to a solution of 1.90 g (6.90 mmol) l-[2-
(4-allyloxy-benzylsulfanyl)-ethyl]-lH-[l,2,3]triazole in 160 ml
dichloromethane and stirred for 1 h. The mixture was allowed to warm to
r.t. washed with sat. NaHCC>3-solution, water and evaporated. The residue
was purified by chromatography on silica gel (ethyl acetate/methanol 5:1)
to give 1.25 g of the title compound as white powder. 1H-NMR^OOMHz, \O
-DMSO): d= 3.11(dt, IH, CH2-CH 2-triazole), 3.32(dt, IH, CH2-CH
2-triazole), 3.94.1(d, IH, SO2CH2Ph), 4.12(d, IH, SO2CH2Ph), 4.56(d, 2H,
OCH 2-vinyl), 4.78(m, 2H, CH2-triazole), 5.26(d, IH, =CH 2), 5.39(d, IH,
=CH 2), 6.02(m, IH, CH=CH 2), 6.95(d, 2H, 2'-/6'-H), 7.22(d, 2H, 3'-/5'-H),
7.75(s, IH, triazole), 8.16(s, IH, triazole). v) 4-(2- [1,2,3 ]Triazol-
1-yl-ethanesulfinylmethyl) -phenol A solution of 1.00 g (3.43 mmol)
l-[2-(4-allyloxy-phenylmethanesulfinyl)-ethyl]- 



lH-[l,2,3]triazole in 60 ml dichloromethane was added to a solution of 1.61
g (10.3 mmol) 1,3-dimethylbarbituric acid and 102 mg (0.09 mmol) Pd(PPh 3)4
in 30 ml dichloromethane and stirred for 5 h at 500C. The mixture was
extracted with 3 x 50 ml sat. NaHCO 3-solution and 20 ml water. The organic
phase was discarded and the aqueous phase acidified with 2M HCl to pH = 4,
concentrated to a volume of 50 ml and adjusted to pH =1. After five
extractions with ethyl acetate, the organic extracts were combined and
dried over MgSO . After evaporation the residue was purified by
chromatography on silica gel (dichloromethane/methanol 100:2) to yield 0.84
g (97%) of the title compound. 1H-NMR^OOMHz, D I-DMSO): d= 3.11(dt, IH,
CH2-CH 2-triazole), 3.29(dt, IH, CH2-CH 2-triazole), 3.90(d, IH, SO2CH2Ph),
4.06(d, IH, SO2CH2Ph), 4.77(m, 2H, CHrtriazole), 6.74(d, 2H, 2'-/6'-H),
7.10(d, 2H, 3'-/5'-H), 7.74(s, IH, triazole), 8.16(s, IH, triazole),
9.49(s, IH, OH).Preparation of l-but-3-enyl-lH-[L23itriazole
lH-[l,2,3]Triazole (10.36 g, 0.15 mol), sodium hydroxide (6 g, 0.15 mol)
and potassium iodide (2.49 g, 0.015 mol) were dissolved in
2-methyl-2-butanol (50 ml) and heated to reflux for 1 h. At this
temperature 4-bromo-but-l-ene (20.25 g, 0.15 mol) in 2-methyl-2-butanol (20
ml) was added dropwise and the resulting mixture was heated at reflux
temperature for 4 h. After removal of the solvent the residue was taken up
in ethyl acetate (100 ml), washed with water (3 x 50 ml), dried over sodium
sulfate and concentrated. The crude product was purified by destination
yielding 0.65 g 2-but-3-enyl-2H-[l,2,3]triazole (b.p. 90-1000C at 10 mbar),
1HNMR (400 MHz, [D6]-DMSO): d= 2.62(q, 2H, CH2-CH=CH 2), 4.48(t, 2H, , CH2-
triazole), 4.97-5.06(m, 2H, CH2-CH=CH2), 5.75(m, IH, CH2-CH=CH 2), 7.75(s,
2H, triazole) and 6.36 g (34 %) l-but-3-enyl- IH-[1, 2,3] triazole (b.p.
106-108 0C at 10 mbar) as a colorless liquid. 1H-NMR (400 MHz, [DgI-DMSO):
d= 2.59(q, 2H, CH2-CH=CH 2), 4.45(t, 2H, CH2-triazole), 5.00-5.06(m, 2H,
CH2-CH=CH 2), 5.76(m, IH, CH2-CH=CH 2), 7.70(s, IH, triazole), 8.10(s, IH,
triazole). Preparation of l-but-3-ynyl-lH-[l,2,3]triazole 



But-3-yn-l-ol (49.57 g, 707.2 mmol) and triethylamine (107.7 mL, 777 mmol,
dried over KOH) were dissolved in dry dichloromethane (500 mL) under a
nitrogen atmosphere and cooled to O0C. Methanesulfonyl chloride (54.8 mL,
708 mmol), dissolved in 500 mL of dry dichloromethane was added within 90
minutes while keeping the temperature below 5 0C. The mixture was stirred
for 3.5 hours at room temperature, then poured onto 2.5 L of ice water. The
organic phase was separated and washed with 2 x 500 mL of water and 1 x 250
mL of brine and dried over sodium sulfate. The volatiles were removed to
yield 94.18 g of the methane sulfonate (631.2 mmol, 89.2 %) as a yellow
liquid. A suspension of NaOH (37.86 g, 946.5 mmol), sodium iodide (94.65 g,
631.5 mmol) and lH-[l,2,3]Triazole (61.03 g, 883.6 mmol) in
2-methyl-2-butanol (750 mL) was refluxed for 1 h under an inert atmosphere.
After cooling to room temperature the methane sulfonate (94.18 g, 631.2
mmol) was added within 5minutes. The resulting suspension was then heated
to reflux for 3 hours, cooled to room temperature and concentrated on a
rotary evaporator at 45 0C. Water (500 mL) and dichloromethane (1 L) were
added and the organic phase was separated, dried over sodium sulfate and
the volatiles removed at 300C. The residue was distilled at 1.5 mbar. A
forerun was collected at 20-700C. The main fraction distilled at 123-129C
as a colourless, turbid liquid. After filtration over Celite 1-
But-3-ynyl-lH-[l,2,3]triazole was obtained as a colourless liquid (29.8 g,
40%). The content according to GC/FID was > 98 % . 1H-NMR (CDCM: d= 2.05
(t, IH, CCH), 2.75 (dt, 2H, CH2-CCH), 4.5 (t, 2H, CH2-triazole), 7.65 (s,
IH, triazole), 7.70 (s, IH, triazole). Preparation of
[5-(4-[l,2,3]triazol-l-yl-butyl)-pyridin-2-yll-carbamic acid tertbutyl
ester i) (5-Iodo-pyridin-2~yl)-carbamic acid tert-butyl ester A solution of
26.72 mL of a 1M solution of bis-trimethylsilyl lithiumamide in THF was
added to a solution of 5-iodo-pyridin-2-ylamine (3 g, 13.36 mmol) in
anhydrous THF (30 ml) at 00C. After warming to r.t. a solution of
di-tert-butyl dicarbonate (2.77 g, 12.69 mmol) in THF was added and
stirring continued for 16 



h. The mixture was quenched with ammonium chloride solution and extracted
with ethyl acetate. The extract was washed with brine, dried over Na SO and
concentrated. The crude product was washed with diethyl ether yielding
(5-iodopyridin- 2-yl)-carbamic acid tert-butyl ester as light orange solid.
Yield 3.45 g, (81 %) MS: M = 264.7 (ESI+, M - 'Bu) 1H-NMR^OOMHz, CDClO: d=
1.55 (s, 9H), 7.84 (d, IH), 7.90 (d, IH), 8.47 (s, IH), 8.49 (s, IH)ii)
[5-(4-[l 2,3]Triazol-l-yl-but-l-ynyl)-pyridin-2-yl]-carbamic acid
tert-butyl (5-Iodo-pyridin-2-yl)-carbamic acid tert-butyl ester (3.45 g,
10.77 mmol) was dissolved in anhydrous THF (30 ml) under an argon
atmosphere and treated with (PPh 3)2Pd(II)Cl 2 (0.6 g, 0.86 mmol) and
copper iodide (0.2 g, 1.1 mmol). To this mixture a solution of
l-but-3-inyl-lH-[l,2,3]triazole (2.1 g, 17.24 mmol) in anhydrous THF (20
ml) is added dropwise at O0C followed by diisopropyl- amine (7.6 ml, 53.88
mmol). After stirring for 6 h at room temperature ethyl acetate (100 mL)
was added, the mixture was washed with water, brine and dried over sodium
sulfate. After removal of the solvents the crude product was purified by
column chromatography on silica gel (dichloro methane/methanol 98:2)
yielding [5-(4- [l,2,3]triazol-l-yl-but-l-ynyl)-pyridin-2-yl]-carbamic acid
tert-butyl ester as light yellow solid (2.35 g, 70 %). MS: M = 314.0 (ESI+)
1H-NMR^OOMHz, CDCl ): d 1.53 (s, 9H), 3.04 (t, 2H), 4.62 (t, 2H), 7.61 (d,
IH), 7.71 (m, 2H), 7.91 (d, IH), 8.05 (s, IH), 8.27 (s, IH) iii)
[5-(4-[l,2,3]Triazol-l-yl-butyl)-pyridin-2-yl]-carbamic acid tert-butyl
ester To a solution of
[5-(4-[l,2,3]triazol-l-yl-but-l-ynyl)-pyridin-2-yl]-carbamic acid
tert-butyl (0.87 g, 2.77 mmol) in THF/methanol (1:1, 30 mL) palladium on
charcoal (10%, 0.25 g) was added and the mixture hydrogenated at room
temperature for 4h. After filtration and evaporation of the solvents [5-(4-
[l >2,3]Triazol-l-yl-butyl)-pyridin-2-yl]-carbamic acid tert-butyl ester
was isolated as light yellow solid (0.84 g, 95 %). 



MS: M = 279 (ESI+, M - 1Bu) 1H-NMR^OOMHz, CDCl : d 1.52 (s, 9H), 1.62 (m,
2H), 1.95 (m, 2H), 2.59 (t, 2H), 4.40 (t, 2H), 7.44 (d, IH), 7.49 (s, IH),
7.67 (s, IH), 7.67 (s, IH), 7.85 (d, IH), 8.03 (s, IH)Preparation of
f2-Fluoro-4-(4-[l,23itriazol-l-yl-butyl)-phenyl]-carbamic acid tert-butyl
ester To a solution of l-but-3-enyl-lH-[l,2,3]triazole (0.85 g, 6.9 mmol)
in THF (15 ml) 9-borabicyclo[3.3.1]nonane (0.5 M in THF, 30.3 ml, 15.2
mmol) was added dropwise at 00C and stirring continued for 2h. This mixture
was then added to a solution of (4-bromo-2-fluoro-phenyl)-carbamic acid
tert-butyl ester (2 g, 6.89 mmol), Pd(dppf)Cl 2 (0.56 g, 0.69 mmol) and
aqueous cesium carbonate (6.89 ml, 3M) in DMF (30 ml) and stirred for 3 h
at 70 0C. Water (100 ml) was added and the mixture extracted with ethyl
acetate (3 x 100 ml). The combined organic layers were washed with water
and brine, dried over sodium sulfate and concentrated. The crude product
was purified on silica gel (ethyl acetate) to yield [2-Fluoro-4-(4-
[l,2,3]triazol-l-yl-butyl)-phenyl]-carbamic acid tert-butyl ester as light
yellow solid. Yield 1.93 g (84 %) MS: M = 335 (API +) 1H-NMR^OOMHz, CDCl :
d= 1.52 (s, 9H), 1.61 (m, 2H), 1.92 (m, 2H), 2.59 (t, 2H), 4.38 (t, 2H),
6.61 (br, IH), 6.81-6.88 (m, 2H), 7.49 (s, IH), 7.70 (s, IH), 7.94 (br, IH)
Preparation of 2-(4-Chloromethyl-oxazol-2-yl)-5-trifluoromethoxy-lH-indole
(i) 5~Trifiuoromethoxy-lH-indole-2-carboxylic acid amide Oxalyl chloride
(2.63 ml, 30.6 mmol) was added dropwise at 00C within 45 min. to a
suspension of 5-trifluoromethoxy-lH-indole-2-carboxylic acid (5 g, 20.4
mmol) in THF (20 ml) and N,N-dimethyl formamide (0.5 ml). Stirring was
continued at 0-50C for 30 min. and thereafter for 3 h at room temperature.
The resulting solution was cooled to 0-50C again and then added within 15
min.. to 75 ml of a 25% aqueous solution of ammonia. After stirring for 30
min. the precipitated amide was collected, washed with water and dried at
400C in vacuo yielding 5- 



trifiuoromethoxy-lH-indole-2-carboxylic acid amide as off white solid.
Yield 5 g (100%) MS: M = 245.0 (ESI+)(ii)
2-(4-Chloromethyl-oxazol-2-yl)-5-trifluoromethoxy-lH-indole
S-trifluoromethoxy-lH-indole^-carboxylic acid amide (4.5 g, 18.43 mmol) and
dichloro acetone (3.5 g, 27.63 mmol) in toluene/DMF (5:1, 30 ml) were kept
at reflux temperature for 24 h with continuous removal of water by applying
a Dean- Stark trap. After removal of solvents in vacuo, the residue was
intensively shaken with water, the precipitate was isolated by filtration
and washed with water and brine. After evaporation of the solvents in vacuo
chromatography on silica gel (isohexanes/ ethyl acetate 3:1) yielded
2-(4-chloromethyl-oxazol-2-yl)-5- trifluoromethoxy-lH-indole as off white
solid. Yield 2.6 g (44 %) MS: M = 317.0 (API+). 1H-NMR^OOMHz, [DgI-DMSO):
d= 4.57 (s, 2H), 7.13 (s, IH), 7.15 (d, IH), 7.38 (d, IH), 7.53 (s, IH),
7.72 (s, IH), 9.11 (br, IH) Preparation of
2-[4-(4-bromo-benzenesulfonylmethyl)-oxazol-2-yll -5- trifluoromethoxy-
lH-indole A solution of
2-(4-chloromethyl-oxazol-2-yl)-5-trifluoromethoxy-lH-indole (0.3 g, 0.95
mmol) and 4-bromo-benzenesulfinic acid sodium salt (0.92 g, 3.8 mmol) in
N,N-dimethyl formamide (10 ml) was stirred for 16 h at 60 0C. After cooling
the mixture was poured on water (20 ml) and extracted with ethyl acetate (3
x 20 ml). The combined organic extracts were dried over sodium sulfate and
concentrated in vacuo. Chromatography on silica gel (ethyl
acetate/iso-hexanes 1:1) yielded the title compound as tan solid. Yield
0.28 g (59 %) MS: M = 500.9/502 (ESI+) 1H-NMR^OOMHz, CDCl ): d= 4.39 (s,
2H), 7.09 (s, IH), 7.16 (d, IH), 7.38 (d, IH), 7.52 (s, IH), 7.67 - 7.73
(m, 5H), 8.98 (br, IH)B: Final products Example 1 2-{4- [4- (4- [1,2,3]
Triazol- 1-yl-butyl)-phenoxymethyl] -oxazol-2-yl}-5-
trifluoromethoxy-lH-indole 



Sodium hydride (7mg, 0.28 mmol) was given at 00C to a solution of 4-(4-
[l,2,3]triazol-l-yl-butyl)-phenol (55 mg, 0.25 mmol) in 2.0 ml N,N-dimethyl
formamide and stirred for 30 min. 2-(4-Chloromethyl-oxazol-2-yl)-5-
trifluoromethoxy-lH-indole (80 mg, 0.25 mmol) dissolved in 1.0 ml
N,N-dimethyl formamide was added at 00C and stirring continued at 00C for 1
h and 12 h at room temperature thereafter. The mixture was quenched with
water (10 ml) and extracted with ethyl acetate (3 x 10 ml). The combined
organic extracts were washed with brine (10 ml), dried over sodium sulfate
and concentrated in vacuo. Chromatography on silica gel (ethyl acetate)
yielded 2-{4-[4-(4-[l,2,3]Triazol-l-ylbutyl)-
phenoxymethyl]-oxazol-2-yl}-5-trifluoromethoxy-lH-indole as off white
solid. Yield 50 mg (40 %) MS: M = 498.1 (API+) 1H-NMRUOOMHZ, CDCl : d= 1.62
(m, 2H), 1.94 (m, 2H), 2.60 (t, 2H) 4.39 (t, 2H), 5.04 (s, 2H), 6.92 (d,
2H), 7.07 (d, 2H), 7.13 (s, IH), 7.14 (d, IH), 7.39 (d, IH), 7.51 (d, 2H),
7.70 (s, IH), 7.74 (s, IH), 9.24 (br, IH) Example 2
5-Chloro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lHindole In an analogous manner as described for example 1
5-chloro-2-{4-[4-(4-
[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 448.2
(ESI+)1H-NMR^OO MHz. DMSO-dgl: d (ppm) = 1.48 (m, 2H), 1.82 (t, 2H), 2.51
(m, 2H), 4.39 (t, 2H), 5.04 (s, 2H), 6.96 (d, 2H), 7.09 (m, 3H), 7.21 (d,
IH), 7.44 (d, IH), 7.70 (s, 2H), 8.10 (s, IH), 8.32 (s, IH), 12.30 (br, IH)
Example 3 5-Fluoro-2-{4- [4- (4- [1,2,3 ]triazol-
1-yl-butyl)-phenoxymethyl] -oxazol-2-yl}- IHindole In an analogous manner
as described for example 1 5-Fluoro-2-{4-[4-(4- [1,2,3]triazol- 1-yl-butyl)
-phenoxymethyl] -oxazol-2-yl} lH-indole was prepared from the appropriate
starting material. MS: M = 432.2 (API+) 



1H-NMR^OOMHz, DMSO-d ) : d (ppm) = 1.48 (m, 2H), 1.81 (m, 2H), 2.54 (t,
2H), 4.39 (t, 2H), 5.04 (s, 2H), 6.96 (d, 2H), 7.09 (m, 4H), 7.41 (m, 2H),
7.71 (s, IH), 8.11 (2, IH), 8.31 (s, IH), 12.20 (br, IH) Example 4
6-Fluoro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lHindole In an analogous manner as described for example 1
6-Fluoro-2-{4-[4-(4-
[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 432.1 (API+)
1H-NMR^OOMHz, DMSO-d : d (ppm) = 1.48 (m, 2H), 1.81 (m, 2H), 2.53 (m, 2H),
4.39 (t, 2H), 5.03 (s, 2H), 6.95 (m, 3H), 7.10 (m, 3H), 7.15 (m, IH), 7.65
(m, IH), 7.70 (s, IH), 8.10 (s, IH), 8.29 (s, IH), 12.18 (br, IH)Example 5
6-Chloro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lHindole In an analogous manner as described for example 1
6-Chloro-2-{4-[4-(4-
[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 448.1 (API+)
1H-NMR^OOMHz, CDCl : d (ppm) = 1.62 (m, 2H), 1.93 (m, 2H), 2.59 (t, 2H),
4.38 (t, 2H), 5.03 (s, 2H), 6.90 (m, 2H), 7.08 (m, 4H), 7.39 (s, IH), 7.43
(s, IH), 7.57 (d, IH), 7.70 (s, IH), 7.72 (s, IH), 9.24 (br, lH)Example 6
Example 6 2-{4- [3-Methyl-4- (4- [1,2,3] triazol- 1-yl-butyl)
-phenoxymethyl] -oxazol-2-yl}-5- trifluor omethoxy- 1H-indole In an
analogous manner as described for example 1 2-{4-[3-Methyl-4-(4- [1,2,3]
triazol- 1-yl-butyl) -phenoxymethyl] -oxazol-2-yl}-5-trifluoromethoxy-
IHindole was prepared from the appropriate starting material. MS: M = 512.1
(API+) 1H-NMR^OOMHz, CDCl : d (ppm) = 1.57 (m, 2H), 1.98 (m, 2H), 2.25 (s,
3H), 2.58 (t, 2H), 4.41 (t, 2H), 5.02 (s, 2H), 6.77 (m, 2H), 6.99 (d, IH),
7.14 (m, 2H), 



7.38 (d, IH), 7.51 (d, IH), 7.52 (s, IH), 7.70 (s, IH), 7.73 (s, IH), 9.44
(br, IH) Example 7
5-Fluoro-2-{4-[3-methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxaz
ol-2- yl}-lH-indole In an analogous manner as described for example 1
5-Fluoro-2-{4-[3-methyl-4-(4- [1,2,3] triazol- 1-yl-butyl) -phenoxymethyl]
-oxazol-2-yl}-lH-in dole was prepared from the appropriate starting
material.MS: M = 446.1 (API+) 1H-NMR^OOMHz, CDCl : d (ppm) = 1.57 (m, 2H),
1.97 (m, 2H), 2.24 (s, 3H), 2.58 (t, 2H), 4.40 (t, 2H), 5.01 (s, 2H), 6.76
(m, 2H), 7.00 (m, 2H), 7.08 (s, IH), 7.31 (m, 2H), 7.50 (s, IH), 7.70 (s,
IH), 7.72 (s, IH), 9.24 (br, lH)Example 8 Example 8 6-Fluoro-2- {4-
[3-methyl-4- (4- [1,2,3] triazol- 1-yl-butyl) -phenoxymethyl] -oxazol-2-
yl}-lH-indole In an analogous manner as described for example 1
6-Fluoro-2-{4-[3-methyl-4-(4-
[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 446.1 (API+)
1H-NMR^OOMHz, DMSO-dg : d (ppm) = 1.43 (m, 2H), 1.86 (m, 2H), 2.21 (s, 3H),
2.52 (t, 2H), 4.41 (t, 2H), 5.01 (s, 2H), 6.81 (m, 2H), 6.95 (m, IH), 7.01
(d, IH), 7.10 (s, IH), 7.15 (d, IH), 7.65 (m, IH), 7.71 (s, IH), 8.12 (s,
IH), 8.28 (s, IH), 12.18 (br, lH)Example 9 Example 9 6-Chloro-2-{4~
[3-methyl-4- (4- [1,2,3] triazol- l-yl-butyl)-phenoxymethyl] -oxazol-
2-yl}-lH-indole In an analogous manner as described for example 1
6-Chloro-2-{4-[3-methyl-4-(4-
[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 462.1 (API+)
1H-NMR^OOMHz, CDCl ) : d (ppm) = 1.58 (m, 2H), 1.98 (m, 2H), 2.25 (s, 3H), 



2.59 (t, 2H), 4.41 (t, 2H), 5.02 (s, 2H), 6.78 (m, 2H), 7.00 (d, IH), 7.11
(m, 2H), 7.40 (s, IH), 7.50 (s, IH), 7.57 (d, IH), 7.70 (s, IH), 7.72 (s,
IH), 9.07 (br, IH)Example 10
5-Chloro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-oxazol
-2- yl}-lH-indole In an analogous manner as described for example 1
5-Chloro-2-{4-[4-(2-
[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 450.4 (ESI+)
1H-NMRqOOMHz, DMSO- : d (ppm) = 3.80 (t, 2H), 4.40 (s, 2H), 4.58 (t, 2H),
5.07 (s, 2H), 7.01 (d, 2H), 7.07 (s, IH), 7.19 (m, 3H), 7.43 (d, IH), 7.69
(s, IH), 7.72 (s, IH), 8.08 (s, IH), 8.34 (s, IH), 12.30 (br, IH) Example
11 5-Fluoro-2-{4- [4- (2- [1,2,3] triazol- 1-yl-ethoxymethyl)
-phenoxymethyl] -oxazol-2- yl}-lH-indole In an analogous manner as
described for example 1 5-Fluoro-2-{4-[4-(2- [1 2,3]triazol-
1-yl-ethoxymethyl) -phenoxymethyl] -oxazol-2-yl}- lH-indole was prepared
from the appropriate starting material. MS: M = 434.4 (ESI+) 1H-NMR^OOMHZ,
DMSO-dg) : d (ppm) = 3.80 (t, 2H), 4.40 (s, 2H), 4.58 (t, 2H), 5.07 (s,
2H), 7.05 (m, 4H), 7.19 (m, 2H), 7.40 (m, 2H), 7.72 (s, IH), 8.08 (s, IH),
8.33 (s, IH), 12.20 (br, IH) Example 12
5-Chloro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethanesulfmylmethyl)-phenoxymethyl]
- oxazol~2-yl}-lH-indole In an analogous manner as described for example 1
5-Chloro-2-{4-[4-(2-
[l,2,3]triazol-l-yl-ethanesulfinylmethyl)-phenoxymethyl]-oxazol-2-yl}-lH-in
dole was prepared from the appropriate starting material.MS: M = 482.2
(ESI+) 1H-NMR^OOMHz, DMSO-d^ : d (ppm) = 3.13 (m, IH A-part of an
AB-system), 3.33 (m, IH, B-part of an AB-system), 3.96 (d, IH, A-part of an
AB-system), 4.13 



(d, IH, B-rart of an AB-system), 4.79 (t, 2H), 5.08 (s, 2H), 7.08 (m, 3H),
7.23 (m, 3H), 7.43 (d, IH), 7.69 (s, IH), 7.75 (s, IH), 8.17 (s, IH), 8.35
(s, IH), 12.30 (br, IH) Example 13 5-Fluoro-2- {4- [4- (2- [1,2,3] triazol-
1-yl-ethanesulfinylmethyl)-phenoxymethyl] - oxazol- 2-yl}-1H-indole In an
analogous manner as described for example 1 5-Fluoro-2-{4-[4-(2- [1,2,3
]triazol- 1-yl-ethanesulfinylmethyl) -phenoxymethyl] -oxazol-2-yl} -
lH-indole was prepared from the appropriate starting material. MS: M =
466.2 (ESI+) 1H-NMRf 400MHz, DMSO-dg : d (ppm) = 3.15 (m, IH, A-part of an
AB-system), 3.34 (m, IH, B-part of an AB-system), 3.96 (d, IH, A-part of an
AB-System), 4.14 (d, IH, B-part of an AB-system), 4.79 (t, 2H), 5.08 (s,
2H), 7.07 (m, 4H), 7.26 (d, 2H), 7.41 (m, 2H), 7.75 (s, IH), 8.17 (s, IH),
8.34 (s, IH), 12.20 (br, IH) Example 14 2-{4- [3-(3- [l,2,3]Triazol-
1-yl-propyl) -phenoxymethyl] -oxazol-2-yl}-5- trifluoromethoxy-1 H-indole
In an analogous manner as described for example 1
2-{4-[3-(3-[l,2,3]Triazol-l-ylpropyl)- phenoxymethyl]
-oxazol^-ylJ-S-trifluoromethoxy- lH-indole was prepared from the
appropriate starting material. MS: M = 484.1 (API+) 1H-NMR^OOMHz, CDCl ): d
(ppm) = 2.26 (m, 2H), 2.63 (t, 2H), 4.39 (t, 2H), 5.06 (s, 2H), 6.81 (d,
IH), 6.86 (m, 2H), 7.14 (m, 2H), 7.22 (s, IH), 7.40 (d, IH), 7.52 (s, 2H),
7.72 (s, IH), 7.77 (s, IH), 9.50 (br, IH)Example 15
5-Fluoro-2-{4-[3-(3-[l,2,3]triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}
-lHindole In an analogous manner as described for example 1
5-Fluoro-2-{4-[3-(3-
[l,2,3]triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 418.0 (API+) 



1H-NMR^OOMHz, CDClO: d= 2.26 (m, 2H), 2.63 (t, 2H), 4.39 (t, 2H), 5.06 (s,
2H), 6.81 (d, IH), 6.85-6.87 (m, 2H), 7.03 (t, IH), 7.09 (s, IH), 7.23-7.33
(m, 3H), 7.52 (s, IH), 7.72 (s, IH), 7.75 (s, IH), 9.21 (br, IH) Example 16
6-Chloro-2-{4-[3-(3-[l,2,3]triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}
-lHindole In an analogous manner as described for example 1
6-Chloro-2-{4-[3-(3-
[l,2,3]triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 434.1 (API+)
1H-NMRUOOMHZ, CDCl : d (ppm) = 2.26 (m, 2H), 2.63 (t, 2H), 4.39 (t, 2H),
5.06 (s, 2H), 6.81 (d, IH), 6.86 (m, 2H), 7.11 (m, 2H), 7.22 (m , 1 H),
7.41 (s, IH), 7.52 (s, IH), 7.57 (d, IH), 7.72 (s, IH), 7.75 (s, IH), 9.29
(br, IH) Example 17 5-Chloro-2- {4- [4-(4- [1,2,3]triazol-
1-yl-butyl)-phenoxymethyl] -thiazol-2-yl}- 1Hindole In an analogous manner
as described for example 1 5-Chloro-2-{4-[4-(4-
[l,2,3]triazol-l-yl-bu1yl)-phenoxymethyl]-thiazol-2-yl}-lH-indole was
prepared from the appropriate starting material.MS: M = 464.1 (API+)
1H-NMR^OOMHz, CDCU) : d (ppm) = 1.55 (m, 2H), 1.87 (m, 2H), 2.53 (t, 2H),
4.32 (t, 2H), 5.12 (s, 2H), 6.84 (m, 3H), 7.00 (m, 2H), 7.13 (m, ' lH),
7.21 (m, 2H), 7.42 (s, IH), 7.53 (s, IH), 7.62 (s, IH), 9.20 (br, IH)
Example 18 5-Chloro-2- {4- [4- (2- [1,2,3] triazol-
1-yl-ethoxymethyl)-phenoxymethyl] -thiazol-2- yl}-lH-indole In an analogous
manner as described for example 1 5-Chloro-2-{4-[4-(2-
[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-thiazol-2-yl}-lH-indole
was prepared from the appropriate starting material. MS: M = 466.0 (API+)
1H-NMR^OOMHz, DMSO-dJ: d (ppm) = 3.80 (t, 2H), 4.41 (s, 2H), 4.58 (t, 2H),
5.21 (s, 2H), 7.03 (m, 3H), 7.19 (m, 3H), 7.43 (d, IH), 7.64 (d, IH), 7.72
(s, IH), 



7.79 (s, IH), 8.09 (s, IH), 12.17 (br, IH) Example 19 5-Chloro-2- {4- [4-
(2- [1,2,3] triazol- 1-yl-ethanesulfinylmethyl) -phenoxymethyl] -
thiazol-2-yl}- lH-indole In an analogous manner as described for example 1
5-Chloro-2-{4-[4-(2- [1,2,3]
triazol-l-yl-ethanesulfinylmethyl)-phenoxymethyl] -thiazol-2-yl}- lH-indole
was prepared from the appropriate starting material. MS: M = 498.0 (ESI+)
1H-NMR^OOMHz, DMSO-dg): d (ppm) = 3.13 (m, IH, A-part of an AB-system),
3.34 (m, IH, B-part of an AB-system), 3.96 (d, IH, A-part of an AB-System),
4.14 (d, IH, B-part of an AB-system), 4.79 (t, 2H), 5.23 (s, 2H), 7.07 (m,
3H), 7.22 (d, 2H), 7.44 (m, 2H), 7.64 (s, IH), 7.75 (s, IH), 7.81 (s, IH),
8.17 (s, IH), 12.17 (br, IH)Example 20 2-{4-[4-(4-[l,2
3]Triazol-l-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-yl}-5-
trifluoromethoxy- 1H-indole To a solution of
l-but-3-enyl-lH-[l,2,3]triazole (69 mg> 0.56 mmol) in THF (5 ml)
9-borabicyclo[3.3.1]nonane (0.5 M in THF, 2.46 ml, 1.23 mmol) was added
dropwise at O0C and stirring continued for 2h. This mixture was then added
to a solution of 2- [4- (4-bromo-benzenesulfonylmethyl) -oxazol-2-yl]
-5-trifluoromethoxy- lH-indole (0.28 g, 0.56 mmol), Pd(dppf)Cl 2 (49 mg,
0.06 mmol) and aqueous cesium carbonate (0.56 ml, 3M) in DMF (5 ml) and
stirred for 3 h at 700C. Water (10 ml) was added and the mixture extracted
with ethyl acetate (3 x 20 ml). The combined organic layers were washed
with water and brine, dried over sodium sulfate and concentrated. The crude
product was purified on silica gel (ethyl acetate) to yield
2-{4-[4-(4-[l,2,3]Triazol-l-yl-butyl)-benzenesulfonylmethyl]-
oxazol-2-yl}-5-trifluoromethoxy-lH-indole as light yellow solid. Yield 24
mg (8 %) MS: M 546.1 (API+) 1H-NMR^OOMHz, [D61 -DMSO): d= 1.52 (m, 2H),
1.81 (m, 2H), 2.69 (t, 2H), 4.38 (t, 2H), 4.70 (s, 2H), 7.09 (s, IH), 7.18
(d, IH), 7.43 (d, 2H), 7.51 (d, IH), 7.63 (s, 



IH), 7.70 (s, IH), 7.74 (d, 2H), 8.09 (s, IH), 8.12 (s, IH) Example 2 1
5-Fluoro-2-{4- [4- (4- [1,2,3] triazol- l-yl-butyl)-benzenesulfonylmethyl]
-oxazol-2- yl}-lH-indole In an analogous manner as described for example 20
5-Fluoro-2-{4-[4-(4- [1,2,3]
triazol-l-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-yl}-lH-indole was
prepared from the appropriate starting material. MS: M = 480.1 (API+)
1H-NMR^OOMHz, CDClO: d (ppm) = 1.62 (q, 2H), 1.90 (q, 2H), 2.70 (t, 2H),
4.35 (t, 2H), 4.39 (s, 2H), 7.02 (m, 2H), 7.28 (m, 4H), 7.48 (s, IH), 7.67
(s, IH), 7.70 (s, IH), 7.73 (s, IH), 7.75 (s,lH), 9.19 (br, IH)Rrample 22
[4-(4-[l
>2,3]Triazol-l-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-lH-indol-2-yl)-
oxazol-4-ylmethyl] -amine To a solution of
[4-(4-[l,2,3]Triazol-l-yl-butyl)-phenyl]-carbamic acid tert-butyl ester
(0.297 g, 0.94 mmol) in N,N-dimethyl formamide (5 ml) sodium hydride (0.050
g, 2.1 mmol) was added and the mixture stirred for 30 min at r.L. To this
mixture a solution of
2-(4-chloromethyl-oxazol-2-yl)-5-trifluoromethoxy-lHindole 0.3 g, 0.94
mmol) in N,N-dimethyl formamide (5 ml) was added and stirring continued for
16 h . The mixture was then poured on water (25 ml) and extracted with
ethyl acetate (3 x 25 ml). The combined organic extracts was washed with
water, brine and dried over sodium sulfate. After concentration in vacuo
the crude product was purified on silica gel (iso-hexanes/ethyl acetate
1:2) to yield [4-(4-
[l,2,3]Triazol-l-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-lH-indol-2-yl)-ox
azol- 4-ylmethyl]-carbamic acid tert-butyl ester as light yellow solid.
[4-(4-[l,2,3]Triazol-l-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-lH-indol-2-
yl)- oxazol-4-ylmethyl] -carbamic acid tert-butyl ester (0.31 g, 0.52 mmol)
was stirred in a mixture of dichloro methane and trifluoro acetic acid
(1:1, 10 ml) for 3 h . After concentration the crude product was purified
on silica gel (ethyl acetate) yielding
[4-(4-[l,2,3]triazol-l-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-lH-indol-2-
yl)- 



oxazol-4-ylmethyl] -amine as light yellow solid. MS: M = 497.1 (API+)
1H-NMR^OOMHz, CDCl : d= 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H), 4.30 (s,
2H), 4.39 (t, 2H), 6.62 (d, 2H), 6.96 (d, 2H), 7.10 (s, IH), 7.13 (d, IH),
7.36 (d, IH), 7.48 (s, IH), 7.51 (s, IH), 7.59 (s, IH), 7.69 (s, IH), 9.41
(br, IH) Example 23
[2-(6-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)- phenyl] -amine In an analogous manner as described for example 22
[2-(6-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl] -[4-(4-
[1,2,3]triazol-l-yl-butyl) -phenyl] -amine was prepared from the
appropriate starting material.MS: M 43Ll (API+) 1H-NMR^OOMHz, CDCl : d
(ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H), 4.16 (br, IH), 4.30 (s,
2H), 4.37 (t, 2H), 6.62 (d, 2H), 6.96 (m, 3H), 7.07 (m, 2H), 7.48 (s, IH),
7.57 (m, 2H), 7.68 (s, IH), 9.17 (br, lH)Example 24 Example 24 [2-
(5-Fluoro- lH-indol-2-yl)-oxazol-4-ylmethyl] - [4-(4- [1,2,3] triazol-
1-yl-butyl)- phenyl] -amine In an analogous manner as described for example
22 [2-(5-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl] - [4- (4- [1,2,3]
triazol- 1-yl-butyl) -phenyl] -amine was prepared from the appropriate
starting material. MS: M = 431.2 (API+) 1H-NMR^OOMHz, CDClO: d (ppm) = 1.59
(m, 2H), 1.92 (m, 2H), 2.54 (t, 2H), 4.15 (br, IH), 4.30 (s, 2H), 4.37 (t,
2H), 6.62 (d, 2H), 7.01 (m, 4H), 7.31 (m, 2H), 7.48 (s, IH), 7.58 (s, IH),
7.68 (s, IH), 9.11 (br, IH) Example 25
[2-(6-Chloro-lH-mdol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-but
yl)- phenyl] -amine In an analogous manner as described for example 22
[2-(6-Chloro-lH-indol-2-yl)-
oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenyl] -amine was
prepared 



from the appropriate starting material. MS: M = 447.1 (API+) 1H-NMR^OOMHz,
CDCl ) : d (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H), 4.30 (s, 2H),
4.37 (t, 2H), 6.62 (d, IH), 6.97 (d, 2H), 7.07 (d, 2H), 7.11 (m, IH), 7.39
(s, IH), 7.48 (s, IH), 7.55 (s, IH), 7.57 (s, IH), 7.68 (s, IH), 9.53 (br,
IH)Example 26 [2- (5-Chloro- lH-indol-2-yl)-oxazol-4-ylmethyl] - [4- (4-
[1,2,3] triazol- 1-yl-butyl)- phenyl] -amine In an analogous manner as
described for example 22 [2-(5-Chloro-lH-indol-2-yl)-
oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenyl]-amine was
prepared from the appropriate starting material. MS: M = 447.1 (API+)
1H-NMR^OOMHz, CDCl ): d (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H),
4.22 (br, IH), 4.30 (s, 2H), 4.37 (t, 2H), 6.61 (d, 2H), 6.96 (d, 2H), 7.03
(d, IH), 7.26 (m, 2H), 7.48 (s, IH), 7.58 (s, IH), 7.63 (m, IH), 7.68 (s,
IH), 9.29 (br, IH) Example 27 [2- (5-Fluoro-
lH-indol-2-yl)-oxazol-4-ylmethyl] - [3-methyl-4- (4- [1,2,3]triazol- 1-
yl-butyl) -phenyl] -amine In an analogous manner as described for example
22 [2-(5-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl]-[3-methyl-4-(4-[ 1,2,3]
triazol- 1-yl-butyl) -phenyl] -amine was prepared from the appropriate
starting material. MS: M = 445.2 (API+) 1H-NMR^OOMHz, CDClO: d (ppm) = 1.55
(m, 2H), 1.97 (m, 2H), 2.20 (s, 3H), 2.54 (t, 2H), 4.06 (br, IH), 4.29 (s,
2H), 4.39 (t, 2H), 6.48 (m, 2H), 6.91 (d, IH), 7.04 (m, 2H), 7.31 (m, 2H),
7.49 (s, IH), 7.58 (s, IH), 7.69 (s, IH), 9.04 (br, IH) Example 28
[2-(6-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4-[l,2
3]triazol-lyl- butyl)-phenyl] -amine In an analogous manner as described
for example 22 [2-(6-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl] -
[3-methyl-4-(4- [1,2,3] triazol- 1-yl-butyl) -phenyl] -amine was 



prepared from the appropriate starting material.MS: M = 445.1 (API+)
1H-NMR^OOMHz, CDa ) : d (ppm) = 1.55 (m, 2H), 1.96 (m, 2H), 2.20 (s, 3H),
2.54 (t, 2H), 4.08 (br, IH), 4.29 (s, 2H), 4.39 (t, 2H), 6.48 (m, 2H), 6.91
(m, 2H), 7.06 (m, 2H), 7.49 (s, IH), 7.57 (m, 2H), 7.69 (s, IH), 9.11 (br,
IH) Example 29 [2-(5-Chloro- lH-indol-2-yl)-oxazol-4-ylmethyl] -
[3-methyl-4- (4- [1,2,3] triazol- 1- yl-butyl) -phenyl] -amine In an
analogous manner as described for example 22 [2-(5-Chloro-lH-indol-2-yl)-
oxazol-4-ylmethyl] - [3-methyl-4-(4- [1,2,3] triazol- 1-yl-butyl) -phenyl]
-amine was prepared from the appropriate starting material. MS: M = 46Ll
(API+) 1H-NMR^OOMHz, CDCl : d (ppm) = 1.55 (m, 2H), 1.96 (m, 2H), 2.20 (s,
3H), 2.54 (t, 2H), 4.07 (br, IH), 4.29 (s, 2H), 4.39 (t, 2H), 6.48 (m, 2H),
6.90 (d, IH), 7.03 (d, IH), 7.22 (m, IH), 7.31 (d, IH), 7.49 (s, IH), 7.58
(s, IH), 7.63 (s, IH), 7.69 (s, IH), 9.13 (br, IH) Example 30
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)-3- trifluoromethyl-phenyl] -amine In an analogous manner as described
for example 22 [2-(5-Chloro-lH-indol-2-yl)-
oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-butyl)-3-trifluoromethyl-pheny
l]- amine was prepared from the appropriate starting material. MS: M =
515.1 (API+) 1H-NMR^OOMHz, CDCl : d= 1.59 (m, 2H), 1.97 (m, 2H), 2.69 (t,
2H), 4.31 (s, 2H), 4.40 (t, 2H), 6.75 (d, IH), 6.90 (d, 2H), 7.05 (s, IH),
7.06 (d, IH), 7.22 (d, IH), 7.32 (d, IH), 7.51 (s, IH), 7.60 (s, IH), 7.63
(s, IH), 7.70 (s, IH), 9.08 (br, IH)Example 31
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-yl-bu
tyl)- 3-trifluoromethyl-phenyl] -amine In an analogous manner as described
for example 22 [2-(5-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl] - [4- (4-
[1,2,3] triazol- 1-yl-butyl) -3-trifluorornethyl-phenyl] - 



amine was prepared from the appropriate starting material. MS: M = 499.1
(API+) 1H-NMR^OOMHz, CDCl : d (ppm) = 1.52 (m, 2H), 1.91 (m, 2H), 2.62 (t,
2H), 4.24 (s, 2H), 4.33 (t, 2H), 6.68 (m, IH), 6.84 (d, IH), 6.97 (m, 3H),
7.25 (m, 2H), 7.44 (s, IH), 7.53 (s, IH), 7.63 (s, IH), 8.95 (br, IH)
Example 32
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4-[l,2,3]triazo
l-lyl- butyl) -phenyl] -amine In an analogous manner as described for
example 22 [2-(5-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl]
-[3-fluoro-4-(4-[ 1,2,3] triazol- 1-yl-butyl) -phenyl] -amine was prepared
from the appropriate starting material. MS: M = 449.1 (API+) 1H-NMR^OOMHz,
CDCl : d (ppm) = 1.59 (m, 2H), 1.93 (m, 2H), 2.57 (t, 2H), 4.23 (br, IH),
4.28 (s, 2H) 5 4.39 (t, 2H), 6.38 (m, 2H), 3.92 (m, IH), 7.05 (m, 2H), 7.31
(m, 2H), 7.50 (s, IH), 7.59 (s, IH), 7.69 (s, IH), 9.01 (br, IH) Example 33
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4-[l,2,3]triazo
l-lyl- butyl) -phenyl] -amine In an analogous manner as described for
example 22 [2-(5-Chloro-lH-indol-2-yl)- oxazol-4-ylmethyl] -[3-fluoro-4-
(4- [1 2,3]triazol- 1-yl-butyl) -phenyl] -amine was prepared from the
appropriate starting material.MS: M = 465.1 (API+) 1H-NMR^OOMHz, CDCl : d
(ppm) = 1.59 (m, 2H), 1.93 (m, 2H), 2.57 (t, 2H), 4.22 (br, IH), 4.28 (s,
2H), 4.39 (t, 2H), 6.38 (m, 2H), 6.92 (m, IH), 7.05 (s, IH), 7.23 (d, IH),
7.33 (d, IH), 7.50 (s, IH), 7.60 (s, IH), 7.64 (s, IH), 7.69 (s, IH), 9.03
(br, IH) Example 34
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[2-fluoro-4-(4-[l,2,3]triazo
l-l-ylbutyl) -phenyl] -amine In an analogous manner as described for
example 22 [2-(5-Fluoro-lH-indol-2-yl)- 



oxazol-4-ylmethyl]-[2-fluoro-4-(4-[l,2,3]triazol-l-yl-butyl)-phenyl] -amine
was prepared from the appropriate starting material. MS: M = 449.1 (API+)
1H-NMR^OOMHz, CDCl ) : d (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 2.54 (t, 2H),
4.34 (s, 2H), 4.38 (t, 2H), 6.68 (m, IH), 6.78 (m, 2H), 7.03 (m, 2H), 7.31
(m, 2H), 7.49 (s, 1H),7.59 (s, IH), 7.69 (s, IH), 9.00 (br, IH) Example 35
[2-(5-Chloro- 1H-indol-2-yl) -oxazol-4-ylmethyl] - [2-fluoro-4- (4- [1,2,3]
triazol- 1-ylbutyl) -phenyl] -amine In an analogous manner as described for
example 22 [2-(5-Chloro-lH-indol-2-yl)- oxazol-4-ylmethyl]
-[2-fiuoro-4-(4-[l,2,3]triazol-l-yl-butyl)-phenyl] -amine was prepared from
the appropriate starting material. MS: M 465.1 (API+) 1H-NMR^OOMHz, CDClO:
d (ppm) = 1.59 (m, 2H), 1.92 (m, 2H), 1.54 (t, 2H), 4.33 (s, 2H), 4.35 (br,
IH), 4.38 (t, 2H), 6.67 (m, IH), 7.04 (s, IH), 7.22 (d, 2H), 7.33 (d, 2H),
7.49 (s, IH), 7.59 (s, IH), 7.64 (s, IH), 7.69 (s, IH), 9.07 (br,
IH)Example 36
[2-(6-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[l,2,3]triazol-l-yl-pr
o ryl)- phenyl] -amine In an analogous manner as described for example 22
[2-(6-Chloro-lH-indol-2-yl)-
oxazol-4-ylmethyl]-[3-(3-[l,2,3]triazol-l-yl-propyl)-phenyl]-amine was
prepared from the appropriate starting material. MS: M = 433.0 (API+)
1H-NMR^OOMHz, CDCl : d (ppm) = 2.23 (m, 2H), 2.56 (t, 2H), 4.31 (s, 2H),
4.37 (t, 2H), 6.50 (s, IH), 6.56 (m, 2H), 7.10 (m, 3H), 7.41 (s, IH), 7.50
(s, IH), 7.56 (d, IH), 7.60 (s, IH), 7.70 (s, IH), 9.63 (br, IH) Example 37
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[l,2,3]triazol-l-yl-pr
opyl)- phenyl] -amine In an analogous manner as described for example 22
[2-(5-Fluoro-lH-indol-2-yl)- 



oxazol-4-ylmethyl]-[3-(3-[l,2,3]triazol-l-yl-propyl)-phenyl]-amine was
prepared from the appropriate starting material. MS: M 417.1 (API+)
1H-NMR^OOMHz, CDClO: d (ppm) = 2.23 (m, 2H), 2.56 (t, 2H), 4.28 (br, IH),
4.31 (s, 2H), 4.37 (t, 2H), 6.50 (s, IH), 6.56 (m, 2H), 7.03 (m, 2H), 7.13
(t, IH), 7.31 (m, 2H), 7.50 (s, IH), 7.60 (s, IH), 7.70 (s, IH), 9.28 (br,
IH) Example 38 [2-(5-Fluoro- lH-indol-2-yl)-oxazol-4-ylmethyl] - [6- (4-
[1,2,3] triazol- 1-yl-butyl)- pyridin-3-yl] -amine In an analogous manner
as described for example 22 [2-(5-Fluoro-lH-indol-2-yl)- oxazol-4-ylmethyl]
-[6-(4-[ 1,2,3] triazol- l-yl-butyl)-pyridin-3-yl] -amine was prepared from
the appropriate starting material.MS: M 432.1 (API+) 1H-NMR^OOMHz, CDCM : d
(ppm) = 1.72 (m, 2H), 1.95 (m, 2H), 2.72 (t, 2H), 4.19 (br, IH), 4.31 (s,
2H), 4.39 (t, 2H), 6.93 (m, 2H), 7.05 (m, 2H), 7.31 (m, 2H), 7.51 (s, IH),
7.60 (s, IH), 7.68 (s, IH), 8.06 (d, IH), 9.15 (br, IH) Example 39 [2-
(5-Fluoro- lH-indol-2-yl)-oxazol-4-ylmethyl] - [5-(4- [1,2,3] triazol-
1-yl-butyl)- pyridin-2-yl] -amine In an analogous manner as described for
example 22 [2-(5-Fluoro-lH-indol-2-yl)-
oxazol-4-ylmethyl]-[5-(4-[l,2,3]triazol-l-yl-butyl)-pyridin-2-yl] -amine
was prepared from the appropriate starting material. MS: M = 432.1 (API+)
1H-NMR^OOMHz, CDC13): d (ppm) = 1.58 (m, 2H), 1.93 (m, 2H), 2.51 (t, 2H),
4.39 (t, 2H), 4.49 (d, 2H), 5.05 (br, t, IH), 6.42 (d, IH), 7.02 (m, 2H),
7.22 (m, IH), 7.30 (m, 2H), 7.50 (s, IH), 7.60 (s, IH), 7.70 (s, IH), 7.93
(d, IH), 9.31 (br, IH) Example 40
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethy
l]- oxazol-2-yl}- 1H-indole In an analogous manner as described for example
1 5-Fluoro-2-{4-[3-methyl-4-(2- 



[1,2,3] triazol-l-yl-ethoxymethyl)-phenoxymethyl]-oxazol-2-yl}-lH-indole
was prepared from the appropriate starting material. MS: M = 448.2 (API+)
1H-NMR^OOMHz, DMSO-d : d (ppm) = 2.13 (s, 3H), 3.81 (t, 2H), 4.39 (s, 2H),
4.58 (t, 2H), 5.04 (s, 2H), 6.83 (m, 2H), 7.07 (m, 2H), 7.13 (m, IH), 7.41
(m, 2H), 7.71 (s, IH), 8.06 (s, IH), 8.31 (s, IH), 12.19 (br, IH)Fxample 4
1 5-Fluoro-2- {4- [3-methyl-4- (2- [1,2,3] triazol- 1-yl-ethanesulf
nylmethyl)- phenoxymethyl] -oxazol-2-yl}- 1H-indole In an analogous manner
as described for example 1 5-Fluoro-2-{4-[3-methyl-4-(2- [1,2,3] triazol-
1-yl-ethanesulf  nylmefhyl) -phenoxymethyl] -oxazol-2-yl} -lH-indole was
prepared from the appropriate starting material. MS: M = 480.3 (API+)
1H-NMR^OOMHz, DMSO-d : d (ppm) = 2.30 (s, 3H), 3.27 (m, IH, A-part of an
AB-system), 3.43 (m, IH, B-part of an AB-system), 4.02 (d, IH, A-part of an
ABSystem), 4.16 (d, IH, B-part of an AB-system), 4.82 (m, 2H), 5.07 (s,
2H), 6.91 (m, 2H), 7.07 (m, 2H), 7.18 (d, IH), 7.41 (m, 2H), 7.75 (s, IH),
8.18 (s, IH), 8.33 (s, IH), 12.20 (br, IH) Example 42
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethanesulfonylmethyl)-
phenoxymethyl] -oxazol-2-yl}- lH-indole In an analogous manner as described
for example 1 5-Fluoro-2-{4-[3-methyl-4-(2- [1,2,3]
triazol-l-yl-ethanesulfonylmethyl)-phenoxymethyl] -oxazol-2-yl}- lH-indole
was prepared from the appropriate starting material. MS: M = 496.3 (API+)
1H-NMR^OOMHz, DMSO-d ) : d (ppm) = 2.35 (s, 3H), 3.83 (t, 2H), 4.43 (s,
2H), 4.86 (t, 2H), 5.08 (s, 2H), 6.94 (m, 2H), 7.07 (m, 2H), 7.23 (d, IH),
7.41 (m, 2H), 7.76 (s, IH), 8.21 (s, IH), 8.34 (s, IH), 12.20 (br, IH)T,ist
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compound of formula I formula I, wherein R1 is hydrogen, halogen, -O-alkyl,
-S-alkyl, or alkyl; all alkyl groups being optionally substituted one or
several times by halogen; R2 is hydrogen; halogen; alkyl or -O-alkyl; all
alkyl groups being optionally substituted one or several times by halogen;
G is -O- or -S-; V is -O-, -NH-, -S-, -S(O)- or -S(O) 2-; W is a single
bond, -CH2-, -O-, -S-,-S(O)- or -S(O)2-; X is =CH- or =N-; ring B is
1,4-phenylene, 1,3-phenylene, 2,5-pyridindiyl or 3,6-pyridindiyl; 



and pharmaceutically acceptable salts thereof.2. The compounds according to
claim 1, wherein V is -O-, -NH- or -S(O) 2-. 3. The compounds according to
claim 1, wherein V is -O- or -NH-. 4. The compounds according to claim 1,
wherein G is -O-; and V is -O- or -NH-. 5. The compounds according to any
one of claims 1 to 4, wherein R1 is hydrogen, halogen, or -O-alkyl; said
alkyl being optionally substituted one or several times by fluorine; R2 is
hydrogen or alkyl; and G is -O-. 6. The compounds according to any one of
claims 1 to 5, wherein X is =CH-; and ring B is 1,4-phenylene. 7. The
compounds according to claim 1 selected from the group consisting of: 2-{4-
[4-(4- [l ,2 3]Triazol- l -yl-butyl)-phenoxymethyl]-oxazol-2-yl}-5-
trifluoromethoxy- lH-indole;
5-Chloro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lH-indole;
5-Fluoro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lH-indole;
6-Fluoro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lH-indole;
6-Chloro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}-
lH-indole; 2-{4-[3-Methyl-4-(4-[l,2
>3]triazol-l-yl-butyl)-phenoxymethyl]-oxazol-2-yl}- 



5-trifluoromethoxy- lH-indole;
5-Fluoro-2-{4-[3-methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-
oxazol-2-yl}-lH-indole;
6-Fluoro-2-{4-[3-methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-
oxazol-2-yl}-lH-indole;
6-Chloro-2-{4-[3-methyl-4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-
oxazol-2-yl}-lH-indole;
5-Chloro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]-
oxazol-2-yl}-lH-indole; 5-Fluoro-2-{4- [4- (2- [1,2,3] triazol-
1-yl-ethoxymethyl)-phenoxymethyl] - oxazol-2-yl}-lH-indole;
5-Chloro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethanesulfinylmethyl)-
phenoxymethyl] -oxazol-2-yl}-lH-indole;
5-Fluoro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethanesulfinylmethyl)-
phenoxymethyl] -oxazol-2-yl}- lH-indole;
2-{4-[3-(3-[l,2,3]Triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-yl}-5-
trifluoromethoxy- lH-indole;
5-Fluoro-2-{4-[3-(3-[l,2,3]triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-
yl}-lH-indole;
6-Chloro-2-{4-[3-(3-[l,2,3]triazol-l-yl-propyl)-phenoxymethyl]-oxazol-2-
yl}-lH-indole;
5-Chloro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-phenoxymethyl]-thiazol-2-yl}
- lH-indole; 5-Chloro-2-{4-[4-(2-
[1,2,3]triazol-l-yl-ethoxymethyl)-phenoxymethyl]- thiazol-2-yl}-lH-indole;
5-Chloro-2-{4-[4-(2-[l,2,3]triazol-l-yl-ethanesulfinylmethyl)-
phenoxymethyl] -thiazol-2-yl} -1H-indole;
2-{4-[4-(4-[l,2,3]Triazol-l-yl-butyl)-benzenesulfonylmethyl]-oxazol-2-yl}-5
- trifluoromethoxy- lH-indole;
5-Fluoro-2-{4-[4-(4-[l,2,3]triazol-l-yl-butyl)-benzenesulfonylmethyl]- 



oxazol-2-yl}-lH-indole;
[4-(4-[l,2,3]Triazol-l-yl-butyl)-phenyl]-[2-(5-trifluoromethoxy-lH-indol-2-
yl) -oxazol-4-ylmethyl] -amine;
[2-(6-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-ylbut
yl) -phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-ylbut
yl) -phenyl] -amine;
[2-(6-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-ylbut
yl)- phenyl] -amine
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2
>3]triazol-l-ylbutyl) -phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4- [1,2,3]
triazol- 1-yl-butyl)-phenyl] -amine;
[2-(6-Fluoro-lH-mdol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4- [1,2,3
]triazol- 1-yl-butyl)-phenyl] -amine;
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-methyl-4-(4- [1,2,3]
triazol- 1-yl-butyl)-phenyl] -amine;
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-ylbut
yl)- 3-trifluoromethyl-phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[4-(4-[l,2,3]triazol-l-ylbut
yl) -3-trifluoromethyl-phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4- [1,2,3]
triazol- 1-yl-butyl)-phenyl] -amine;
[2-(5-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-fluoro-4-(4- [1,2,3]
triazol- 1-yl-butyl)-phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[2-fluoro-4-(4-
[1,2,3]triazol- 1-yl-butyl)-phenyl] -amine;
[2-(5-ChloiO-lH-indol-2-yl)-oxazol-4-ylmethyl]-[2-fluoro-4-(4-
[l,2,3]triazol-l-yl-butyl)-phenyl] -amine;
[2-(6-Chloro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[l,2,3]triazol-l-ylpro
pyl) 



-phenyl] -amine; [2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[3-(3-[l
>2,3]triazol-l-ylpropyl)- phenyl] -amine;
[2-(5-Fluoro-lH-indol-2-yl)-oxazol-4-ylmethyl]-[6-(4-[l,2,3]triazol-l-ylbut
yl)- pyridin-3-yl] -amine;
[2-(5-Fluoro-lH-mdol-2-yl)-oxazol-4-ylmethyl]-[5-(4-[l,2,3]triazol-l-ylbuty
l) -pyridin-2-yl] -amine;
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethox7methyl)-
phenoxymethyl]-oxazol-2-yl}-lH-indole;
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethanesulfinylmethyl)-
phenoxymethyl] -oxazol-2-yl} -lH-indole; and
5-Fluoro-2-{4-[3-methyl-4-(2-[l,2,3]triazol-l-yl-ethanesulfonylmethyl)-
phenoxymethyl] -oxazol-2-yl}- lH-indole. 8. A process for the manufacture
of the compounds of formula I in claim 1 , wherein (a) the compound of
formula VI formula VI, wherein R2 ,W, X and ring B have the significance as
given in formula I in claim 1,is reacted with a compound of formula V
formula V, wherein R1 and G have the significance given for formula I in
claim 1, to give the respective compound of formula I, wherein V is -O-,
and which are named Ia. formula Ia wherein R1, R2 ,W, X, G and ring B have
the significance given for formula I in claim 1 and V is -O-;, (b) said
compound of formula Ia is isolated from the reaction mixture, and (c) if
desired, converted into a pharmaceutically acceptable salt. 9. A process
for the manufacture of the compounds of formula I in claim 1 , wherein(a)
the compound of formula XIII 



formula XIII, wherein R2 ,W, X and ring B have the significance as given in
formula I in claim 1, is reacted first with a compound of formula V formula
V, wherein R1 and G have the significance given for formula I in claim 1,
to give the respective compound of formula XIV, formula XIV wherein R1, R2
,W, X, G and ring B have the significance given for formula I in claim
1,(b) the tert-butyloxycarbonyl(BOC)-protecting group of said compound of
formula XIV is cleaved to give the respective compound of formula Ib,
wherein V is -NH- and which are named Ib; wherein R1, R2 ,W, X, G and ring
B have the significance given for formula I in claim 1 and V is -NH-, (c)
said compound of formula Ib is isolated from the reaction mixture, and (d)
if desired, converted into a pharmaceutically acceptable salt. 10. A
pharmaceutical composition, containing one or more compounds according to
claims 1 to 7 together with pharmaceutically acceptable excipients. 11. The
pharmaceutical composition according to claim 10 for the inhibition of
tumor growth. 12. The use of a compound according to claims 1 to 7 for the
manufacture of corresponding medicaments for the inhibition of tumor
growth. 13. The use of a compound according to claims 1 to 7 for the
treatment of cancer. 


