
USE OF RCK-OPENERS FOR THREATING OR
REDUCING THE SYMPTOMS OF
SCHIZOPHRENIA Field of the invention
The present invention relates to a
novel method for treating or reducing
the symptoms 5 of schizophrenia, said
method comprising administering to a
host in need thereof an effective
amount of a compound able to
selectively increase the ion flow
through KCNQ potassium channels.
Furthermore the present invention
relates to the use of selective KCNQ
potassium channel openers for the
preparation of a pharmaceutical
composition for treating or reducing
the symtoms of schizophrenia and
related 10 symptoms, disorders and
diseases. Furthermore the present
invention relates to a method of
screening for a compound, which is a
selective KCNQ potassium channel
opener and which is capable of having
an anti-psychotic potential.
Background of the invention 15 The
dopaminergic system is known to be
disrupted in schizophrenia and
related disorders (Meltzer and Stahl
Schizophrenia Bulletin,1976, 2,
19-76) and the compounds currently
available for the treatment of
schizophrenia all modulate the
dopaminergic system. These compound
do so by inhibiting the signmIling
properties of a number of
brain-expressed receptors, most
notably the dopamine 1)2 receptor. 20
However, a number of other receptors
are also involved in the activity of
many antipsychotic drugs, including
serotonergic, noradrenergic,
histaminergic and muscarinic
receptors (Scolnick, Schizophrenia
Bulletin, 2004, 72, 75-77). The
current antipsychotic compounds all
produce a range of side effects in
addition to 25 their effect of
reducing the symptoms of
schizophrenia and related disorders.
The nature of the side effects
depends upon the exact pharmacology
of the compound in question. All
clinically used antipsychotics
inhibit the dopamine 1)2 receptor to
some degree or other (Seeman et al.,
Nature 261, 717-719). Those compounds
that require a high degree of
dopamine 132 receptor block, for
example haloperidol, cause extra 30
pyramidal side effects and elevations
in prolaetin levels. Extra pyramidal
side effects include parkinsonism,
rigidity, akinesia and after
prolonged treatment tardive
dyskinesia may develop (Pierre, Drug
Safety, 2005, 28, 191-208). Prolactin
elevation can cause a number of
endocrine disturbances, such as
gynaecomastia, galactorrhoea, sexual
disfunction, infertility,
oligomenorrhoea and amenorrhoea
(Haddad and Wiwi( 35 Drugs, 2004, 64,
2291-2314). 



The current antipsychotic compounds,
particularly the newer class of
atypical antipsychotics, such as
olanzapine, quetiapine and
risperidone, are also associated with
insulin resistance, disturbances in
glucose and lipid metabolism,
diabetes and excessive weight gain
(Melkersson and Dahl, Drugs 2004, 64,
701-723). 5 In addition, the current
antipsychotics may cause 'slowness of
thinking' which contributes to the
cognitive symptoms of schizophrenia.
Furthermore, anhedonis, the decrease
in mood, may also occur with some
antipsychotics and may appear to
worsen the negative symptoms of
schizophrenia (Heinz et al,
Schizophrenia Research, 101998,
31,19-26). The current antipsychotics
also inadequately treat the symptoms
of schizophrenia. The symptoms of
schizophrenia fall into three broad
categories: positive, negative and
cognitive. The positive symptoms are
those which represent an 'excess' of
normal - 15 experience, such as
hallucination and delusions. The
negative symptoms are those where the
patients shows a lack of normal
experience, such as anhedonia and
lack of social interaction. The
cognitive symptoms, relate to the
cognitive deficits in schizophrenia,
such as lack of sustained attention
and deficits in decision making. The
current antipsychotics largely neat
the positive symptoms of
schizophrenia and have 20 limited
impaet on the negative or cognitive
symptoms (Mishara and Goldberg,
Biological Psychiany, 2004, 55,
1013-1022). In addition, the clinical
benefit derived from antipsychotics
takes several weeks of treatment to
develop. In a recent large
comparative study (the CA 1111 study)
approximately 30-40% of patients
discontinued treatment (switched to
another drug) because of lack of
efficacy (Lieberman et al New 25
England Journal Of Medicine, 2005,
353, 1209-1223). Major depressive
disorder is a chronic recurring
disease with considerable morbidity
in the general population. The
hallmark of the disease is a
depressed mood. The clinical picture
may be further characterised by
anhedonic symptoms, sleep 30
disturbances, psychomotor agitation
or retardation, sexual dysfunction,
weight loss, concentration
difficulties and delusional ideas.
However, the most serious
complication of a depressive episode
is that of suicidal ideation leading
to suicide attempts (DSM IV, American
Psychiatric Association, Washington
D.C. 1994).  Consequently, it is the
goal of treatment of the depression
that the symptoms are effectively
alleviated, the treatment is safe and
highly tolerable and the treatment
has an early on set of effect. 5
Bipolar disorder, previously referred
to as manic-depressive illness, is
characterised by episodes of
depression and mania (type I) or
episodes of depression and hypomania
(type II). The symptoms of a bipolar
depressive episode are not different
from those characterising a major
depressive episode. This is also the
reason why 



many bipolar patients are initially
diagnosed as suffering from major
depression. 10 However, it is the
occurrence of manic or hypomanic
episodes that give rise to a bipolar
diagnosis, which is distinct from a
major depression diagnosis. Bipolar
disorders are life-threatening
conditions since patients diagnosed
with a bipolar disorder have an
estimated suicide risk 15 times
higher than in the general population
(Harris and Barraclough, 1997,
British Journal of Psychiatry,
170:205-228). At 15 present bipolar
disorder is treated by maintaining
the bipolar patients on
moodstabilisers (mainly lithium or
antiepileptics) and adding antimanic
agents (lithium or antipsychotics) or
antidepressants (tricyclic
antidepressants or selective
serotonin re-uptake inhibitors) when
the patients relapse into a manic or
depressive episode, respectively
(Liebensiann and Goodwin, Curr.
Psychiatry Rep. 2004, 6:459- 20 65).
Thus, there is a desire to develop
novel therapeutic treatments for
bipolar disorder in order to meet the
need of effectively treating all
three crucial elements in these
disorders with only one therapeutic
agent: such novel agents should
alleviate manic symptoms with a fast
onset of action (antimanic activity),
alleviate depression symptoms with a
fast onset of action (antidepressant
activity), prevent the recurrence 25
of mania as well as depression
symptoms (mood stabilising activity).
Ion channels are cellular proteins
that regulate the flow of ions,
including potassium, calciuna,
chloride and sodium into and out of
cells. Such channels are present in
all  animal and human cells and
affect a variety of processes
including neuronal 30 transmission,
muscle contraction, and cellular
secretion. Humans have over 70 genes
encoding potassium channel subtypes
(Jentsch Nature Reviews Neuroscience
2000, 1, 21-30) with a great
diversity with regard to both  4
stnicture and function. Neuronal
potassium channels, which are found
in the brain, are primarily
responsible for maintaining a
negative resting membrane potential,
as well as controlling membrane
repolarisation following an action
potential. 5 One subset of potassium
channel genes is the KCNQ family.
Mutations in four out of five KCNQ
genes have been shown to underlie
diseases including cardiac
arrhythrnias, deafness and epilepsy
(lentsch Nature Reviews Neuroscience
2000, 1, 21-30). 10 KCNQ1 (KvLQT1) is
co-assembled with the product of the
KCNE1 (minimal K(4-)-channel protein)
gene in the heart to form a
cardiac-delayed rectifier-like K(+)
current Mutations in this channel can
cause one form of inherited long QT
syndrome type 1 (LQT1), as well as
being associated with a form of
deafness (Robbins Pharmacol Titer
2001, 90, 1-19). 15 The genes KCNQ2
and KCIVQ3 were discovered in 1998
and appear to be mutated in an
inherited form of epilepsy known as
benign familial neonatal convulsions
(Rogawsld Trends in Neuroscience.
2000, 23, 393-398). The proteins
encoded by the 



KCNQ2 and KCNQ3 genes are localised
in the pyramidal neurons of the human
20 cortex and hippocampus, regions of
the brain associated with seizure
generation and propagation (Cooper
etal. Proceedings National Academy of
Science USA  2000, 97, 4914-4919).
KCNQ2 and KCNQ3 are two potassium
channel subunits that form
"M-currents" 25 when expressed in
vitro. KCNQ5 has also been shown to
contribute to the M-current in
cultured hippocanmal neurons (Shah et
al., Journal of Physiology 2002, 544,
29- 37). ICCNQ4 potassium channels
have been shown to possess
M-current-like properties when
expressed in cell lines (Sogaard et
al., American Journal of Physiology
and Cellular Physiology, 2001, 280,
C859-C866). The M-current is a non-
30 inactivating potassium current
found in many neuronal cell types. In
each cell type, it is dominant in
controlling membrane excitability by
being the only sustained current in
the range of action potential
initiation (Marrion Annual Review
Physiology 1997, 59,483-504).
Modulation of the M-current has
dramatic effects on neuronal  5
excitability, for example activation
of the current will reduce neuronal
excitability. Openers of these KCNQ
channels or activators of the
M-current, will reduce neuronal
activity and may thus be of use in
the treatment of seizures and other
diseases and disorders characterised
by excessive neuronal activity, such
as neuronal 5hyperexcitability
including convulsive disorders,
epilepsy, neuropathic pain, anxiety
and schizophrenia. The KCNQ4 gene is
thought to encode the molecular
conelate of potassium channels
found in outer hair cells of the
cochlea and in Type I hair cells of
the vestibular 10 apparatus, in which
mutations can lead to a form of
inherited deafness. KCNQ2 and KENQ4
are also expressed in the sub stantia
nigra and ventral tegmental area
(Kharkovets et al, 2000 Proceedings
National Academy of Science USA,  97,
4333-4338), which contain the cell
bodies of two of the major
dopaminergic systems 15 in the brain
the nigrostriatal and mesolimbic
systems respectively. There is
functional coupling between dopamine
D2 receptors and KCNQ4 channels when
expressed in oocytes or SH-SY5Y cells
(Ljungstrom at at, European Journal
of Physiology, 2003, 446, 684-694),
which suggests similar coupling in
vivo when the D2 receptor and KCNQ4
channels are expressed in the same
cells. 20 Retigabine (D-23129;
N-(2-amitio-4-(4-fluorobenzylatnino)-
phenyl) carbanaic acid ethyl ester)
and analogues thereof are disclosed
in EP554543. Retigabine is an
anti-convulsive compound with a broad
spectrum and potent anticonvulsant
properties, both in vitro and in
vivo. It is active after oral and
intraperitoneal administration in 



25 rats and mice in a range of
anticonvulsant tests (Rostock et al.
Epilepsy Research 1996, 23, 211-223).
In clinical trials, retigabine has
recently shown effectiveness in
reducing the incidence of seizures in
epileptic patients (Mater et al.
Epilepsy Research 2002, 51, 31-71).
30 Retigabine has been shown to
activate a K(-1-) current in neuronal
cells and the pharmacology of this
induced current displays concordance
with the published pharmacology of
the 1,4-channel. Retigabine has also
been shown to bind to KCNQ channels
(VV.-crake et al, Molecular
Pharnzacology, 2005, 67,1009-1017).
These data  6  suggest that
activation of KCNQ channels is
responsible for at least some of the
anticonvulsant activity of this agent
(Wickenden et al. Molecular
Pharmacology 2000, 58, 591-600) - and
that other agents working by the same
mechanism may have similar uses.
Retigabine has been shown to suppress
the firing of dopaminergic neurons in
the ventral tegmental area ex vivo
(Hansen et al., Society for
Neuroscience Abstracts, 2005,
153.11). However, it is not known
whether this effect of retigabine
translates into an in vivo inhibition
of dopaminergic neurons in the
ventral tegmental area, or whether
this effect is associated with
anti-psychotic-like behaviour in
animals. Thus there is a great desire
for compounds that are effective in
the treatment of the symptoms of
schizophrenia and related diseases
and disorders, but have reduced
propensity to cause or are devoid of
the common side effects of
antipsychotics, which are extra
pyramidal side effects, prolactin
elevation, weight gain, disturbances
in glucose and lipid metabolism and
cardiovascular problems. Additionally
a great desire exists for compounds
with a fast onset of action that are
effective in the treatment of
schizophrenia and related diseases
and disorders. Moreover a great
desire exists for compounds that
exhibit a significantly greater
efficacy in treating the positive,
the negative and the cognitive
symptoms of schizophrenia and may
treat a greater percentage of
patients than currently benefit from
existing antipsychotic drugs.
Additionally a great desire exists
for a treatment where compliance can
be improved. It has now for the first
time surprisingly been found that
compounds that activate KCNQ channels
are able to modulate the dopaminergic
system in vivo and display efficacy
in the commonly used animal models of
schizophrenia. Summary of the
invention In one aspect, there is
provided the use of a pharmaceutical
composition comprising a selective
KCNQ potassium channel opener in the
manufacture of a medicament for the
6a treatment of schizophrenia wherein
said selective KCNQ potassium channel
opener is a compound able to
selectively increase the ion flow
through KCNQ potassium channels
wherein said compound is a compound
according to formula 1, 2, 3, 4, 5,
6, 7, 8 or 9 where formula 1 is:
wherein Ri is selected from the group
consisting of hydrogen,
C1.6-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
C3_8-cycloalk(en)yl-Cis-alk(en/yn)yl,
acyl, hydroxy-C1:6-alk(en/yn)yl and
hydroxy-C3_8-cycloalk(en)y1; R2 and
R2' are independently selected from
the group consisting of hydrogen,
Ci_6- alk(en/yn)yl,
C3:8-cycloalk(en)yl, aryl,
C3:3-cycloalk(en)yl-Ci_8-alk(en/yn)yl
, alk(en/yn)yl, acyl,
hydroxy-C,_6-alk(en/yn)yl and
hydroxy-C3:5-cycloalk(en)y1; R3 is
selected from the group consisting of
hydrogen, C1.6-alk(en/yn)yl,
cycloalk(en)34,aryl,C3_8-cycloalk(en)
yl-C1:8-alk(eniyn)yl,aryl-C1:8-alk(en
/yn)yl, 



hydroxy-C1:8-alk(en/yn)yl,aryl-C3NRIo
Rioic_8-cycloalk(en)yl,1_6-alk(en/yr)
yl, NRIRmIC3:8-cycloalk(en)yl and
hydroxy-C3_8-cycloalk(en)y1; wherein
RI and RI' are independently selected
from the group consisting of
hydrogen, C1:8- alk(en/yn)yl,
Cm-cycloalk(en)yl,
C3:8-cycloalk(en)yl-C1:6-alk(en/yn)yl
,  6b C1.6-alk(erilyn)yl,
cyano-C1.6-alk(en/yn)yl,
cyano-C34-cycloalk(en)yl and
cyano-C34-
cycloalk(en)yl-C1_5-alk(en/yn)yl, or
Rio and -10, n together with the
nitrogen atom to which they are
attached form a 4-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatorns; X is CO or SO2; Z is 0
or NR4, wherein 12.4 is selected from
the group consisting of hydrogen,
Cu6-alk(en/yn)yl, C3 _8-
cycloalk(en)yl,
C3_8-cycloalk(en)yl-Ci_6-alk(erilyn)y
l, hydroxy-C1_6-alk(en/yn)yi and
hydroxy-C35-cycloalk(en)y1; or R3 and
R4 together with the nitrogen atom to
which they are attached form a 4-8
membered saturated or unsaturated
ring which optionally contains 1, 2
or 3 further  heteroatoms, the ring
formed by R3 and R4 and the nitrogen
atom is optionally substituted with
one or more substituents
independently selected from
C16-alk(en/yn)yl, aryl and
aryl-C1_6-alk(en/yn)yl; q is 0 or 1;
and Y represents a heteroaryl of
formula II or III (R3)p  



6c W is 0 or S; m is 0,1, 2 or 3; n
is 0, 1, 2, 3 or 4; p is 0 or 1; and
each R5 is independently selected
from the group consisting of
C1_6-alk(en/y0y1, C34-
cycloalk(en)yl, aryl,
C3_8-cycloalk(en)yl-Cl_6-alk(en/yn)yl
, aryl-C1_6-alk(en/yn)yl, acyl,
halogen, halo-C1_6-alk(en/yn)yl,
C1_6-alk(en/yn)yloxy, -CO-NR6R6',
cyano, nitro, - ,NR7R7', -S-R8,
-S02R8, S020R8; wherein R6 and R6'
are independently selected from the
group consisting of hydrogen, C1_6-
alk(en/yn)yl, C34-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)yl
and aryl; R7 and R7' are
independently selected from the group
consisting of hydrogen, C1_6-
alk(en/yn)yl, C34-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)yl
, aryl and acyl; and R8 is selected
from the group consisting of
C1_6-alk(en/yn)yl,
C34-cycloalk(en)yl, C3_8-
cycloalk(en)yl-CF6-alk(en/yn)yl, aryl
and -NR9R9.; wherein R9 and R9' are
independently selected from the group
consisting of hydrogen, C14-
alk(en/yn)yl, C34-cycloalk(en)yl and
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)y1
; or pharmaceutically acceptable
salts thereof and  6d    wherein 



s is 0 or 1; U is 0, S, 502, SO2NR12,
CO-0 or CONR11; wherein     is
selected from the group consisting of
hydrogen, C1_6-a1k(en/yn)y1, C34-
eycloalk(en)yk
Cs-s-cycloalk(en)yl-C,6-alk(en/yn)y1;
or R2 and RH together with the
nitrogen atom form a 5-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; grits 0 or 1; X is CO or
SO2; with the proviso that q is 0
when X is 502; Z is 0 or S; 122 is
selected from the group consisting of
hydrogen, C,4-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
Ciir-cycloaken)yl-Cl_r-alk(en/yn)yl,
acyl, hydroxy-C16-alk(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C3_8-cyclealk(e0y1-C1_6-alk(e
n/y0y1, halo-C1-6- alk(en/yn)yl,
halo-C34-cycloalk(en)yl,
halo-C38-cycloalk(en)y1-C1_6-a1k(en/y
n)yl, cyanoClir-alk(en/yn)yl,
cyano-C3_8-cycloaken)yl and
cyano-C3_8-cycloalk(en)yl-C1-6-
alk(en/yn)y1;  6e R2 is selected from
the group consisting of hydrogen,
C1_6-alk(en/yn)yl, C3_8-
cycloalk(en)yl,
C3-cycloalk(en)yl-Ci.6-alk(en/yn)yl,
Ar, Ar-CF6-alk(en/yn)yl,
Ar-C3-scycloalk(en)yl,
Ar-C3_8-cycloalk(en)yl-C1_6-alk(en/yn
)yl, acyl, hydroxy-C1.6-alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-C3,8-cycloalk(en)yl-C16ralk(e
n/yn)yl, halogen,
halo-C1_6-alk(en/yn)yl,halo-C34-cyclo
alk(en)yl,halo-C38-cycloalk(en)yl-C1-
6- alk(en/yn)yl, cyano,
cyano-C1.6-alk(en/yn)yl,
cyano-Cm-cycloalk(en)yl, cyano-C3-5-
cycloalk(en)yl-C
_6-alk(en/yn)yl,NR"R10'-C1_6-alk(en/y
n)yl,NoRiur_c3_8_ cycloalk(en)yl and
NRI0R1w-C34-cycloalk(en)yl-C1_6-alk(e
n/yrOyl; wherein le and 113' are
independently selected from the group
consisting of hydrogen, C1_6-
alk(en/yn)Y1, Cm-cycloalk(en)yl,
C34-cycloalk(en)yl-C1_6-a1k(en/yn)yl,
hydroxy-C1-6- alk(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C3.8-cycloalk(en)yl-CF6-alk(e
n/yn)yl,
halo-C1_6-alk(en/yn)yl,halo-Cm-cycloa
lk(en)yl,halo-C3_8-cycloalk(en)yl-C1-
5- alk(entyn)yl,
cyano-C1_6-alk(en/yn)yl,
cyano-C34-cycloalk(en)y1 and
cyano-C3-8-
cycloalk(en)yl-C1_6-alk(en/yn)yl, or
le and Iti' together with the
nitrogen atom form a 5-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; provided that when le is
halogen or cyano then s is 0; and
Provided that U is 0 or S when s is 1
and le is a hydrogen atom or acyl; 



R3 is selected from the group
consisting of CF6-alk(en/yn)yl,
C3-cycloalk(en)yl,
heterocycloalk(en)yl,C8-cycloalk(en)y
l-C1:6-alk(en/yn)Y1,C1_5-alk(en/yr)yl
-C3-8- cycloalk(en)yl,
C1s-alk(en/yn)yl-heterocycloalk(en)yl
, beterocycloalk(en)yl-C1_6-
alk(en/yn)yl, Ar,
Ar-C14-alk(en/yn)yl,
Ar-C34-cycloalk(en)yl,
Ar-heterocycloalk(en)yl,
Ar-C34-cycloalk(en)yl-C1_6-alk(en/yn)
yl,
Ar-C1_6-alk(en/yn)yl-C3_8-cycloalk(en
)yl,
ArC1_6-alk(en/yn)yl-heterocycloalk(en
)yl,
C1,6-alk(en/yn)yloxy-C1_6-alk(en/yr)y
l; C3-8-
cycloalk(en)yloxy-C1_6-alk(en/yn)yl,
Ci_s-alk(etilyn)yloxy-Cm-cycloalk(en)
yl, C1_6-
alk(en/yn)yloxy-heterocycloalk(en)yl,
Ar-oxy-C1_6-alk(en/yn)y1,
Ar-C1_6-alk(en/yn)yloxyC1_6-alk(en/yn
)yl,
C1.6-alk(en/yn)yloxy-carbonyl-CF6-alk
(en/yn)yl, C3-8-
cycloalk(en)yloxy-carbonyl-CF5-alk(ef
ilyn)yl,
C34-cycloalk(en)yl-Ci_6-alk(en/yn)ylo
xycarbonyl-CF6-alk(en/yn)yl,
hydroxy-CF6-alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-heterocycloalk(en)yl,
hydroxy-C34-cycloalk(en)yl-Ci..6-alk(
en/yn)yl, hydroxy-  6f C1
6-alk(erilyn)yl-C34-cycloalk(en)yl,hY
droxY-Ci_s-alk(en/yn)yl-heterocycloal
k(en)yl, halo-Cl_6-alk(erilyn)yl,
halo-C3 8-cycloalk(en)yl,
halo-heterocycloalk(en)yl,
halo-C3cycloalk(en)yl-Ci_6-alk(en/yn)
yl, halo-C1 -
alk(etilyn)yl-C34-cycloalk(en)yl,
halo-Cl_6-alk(en/yn)yl-heterocycloalk
(en)yl, halo-Chsalk(en/yn)yl-Ar,
halo-C34-cycloalk(en)yl-Ar,
halo-C3.5-cycloalk(en)yl-C16-alk(en/y
n)ylAr,
halo-Cl_6-alk(en/yn)yl-C38-cycloalk(e
n)yl-Ar, cyano-C j_r-alk(en/yn)yl,
cyano-C3_8- cycloalk(en)yl,
cyano-heterocycloalk(en)yl,
cyano-C34-cycloalk(en)yl-C16-alk(en/y
n)yl,
cyano-CF6-alk(en/yn)yl-C3_8-cycloalk(
en)yl, cyano-CF6-alk(en/yn)yl-
heterocycloalk(en)yl,
acyl-C1..6-alk(en/yn)yl,
acyl-C34-cycloalk(en)yl, acyl-
heterocycloalk(en)yl,
acyl-C3..8-cycloalk(en)yl-C14-alk(en/
yn)yl,
acyl-CF6-alk(en/yn)ylC3_8-cycloalk(en
)yl,
acyl-C16-alk(en/yn)yl-heterocycloalk(
en)yl, NRI2R12', optionally
substituted
NR121412'-C1_6-alk(en/yn)yl,
optionally substituted NRI2R12'-C3-8-
cycloaik(en)yl, optionally
substituted
NeRl2'-C3,8-cycloalk(en)yl-C1_6-alk(e
n/yn)yt wherein ku and Ru are
independently selected from the group
consisting of hydrogen, C1.6-
alk(en/yn)Y1, Cm-cycloalk(en)yl,
C3_8-cydoalk(en)yl-C1.5-alk(ergyn)yl,
Ar, Ar-C1-6- alk(en/yn)yl,
Ar-C,3cycloalk(en)yl,
Ar-C3_8-cycloalk(en)yl-C16-alk(en/yn)
yl, Arheterocycloalk(en)yl,
Ar-oxy-C1_6-alk(en/yn)yl,
Ar-oxy-C34-cycloalk(en)yl,
Ar-oxy-C)-8-
cycloalk(en)yl-C1_6-alk(en/y0)Y1,
Ar-oxy-heterocycloalk(en)yl,
hydroxy-Cmalk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-C3_8-cycloa1k(en)yl-CF6-alk(e
n/yn)y1, halo-C1_6-alk(en/yn)yl,
halo-C34-cycloalk(en)yl,
halo-Cm-cycloalk(en)yl-C1-6-
alk(en/yn)yl, cyano-C,6-alk(en/yn)yl,
cyario-C3_8-cycloalk(en)yl and
cyano-C3-8- cycloalk(en)yl-C1 _6
-alk(en/yn)yl, or Ru and kir together
with the nitrogen atom form a 5-8
membered saturated or unsaturated
ring which optionally contains 1, 2
or 3 further heteroatoms; with the
proviso that when le is NR121412'
then q is 0; and  XXV(Rs),   



or (R5Ii   6h W is 0 or S; V is N, C
or CH; T is N, NH or 0; a is 0, 1,2
or 3; b is 0, 1, 2, 3 or 4; c is 0 or
1; d is O, 1,2 or 3; e is 0, 1 or 2;
fis0,1,2,3,4or 5; g is 0, 1, 2, 3 or
4; his 0, 1, 2 or 3; j is 0, 1 or 2;
k is 0, 1, 2 or 3; and 



each R5 is independently selected
from the group consisting of a
Clealk(en/yn)yl, C3_8-
cycloalk(en)yl,
C38-cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ar, Ar-Cus-alk(en/yn)yl,
Ar-Cs_scycloalk(en)yl,
Ar-C34-cycloalk(en)yl-C1_6-alk(en/yn)
yl, Ar-oxy, Ar-oxy-C1-6-
alk(en/yn)yl,
Ar-oxy-C3"8-cycloalk(en)yl,
C1_6-alk(en/yn)yl-heterocycloalk(en)y
l,
Ar-oxyCm-cycloalk(en)yl-Clis-alk(en/r
dyl, acyl, C1_6-alk(en/yn)yloxy,
C34-cycloalk(en)yloxY,
C34-cycloalk(en)yl-Cl_6-a1k(en/yn)ylo
xy, C1,6-alk(etgyn)yloxy-carbonyl,
halogen, halo-  6i Ch6-alk(en/yn)yl,
halo-C3_8-cycloalk(en)yl,
halo-C3.8-cycloalk(en)yl-C1_6-alk(en/
yn)yl, - CO-NR6R6', cyano,
cyano-C1_6-alk(en/yn)yl,
cyano-Cm-cycloalk(en)yl,
cyano-C3_8-cycloalk(en)yl-C1-
5-alk(en/yn)yl, NR7R7', S-R8 and
S02R8, or two adjacent 148 together
with the aromatic group form a 5-8
membered ring which optionally
contains one or two heteroatoms; R6
and 126' are independently selected
from the group consisting of
hydrogen, Ci_6- alk(en/yr)yl,
C34-cycloalk(en)yl,
C3"8-cycloalk(en)yl-C1.5-alk(en/yn)yl
and Ar; le and R7' are independently
selected from the group consisting of
hydrogen, CL6-
alk(en/yn)yl,.C3_8-cycloalk(en)yl,C38
-cycloalk(en)yl-C1_6-alk(en/yn)yl,Ar,
,heterocycloalk(en)yl-C1:5-alk(en/yn)
yl,
heterocycloalk(en)yl-Cm-cycloalk(en)y
l,
heterocycloalk(en)yl-C3_8-cycloalk(en
)y17C16-alk(en/yn)yl,
heterocycloalk(en)yl-Ar and acyl; or
R7 and R7' together with the nitrogen
atom form a 5-8 membered saturated or
unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms; and R8 is selected from
the group consisting of hydrogen,
C1:5-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
C35-cycloalk(en)yl-C1:6-alk(en/yn)yl,
Ar and -NR9R9'; wherein R9 and 11.6'
are independently selected from the
group consisting of hydrogen,
C1_6-alk(enJyn)yl, Cm-cycloalk(en)yl
and
C3_8-cycloalk(en)yl-Cl_6-alk(en/yn)y1
; or pharmaceutically acceptable
salts thereof; and where formula 3
is:  6j R2  



(3) wherein U is 0, S or NR2' ; s is
0 or 1; Xis CO or SO2; Z is 0, S or
NI24, wherein le is selected from the
group consisting of hydrogen, Ci.6-
alk(en/yn)yl, C34-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-a1k(en/yn)yl
, hydroxy-C1-6- alk(en/yn)yl and
hydroxy-C3_8-cycloalk(en)yl ; q is 0
or I; R1 and R1' are independently
selected from the group consisting of
hydrogen, C1_6- alk(en/yn)34,
Cm-cycloalk(en)yl,
C34-cycloalk(en)yl-C1_6-alk(en/yn)yl,
acyl, hydroxy-C1- 6-alk(en/yr)yl,
hydroxy-C34-cycloalk(en)yl,
halo-C1_6-alk(en/yn)yl and
cycloalk(en)y1; R2 is selected from
the group consisting of hydrogen,
halogen, C1_6-alk(en/yn)yl,
cycloalk(en)yl,
C3_5-cycloalk(en)yl-C1-6-alk(etilyn)y
l, Ar, Ar-C1_6-a1k(en/yn)yl, Ar-C3-8-
cycloalk(en)yl, acyl,
hydroxy-C1_6-alk(en/y0y1,
hydroxy-C34-cycloalk(en)yl,
halo-C1-6-  6k alk(erilyn)yl,
halo-C34-cycloalk(en)yl and cyano;
provided that when R2 is halogen or
cyano, then s is 0; when s is 1 and
TJ is NR2' then R2' is selected from
the group consisting of hydrogen, Ct.
6-alk(en/yn)yl, C3.6-cycloalk(erOyl,
C3_8-cycloalk(en)yl-C1.6-alk(en/yn)yl
, Ar, Ar-C1_6- alk(en/yn)yl,
Ar-Cm-cycloalk(en)yl, acyt,
hydroxy-Ci_6-alk(en/yn)y1,
hydroxy-Cmcycloalk(en)yl,
halo-C1_6-alk(en/yn)yl and
halo-C3_8-cycloalk(en)yl; or R2 and
R2' together form a 5-8 membered
saturated or unsaturated ring- which
optionally contains one further
heteroatom; R3 is selected from the
group consisting of
C1_6-alk(en/yn)yl, Cm-cycloalk(en)yl,
C3-8-
cycloalk(en)yl-C1.6-alk(en/yn)yl, Ar,
Ar-C1_6-alk(en/yn)yl,
Ar-C3_8-cycloalk(en)yl,
hydroxy-C1_6-alk(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
halo-C1.6-alk(en/yn)yl and
haloC34-cycloalk(en)y1; and Y
represents a group of formulae VI,
VII, VIII, IX or XXX:  VIII 



wherein the line represents a bond
attaching the group represented by Y
to the nitrogen atom; W is 0 or S; a
is 0, 1, 2 or 3; b is 0, 1, 2, 3 or
4; c is 0 or I; d is 0, 1, 2 or 3;  e
is 0, 1 or 2; fis0,1,2,3,4or5; g is
0, 1, 2, 3 or 4; h is 0, 1, 2 or 3;
and each Rs is independently selected
from the group consisting of a
C1_6-alk(en/yn)yl, C3_8-
cycloalk(en)yl, Ar,
C38-eyeloalk(en)yl-C1_6-alk(en/yn)yl,
Ar-Cl_6-alk(en/yn)yl, acyl, C1-6-
alk(an/en/yn)yloxy, halogen,
halo-C1_6-alk(en/yn)yl, -CO-NR6R6',
cyano, nitro, -NR7127', -S-R5,
-S02128 and S020R8, or two
substituents together form a 5-8
membered saturated or unsaturated
ring which optionally contains one or
two heteroatoms; R6 and 126' are
independently selected from the group
consisting of hydrogen, C1_6-
alk(en/yn)Y1, C38-cycloalk(en)y1,
C34-cycloalk(en)yl-C15-alk(en/yn)yl
and Ar; R7 and R7' are independently
selected from the group consisting of
hydrogen, C1_6- alk(en/yn)Y1,
C3-8-cycloalk(en)yl,
C3_5-cycloalk(en)yl-C1_6-alk(en/yn)y1
, Ar and acyl; and Rs is selected
from the group consisting of
hydrogen, Ci_s-alk(en/yn)yl,
cycloalk(en)yl,
C3_s-cycloalk(en)yl-C1_6-alk(en/yrOyl
, Ar and -NR5R9'; wherein R9 and R9'
are independently selected from the
group consisting of hydrogen,
C1.6-alk(en/yn)yl, C34-cycloalk(en)yl
and
C3_8-cyc1oalk(en)yl-C1.6-alk(en/yn)y1
; with the provisos that when R5 is
8020R8 then Rs is not -NR9R7' and
when R5 is S02R8 , then R8 is not a
hydrogen atom; or pharmaceutically
acceptable salts thereof; and where
formula 4 is:  6n 



RI (4) wherein the dotted line
represents an optional bond; R2 and
R1' are independently selected from
the group consisting of hydrogen,
C1,6- alk(en/yn)yl,
Cm_cynloalk(en)yl,
C3_8-cycloalk(en)y1-Chs-alk(en/yn)yl,
hydroxy-CI-salk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-C34-cycloalk(en)yl-Cli6-alk(e
n/yn)yl, halo-C,6-alk(en/yn)yl,
halo-Css-cycloalk(en)yl,
halo-C3,8-cycloaken)yl-C1-6-
alk(en/yn)yl, cyano-C14-alk(en/yn)yl,
cyano-C3_,-cycloalk(en)yl and
cyano-Cmcycloalk(en)yl-C
h6-alk(en/yn)y1; or R' and RP
together with the carbon atom to
which they are attached form a 3-8
membered saturated or unsaturated
ring which optionally contains 1 or 2
heteroatoms; s is 0 or 1; TJ is 0,
NR1I, S, SO2, SO2NR11, C0-0 or CO-NR;
whereinis selected from the group
consisting of hydrogen,
C1,6-alk(en/yn)yl,
C34-cycloalk(en)yl,
C3,8-cycloalk(en)ylC1s-alk(en/yr)yl;
or R2 and R" together with the
nitrogen atom to which they are
attached form a 4-8 membered
saturated or unsaturated ring which
optionally contains I, 2 or 3 further
heteroatoms;  6o R2 is selected from
the group consisting of hydrogen,
C1_6-alk(en/yn)yl, C34-
cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)y1
, Ar, Ar-C1-6-alk(en/Y1)Y1, Ar-C3-8-
cycloalk(en)yl,
Ar-C3_8-cycloalk(en)yl-Cl_6-alk(en/yn
)yl, acyl, hydroxy-C1_6-alk(en/yn)yl,
hydroxy-C3_8-cycloalk(en)yl,
hydroxy-C3_8-cycloalk(en)yl-C1_6-alk(
en/yn)yl, halogen,
halo-C."-alk(en/yn)yl,halo-C3_8-cyclo
alk(en)yl,halo-C3_8-cycloalk(en)yl-C1
-6- alk(en/yn)yl, cyano,
cyano-Cie-alk(en/yn)yl,
cyano-C3_8-cycloalk(en)yl,
cyano-C3_8-
cycloalk(en)yl-C1_6-alk(en/yn)yl,
-NO2, NRI0R10'-C1_6-alk(en/yn)yl,
NRI0R1r-C3-8- cycloalk(en)yl and
NRIR10'-C3_8-cycloa1k(en)yl-C1_6-a1k(
en/yn)y1; wherein RI and R.1' are
independently selected from the group
consisting of hydrogen, C1_5-
alk(en/yr)yl, C34-cycloalk(en)yl,
C3_8-cycloalk(en)yl-Ci_6-a1k(en/yn)yl
, hydroxy-C1-6- alk(en/yn)yl,
hydroxy-C3_8-cycloalk(en)yl,
hydroxy-C3_8-cycloalk(en)yl-C1_6-alk(
en/yn)yl,
halo-Cl_6-alk(en/yn)yl,halo-C3_8-cycl
oalk(en)yl,halo-C3_8-cycloalk(en)yl-C
1-6- alk(en/yn)Y1,
cyarto-C1_6-alk(en/yn)yl,
cyano-C3_8-cycloalk(en)yl and
cyano-C3_8-
cycloalk(en)yl-Cl_6-alk(en/yn)yl, or
RI and RI' together with the nitrogen
atom to which they are attached form
a 4-8 membered saturated or
unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms; with the proviso that
when R2 is NO2, halogen or cyano then
s is 0; and 



with the proviso that when R2 is a
hydrogen atom or acyl and s is I then
U is NRII, 0 or S; wherein the group
-(U)-R2 is linked to position 4 or 6
of the indole or indoline; q is 0 or
1; Z is 0 or S; X is CO or SO2; with
the proviso that q is 0 when X is
502;  6p  cycloalk(en)yl,
C1,6-alk(en/yn)yl-heterocycloalk(en)y
l, Ar, Ar-Cr6-alk(en/yn)yl, Ar-C3,8-
cycloalk(en)yl,
Ar-heterocycloalk(en)yl,
Ar-C34-cycloalk(en)yl-C1_6-alk(en/yn)
yl, Ar-C1-
5-alk(en/yn)yl-C3,8-cycloalk(en)yl,Ar
-Ci_6-alk(en/yn)yl-heterocycloalk(en)
yl,C1-6-
alk(en/yn)yloxy-C1_6_alk(en/yn)yl,C3.
8-cycloalk(en)yloxy-C1,6-alk(en/yn)yl
, alk(en/yn)yloxy-C34-cycloalk(en)yl,
Cl_6-alk(en/yn)yloxy-heterocycloalk(e
n)yl, Ar-oxy- CI_6-alk(en/yn)yl,Ar-C,
6-alk(en/yn)yloxy-C1,6-alk(en/yn)yl,C
1_6-alk(en/yn)yloxy-
carbonyl-C1,6-alk(en/yn)yl,C35-cycloa
lk(en)yloxy-carbonyl-C1_6-alk(en/yn)Y
1,C3-8-
cycloalk(en)yl-C1_5-alk(en/yn)yloxy-c
arbonyl-C1_6-alk(en/yn)yl,hydroxy-C1.
6- alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-heterocycloalk(en)yl,
hydroxy-C3,8-
cycloalk(en)yl-C1-6-alk(erilyn)yl,
hydroxy-C1"6-alk(en/p)yl-C38-cycloalk
(en)yl,
hydroxyCr6-alk(en/yn)yl-heterocycloal
k(en)yl, halo-C1_6-alk(en/yn)yl,
halo-Cm-cycloalk(en)yl,
halo-heterocycloalk(en)yl,halo-C3"8-c
ycloalk(en)yl-C16-alk(en/yn)yl,
alk(en/yn)yl-C3_5-cycloalk(en)yl,
halo-C14-alk(en/yn)yl-heterocycloalk(
en)yl, halo-C14- alk(en/yn)yl-Ar,
halo-C34-cycloalk(en)yl-Ar,
halo-C34-cycloalk(en)yl-C1,6-alk(en/y
n)ylAr,
halo-C,"6-alk(en/yn)yl-C34-cycloalk(e
n)yl-Ar, cyano-C1,6-alk(en/yn)yl,
cyano-C34- cycloalk(en)yl,
cyano-heterocycloalk(en)yl,
cyano-C34-cycloalk(en)yl-C1,6-alk(en/
yn)yl,
cyano-C1_6-alk(en/yn)yl-C3,8-cycloalk
(en)yl,cyano-C14-alk(en/yn)yl-
heterocycloaik(en)yl,
acyl-C1,6-alk(en/yn))/1,
acyl-C3,8-cycloalk(en)yl,
acylheterocycloalk(en)yl,
acyl-C35-cycloalk(en)yl-C14-alk(en/yn
)yl,
acyl-C14-alk(en/yn)ylC34-cycloalk(en)
yl,
acyl-C14-alk(en/yn)yl-heterocycloalk(
en)yl and -NRI2R12', optionally
substituted
NR12R12'..C16-alk(en/yn)yl,
optionally substituted NRI2Rl2'-C3_8-
cycloalk(en)yl, optionally
substituted
NRI2R12'-C3_8-cycloalk(en)yl-C1_6-alk
(en/yn)y1; wherein 



R12 and R12' are independently
selected from the group consisting of
hydrogen, C1,6- alk(en/yn)yl,
C3_8-cycloalk(en)yl,
C3-5-cycloalk(en)yl-C16-alk(en/yn)yl,
Ar, Ar-Clisalk(en/yn)yl,
Ar-C3_8-cycloalk(en)yl,
Ar-C3,8-cycloalk(en)yl-C14-alk(en/yn)
yl, hydroxyC1_6-alk(en/yn)yl,
hydroxy-C3"8-cycloalk(en)yl,
hydroxy-C3"8-cycloalk(en)yl-C1-6-
alk(en/yn)yl, halo-C1_6-alk(en/yn)yl,
halo-C3,8-cycloalk(en)yl,
halo-C3,8-cycloalk(en)ylC14-alk(en/yn
)yl, cyano-C14-alk(en/yn)yl,
cyano-C34-cycloalk(en)yl and
cyano-C38cycloalk(en)yl-C1,5-alk(en/y
n)yl, or  6q RI2 and R.12' together
with the nitrogen atom to which they
are attached form a 4-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; with the proviso that
when R3 is NR12.-.12, then q is 0;
and        Y represents a group of
formula II, ifi, IV, V" VI, XXX and
XXXI:  6r  



II(R5)c    IVV   (R5)k OrN-P XXXI
wherein the line represents a bond
attaching the group represented by Y
to the carbon atom; W is 0 or S; T is
N, NH or 0;  L is N, C or CH;
ais0,1,2or3; b is 0, 1, 2, 3 or 4; 



e is 0 or 1 d is 0, 1,2 or 3; e is 0,
1 or 2; fis 0, 1,2,3,4 or 5; g is 0,
1, 2, 3 or 4; h is 0, 1,2 or 3; j is
0, 1, 2 or 3; with the proviso that
when T is a nitrogen atom then j is
0, 1,2 or 3; and when T is NI-I or an
oxygen atom then j is 0, 1 or 2; k is
0, 1, 2, 3 or 4; and each R5 is
independently selected from the group
consisting of a C1,5-alk(en/yn)yl,
C34- cycloalk(en)yl,
C3_8-cycloalk(en)yl-Ch6-alk(en/yn)yl,
Ar, Ar-C1..6-alk(en/yn)yl, Ar-thio,
Ar-oxy, acyl, C15-alk(etilyn)yloxy,
C35-cycloalk(en)yloxy,
C34-cycloalk(en)yl-Ci
alk(en/yn)yloxy, halogen,
halo-C14-alk(en/yn)yl,
halo-C34-cycloalk(en)yl, halo-C3_8-
cycloalk(en)yl-C14-alk(en/yn)yl,
-CO-NR6R6', cyano,
cyano-C3_6-alk(en/yn)yl, eyano-C3_
rcycloalk(en)yl,
cyano-C3,8-cyeloalk(en)yl-C16-alk(en/
yn)yl, -NR7fe, -S-R8 and - SO2R8, or
two adjacent R5 together with the
aromatic group to which they are
attached form a 4-8 membered ring
which optionally contains one or two
heteroatoms;  6t R6 and R6' are
independently selected from the group
consisting of hydrogen, C1-6-
alk(en/yn)yl, C3_8-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)yl
and Ar; R7 and R7' are independently
selected from the group consisting of
hydrogen, C1.6- alk(en/yn)yl,
C3_8-cyclealk(en)yl,
C38-cycloalk(en)yl-Ch6-alk(en/yr)yl,
Ar and acyl; and R8 is selected from
the group consisting of hydrogen,
C16-alk(en/yn)yl, C3-scycloalk(en)yl,
C34-cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ar and -NR9R9'; wherein R9 and R9'
are independently selected from the
group consisting of hydrogen,
C1_5-alk(en/yn)yl, C34-cycloalk(en)yl
and
C3_8-cycloalk(en)yl-Ci_s-alk(en/yn)y1
; provided that when R8 is - NR9R9'
then R5 is not -S-R8; or
pharmaceutically acceptable salts
thereon and where formula 5 is 



wherein q is 0 or I; W is 0 or S; Xis
CO; Z is 0;  6u
cycloalk(en)yl,halo-Cm-cycloalk(en)yl
-Ci..6-alk(en/yn)yl,C1_6-alk(en/yn)yl
oxy, Cm-cycloalk(en)yloxy and
C3_8-cycloalk(en)yl-Cl_6-alk(en/yn)yl
oxy; R2 is selected from the group
consisting of halogen, cyano,
C1_6-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
C34-eyeloallc(en)yl-Cl_6-alk(en/yn)yl
, halo-C16-alk(en/yn)yl, halo-C34-
cycloalk(en)yl,
halo-C3-cycloalk(en)y4C1_6-alk(en/yn)
yl, CL6-alk(en/yn)yloxy,
C3_8-cycloalk(en)yloxy,
C3:8-cycloalk(en)yl-Ci_6-alk(en/yn)yl
oxy, optionally substituted phenyl
and optionally substituted pyridyl;
wherein phenyl and pyridyl are
optionally substituted with one or
more substituents independently being
halogen, C1_6-alk(en/yn)yl,
C34-cycloalk(en)yl or
C35-cycloalk(en)yl-C1_6-alk(en/yn)y1;
R3 is selected from the group
consisting of C1_10-alk(en/yn)yl,
C3_8-eycloalk(en)yl, CM'
cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ar-Ci..6-alk(en/yn)yl,
Ar-C3_8-eyeloalk(en)yl,
At-C3cycloalk(en)yl-C1,6-alk(en/yn)yl
and Ar; and each of R4, RS, R6 and R7
is independently selected from the
group consisting of hydrogen and Ar;
or pharmaceutically acceptable salts
thereof; and where formula 6 is:  (6)
wherein Z is 0 or S,  



6v and q is 0 or 1; and each of RI
and R2 is independently selected from
the group consisting of halogen,
cyano, amino, C1_6-alk(en/yn)yl,
C3,8-cycloalk(en)yl,
C34-cycloalk(en)yl-Ci_6-alk(en/pOy1,
C3-8- heterocycloalk(en)yl, Aryl,
Heteroaryl, halo-Cl_6-alkten/yn)yl,
halo-Cm-cycloalk(en)yl,
halo-C3_8-cycloalk(en)yl-C1_5-alk(en/
yn)yl, C1.6-alk(en/r)yloxy,
Cm-cycloalk(en)yloxy,
C38-cycloalk(en)yl-C1-6-alk(eMyn)y1ox
y, C3_8-heterocycloalk(en)ylokY; and
R.3 is selected from the group
consisting of C1.8-alk(en/yn)yl,
Cm-cycloalk(en)yl,
C35-cycloalk(en)yl-C1.6-alk(en/yn)yl,
Aryl-C1_5-alk(en/yn)yl,
Aryl-C34-cycloalk(en)yl,
Aryl-C3_8-cycloalk(en)yl-Ci_6-alk(en/
yn)yl,
C3_8-heterocycloalk(en)y1-C1_6-alk(en
/yn)yl,
Ci_6-alk(en/yn)yl-C3_8-heterocycloalk
(en)yl-Cl_6-alk(en/yn)yl,
Ifeteroaryl-C1_6 -
alk(en/yn)yl,Heteroaryl-Cm-cycloalk(e
n)yl,Heteroaryl-C35-cycloalk(en)yl-C1
-5-
alk(en/yn)Yt,amino-C1_6-alk(en/yn)yl,
amino-C34-cycloalk(en)yl,amino-C38-
cycloalk(en)yl-C1,6-alk(en/yn)yl,C1.6
-alk(en/yn)yloxy-C1_5-alk(en/yn)yl,C3
-8-
cycloalk(en)yloxy-C1_6-alk(en/yn)yl,C
34-cycloalk(en)yl-Ci_s-a1k(en/yn)ylox
y-Q-6-
alk(en/yn)yl,halo-C1_5-alk(en/yr)y1,h
alo-C34-cycloalk(en)ylandhalo-C3-8-
cycloalk(en)yl-C1_6-alk(en/yn)y1; and
R4 is selected from the group
consisting of halogen, cyano,
C1.6-alk(en/yn)yl,
-C3_8-cyCloalk(en)yl,
C38-cycloalk(en)y1-C1_6-alk(en/yn)yl,
Cm-hetenocycloalk(en)yl, Aryl,
Heteroaryl, Aryl-C1.6-alk(en/yn)yl,
Aryl-C3_8-cycloalk(en)yl, Aryl-
C34-cycloalk(en)yl-C 15-alk(en/yn)yl,
Aryl-Cm-heterocycloalk(en)yl,
haloCi_6-alk(en/yn)yl,
halo-C3_8-cycloalk(en)yl,
halo-C3_8-cycloalk(en)yl-C1_6-alk(en/
yn)yl,
halo-C1_6-alk(en/yn)yl-C3-s-heterocyc
loa1k(en)y1-Ch6-alk(en/yn)yl, NR5R6
and R7NH-C1- s-alk(en/yn)y1; wherein
R5 and R6 are independently selected
from the group consisting of
hydrogen, Aryl-C1_6-alk(en/yr)yl,
Aryl-C34-cycloalk(en)YI,
Aryl-Cm-cycloalk(en)yl-C1
6-alk(en/yn)yl, CI _6-alk(enfyn)yl,
C3.8-cycloalk(en)yl,
C3.8-cycloalk(en)yl-C1-6- .
alk(etilyn)yl,
Heteroaryl-C1_6-alk(en/yn)yl,
Eleteroaryl-C34-cycloalk(en)yl and
6w
Heteroaryl-C363-cycloalk(en)yl-C1_6-a
lk(en/yn)yl with the proviso that R5
and R6 are not hydrogen at the same
time; and R7 is selected from the
group consisting of C1_6-
alk(en/yn)yl, C34-cycloall(en)yl,
C34-cycloalk(en)yl-Cl_6-alk(en/yn)yl,
Aryl, haloC1_6-alk(en/yn)yl,
halo-C3_8-cycloalk(en)yl,
halo-C3e-cycloalk(en)yl-C1_6-alk(en/y
n)yl, Aryl-C1_6-alk(en/yn)yl,
Aryl-C34-cycloalk(en)yl and
Heteroaryl; 



or pharmaceutically acceptable salts
thereof; and where formula 7 is:
wherein: qisOorl; each of RI and R2
is independently selected from the
group consisting of halogen, cyano,
C1_6-alk(en/yn)yl,
C38-cycloalk(en)yl,
Cm-cycloalk(en)yl-C _6 -alk(en/yn)yl,
haloC1_6-alk(en/yn)yl,
halo-Cm-cycloalk(en)yl,
halo-C34-cycloalk(en)yl-C1_6-alk(en/y
n)yl, C1_6-alk(en/yn)yloxy,
Cm-cycloalk(en)yloxy and
C35-cycloalk(en)ylC1_6-alk(en/yn)ylox
y; and R3 is selected from the group
consisting of Cl_ralk(en/yn)yl,
C34-cycloalk(en)yl,
C34-cycloalk(en)yl-C1_6-alk(en/yn)y1;
optionally substituted
-Aryl-Cl_6-alk(en/yn)yl,
optionallysubstitutedAryl-C34-cycloal
k(en)yl, optionally substitutedAryl-
C3e-cycloalk(en)yl-C1_6-alk(en/yn)yl,
C1_6-alk(en/yr)yi-C3_8-heterocycloalk
(en)yl- C1_6-alk(en/yn)yik
G3-8-heterocycloalk(en)yl-Ci_6-alk(en
/yn)Y1,
C1_6-alk(en/yn)ylC34-heterocycloalk(e
r)yl-C14-alk(erilyn)yl,
Heteroaryl-C1_6-alk(en/yn)yl,
lieteroarylC35-cycloalk(en)yl,
Heteroaryl -Carcycloalk(en)yl-C
i_e-alk(en/yn)yl,  6x
NR4R5-C1_6-alk(en/yn)yl,NR4R5-C38-cyc
loalk(en)yl,NR4R5-C3_8-cycloalk(en)yl
-  C16-alk(en/yn)yl,
C1_6-alk(en/yn)yloxy-C1_6-alk(en/yn)y
l,
C3.5-cycloalk(en)yloxyCi_6-alk(en/y11
)Y1,
C3-8-cYcloalk(eMyl-C15-alKeniyn)yloxy
-C1_6-alk(en/yn)yl, halo-C1-6-
aketilyn)yl, halo-Cm-cycloalk(en)yl
and
halo-C34-cycloalk(en)yl-C1_6-alk(en/y
n)yl; wherein each of R4 and R5 is
independently selected from the group
consisting of hydrogen,
CF6-a1k(en/yn)yl, C3_8-cycloalk(eMyl
and
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)y1
; or pharthaceutically acceptable
salts thereof; and where formula 8
is: 



R3 kl NN(())q R5 R1 NJN0 R4 R2(8)
wherein: q is 0 or I; RI and R2 are
independently selected from the group
consisting of hydrogen and optionally
substituted aryl-C1_6-alk(en/yn)yl,
provided that RI and R2 are not both
hydrogen, or RI and R2 together with
the nitrogen to which they are
attached form a 5 to 7 membered ring
optionally containing a further
heteroatom; R3 and R4 are
independently selected from hydrogen,
halogen, cyano, amino, C1_6-
alk(etilyn)yl, Cm-cycloalk(en)yl,
halo-C16-alk(en/yn)yl,
halo-C35cycloalk(en)yl,
C1_5-alk(eniyn)yloxy,
Cm-cycloalk(en)yloxy,
C38-cycloalk(en)yl-C1.5-alk(en/yn)ylo
xy, halo-C1.6-alk(en/yn)yloxy,
halo-C34-cycloalk(en)yloxy and
halo-C34-cycloalk(en)ylC1_6-a1k(en/yn
)yloxy, provided that R3 and R4 are
not both hydrogen; R5 is selected
from the group consisting of
Cmmalk(en/yn)yl,
C3_8-cycloalk(en)yl-C,_6-
alk(en/yn)yl, optionally substituted
aryl-C14-alk(en/yn)yl and optionally
substituted aryl;  6y or
pharmaceutically acceptable salts
thereof; and where formula 9 is:  or
a pharmaceutically acceptable salt
thereof In one embodiment, disclosed
herein is a method for treating or
reducing the symptoms of
schizophrenia, said method comprising
administering to a host in need
thereof an effective amount of a
compound able to selectively increase
the ion flow through KCNQ potassium
channels. 



7 In another embodiment, disclosed
herein is a method for treating or
reducing the symptoms of
schizophrenia, said method comprising
administering to a host in need
thereof an effective amount of a
compound able to selectively increase
the ion flow through KCNQ potassium
channels and wherein said compound
able to increase the ion flow through
KCNQ potassium channels is effective
in a model predictive for an
anti-psychotic potential of said
compound. In another embodiment,
disclosed herein is a method for
treating or reducing the symptoms of
schizophrenia, said method comprising
administering to a host in need
thereof an effective amount of a
compound able to selectively increase
the ion flow through KCNQ potassium
channels and wherein said compound
does not to any reasonably extent
manifest any side-effects associated
with compounds known to treat
schizophrenia. In another embodiment,
disclosed herein is a method for
treating or reducing the symptoms of
schizophrenia, said method comprising
administering to a host in need
thereof an effective amount of a
compound able to selectively increase
the ion flow through KCNQ potassium
channels and wherein said compound is
administered in an amount of more
than 1 mg/day In another embodiment,
disclosed herein is a method for
treating or reducing the symptoms of
schizophrenia, said method comprising
administering to a host in need
thereof an effective amount of a
compound able to selectively increase
the ion flow through KCNQ potassium
channels and wherein said compound
has a fast-onset of action In another
embodiment, disclosed herein is a
method for treating or reducing the
symptoms of schizophrenia, said
method comprising administering to a
host in need thereof an effective
amount of a compound able to
selectively increase the ion flow
through KCNQ potassium channels
wherein said compound is a compound
according to formula 1, 2, 3, 4, 5,
6, 7, 8 or 9, where formula! is:  8
R2\ zR21 N H NOci R3 (1)  wherein 5RI
is selected from the group consisting
of hydrogen, C1.6-allc(en/Yll)Yt
C3-8- cycloalk(en)yl,
Q4-cycloallden)yl-C1.6-alk(en/yn)yl,
acyl, hydroxy-C1-6- alken/yn)yl and
hydroxy-C34-cycloallc(en)y1; 



R2 and R2' are independently selected
from the group consisting of
hydrogen, Q. 10s-alk(en/yn)yl,
C3_s-cycloallden)yl, aryl,
C35-cycloalk(en)yl-Cisallc(en/yn)yl,
aryl-C1_6-allc(en/yn)yl, acyl,
hydroity-C1.6-alk(en/yn)yl and
hydroxy-Csscycloallc(en)y1; R3 is
selected from the group consisting of
hydrogen, C1.6-alk(e11/343)34, C3-
15cycloalk(en)yd, aryl,
C38-cycloalk(en)yl-C1.6-alk(en/yn)yl,
aryl-C1-ra1k(ell/Y11)Y1, x
hydroxy-C1_0.1k(en/yn)yl,
aryl-C34-cycloalk(en)yl,
N11.1-1'-Cl.s-alk(en/yn)yl, NRio-tur-
x. C34-cycloalk(en)yl and
hydroxy-C3s:cycloalk(en)y1; wherein
RI and R'' are independently selected
from the group consisting of
hydrogen, Chs-alk(en/yn)yl,
C35-cycloalk(en)yl,
C34-cycloalKen)y1-Chs-a1k(en/yn)yl,
20hydroxy-C14-alk(en/yn)yl,
hydroxy-Cas-cycloalk(en)yl,
hydroxy-C3.3-
cycloalle(en)yl-C14-alk(en/yn)yl,
halo-C1s-alk(en/Y11)Ylt
halo-C38cycloalk(en)yl,
halo-C3.8-cycloallc(en)yl-C1.6-a1k(en
/yn)Y1, cYarlo-Ots-allc(en/yn)yl,
cyano-Cascycloalk(en)yl and
cyano-Ca,s-cycloallt(er)y1-Cis-allt(e
n/yn)yl, or      RI and RI' together
with the nitrogen atom to which they
are attached foma a 4- 258 membered
saturated or unsaturated ring which
optionally contains 1 2 or 3 further
heteroatoms;  X is CO or 802;  9 



Z is 0 or NR4, wherein R4 is selected
from the group consisting of
hydrogen, C6-allc(en/311)Y1,
Cnscycloaken)yl,
C34-cyc1oalk(en)yl-Chs-allt(entyn)yl,
hydroxy-Cis-allc(eniyn)yl and
hydroxy-C35-cycloallc(en)y1; or 5R3
and R4 together with the nitrogen
atom to which they are attached form
a 4-8 membered saturated or
unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms, the ring formed by R3
and le and the nitrogen atom is
optionally substituted with one or
more substituents independently
selected from C15-alk(enlyn)yl, aryl
and ary1-Cts-a1k(en/yn)y1; I0 q is 0
or 1; and  15Y represents a
heteroaryl of formula U or III (R5)/3
W wherein 20 W is 0 or S; m is 0,1, 2
or 3; 25nis 0,1, 2,3 or 4; p is 0 or
1; and   



10 each Rs is independently selected
from the group consisting of
Ci_s-alk(en/yn)yl,
Cm-cycloallc(en)yl, aryl,
C34-cyc1oaken)yl-Ci.s-slk(en/Yn)Y1,
aryl-C1-5- allc(en/3m)yl, acyl,
halogen, halo-Ct.s-allc(en/yn)y1,
Ci.64llc(en/yn)yloxy, -CONR612.6.,
cyano, nitro, -NR7R7, -S-Rs, -S02R8,
S020R8; wherein  It' and Rs' are
independently selected from the group
consisting of hydrogen, C1,
6-allc(en/yn)yl, Cg-cycloallc(en)yl,
Cm-cycloalk(en)yl-C14-aLlc(en/yn)yl
and aryl; R7 and R7' are
independently selected from the group
consisting of hydrogen, C1..
a-alk(entyn)yl, 03"8-cyc1oallt(en)yl,
C38-cycloalk(en)yl-C1.6-a1k(eni)m)Y1,
aryl and acyl; and 15R8 is selected
from the group consisting of
C1,6-alk(en/yn)yl,
Ca-s-cycloalk(en)yl,
C3_rcycloalk(en)yl-C1..6-al1r(en/yn)y
l, aryl and -NR9R9'; wherein R9 and
R9' are independently selected from
the group consisting of hydrogen, C1,
s-alk(en/yn)yl, Cm-cycloallc(en)yl
and
C3_s-cycloaken)yl-Ct_s-alk(en/yn)y1;
20 or pharmaceutically acceptable
salts thereof; and where formula 2
is:  (2) wherein 25 S is 0 or 1.  11
U is 0, S, 802, 802NR12, CO-0 or
CONR12; wherein 



R" is selected from the group
consisting of hydrogen,
Cl...6-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
C35-cycloallc(en)yl-C1,6-alic(en/yn)y
1; or        R2 and Au together with
the nitrogen atom form a 5-8 membered
saturated or 5unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; q is 0 or Xis CO Or 802;
with the proviso that q isO when X is
802; 10 ZisOorS; R1 is selected from
the group consisting of hydrogen,
Ci.6-a1k(en/yn)y1, Cmcycloalk(en)yl,
C34-cycloa1k(en)yl-Ci 4-alk(en/)m)yl,
acyl, hydroxy-Ci..6.-
15allr(entyn)yl,
hydroxy-Cgcycloalk(en)yl,
hydroxy-Cia-cycloalk(en)yl-Ci-s-
alk(en/yn)yl,
halo-0O36-allc(en/yn)yl,
halo-Cas-cycloalk(en)yl,
cycloalk(en)y1.-C14-a1k(en/yn)Y1,
evano-C1-6-aken/YrOY1,
eYano-Ciacycloalk(en)yl and
cyano-C34-cycloalk(en)yl-C1iralk(en/y
n)yh, 20R2 is selected from the group
consisting of hydrogen,
C1,6-allc(en/yn))4, C3-8-
cyCloalk(en)yl,
C34-cyeloallc(en)yl-Cis-alk(en/yn)yl,
Ar, Ar-C14-alk(en/yn)yl,
Ar-C38-cyclopik(en)yl,
Ar-C3"8-cycloallc(en)yl-Ci_ra1k(en/yn
)yl, acyl, hydroxyCr.6-allc(en/yn)yl,
hydroxy-C30-cycloalk(en)y1,
hydroxy-C3.8-cycloalk(en)yl-C14-
alk(en/yr)y1, halogen,
halo-Ci_s-alk(en/yn)yl,
halo-C35-cycloaken)Y1, halo-C30-
25cycloalk(en)yl-Cos-allc(en/yn' )yl,
-cyan, cyano-C1.6-alk(en/yn)yl,
cyano-C3_8- - cycloalk(en)yl,
cyano-b3a-cycloalk(en)yl-C14-alk(SYn)
yl, NeRIIP-C1-6- alk(en/yn)yl,
NR29Rw-C3_8-cycloalk(en)yl. and
N111R10'-C34-cycloallc(en)yl-C1-
6-alk(eniyn)yl; wherein Rio and Rth:
are independently selected from the
group consisting of hydrogen,
30C1.6-alk(en/yn)yl,
Cia-cycloalk(en)yl,
Csa-cycloa1k(en)yl-Ct_6-alk(en/yn)yl.
, 



hydroxy-C1,6-allc(en/yn)yl,
hyrtroxy-Cas-cycloalk(en)yl,
hydroxy-C3acycloalk(en)yl-Co_s-allr(e
n/3m)yl, halo-C14-allc(enfyn)y1,
halo-Cia-cycloalk(en)yl,  12
halo-C38-cycloallc(en)yl-Ci-s-aken/yi
a)yl, cyano-C16-alk(en/yrt)yl,
cyano-Csscycloalk(en)yl and
cyano-Cis-cycloallc(en)yl-Citalk(en/y
n)yl, or Rili and R10' together with
the nitrogen atom form a 5-8 membered
saturated or unsaturated ring which
optionally contains 1,2 or 3 further
heteroatons; 5provided that when R2
is halogen or cyan then s is 0; and
provided that U is 0 or S when s is 1
and 122 is a hydrogen atom or acyl;
1(3 is selected from the group
consisting of C14-alk(en/yn)yl,
C35-cycloalk(en)Y19
heterocycloalk(en)yl,
C3-8-cycloaken)yl-Cits-alk(en/yn)yl,
Cits-alk(enlyn)yl-Cit
10s-cycloalk(en)yl,
C1.8-alk(en/yn)yl-heterocycl9alk(en)y
l, heterocycloalk(en)yl-Cit
s-alk(en/yn)yl, Ar,
Ar-C1-6-alk(en/yn)yl,
Ar-C3-5-4Oloalk(en)Y1, Ar-
heterocycloallc(en)yl,
Ar-C34-cycloallc(en)yl-Cits-alk(e1Vyn
)yl,
Ar-Ci-salk(en/yn)yl-Cm-cycloalk(en)yl
,
Ar-Ci.s-allc(en/yn)yl-heterocycloalk(
en)yl, C
ralk(en/yn)y1oxy-Cits-alk(SY1)34,
C35-cycloalk(en)yloxy-Cie-allc(en/yn)
yl, Ci
156talk(en/Yr)Yloxy-C34-cycloalk(en)y
l,
Cits-alk(enlyn)yloxy-heterocycloalk(e
n)yl, Ar-oxy-C14-alk(en/y11)Y1,
Ar-C1-6-alk(en/yn)yloxy-Cis-alk(en/yn
)yl,
alk(en/yn)yloxy-carbonyl-Cio-alk(en/y
n)yl,
C35-cycloallc(en)yloxy-carbonyl-Cit
stalk(en/YrI)Ylt
Csx-cycloalk(en)yl-Cits-allc(en/Yn)yl
oxy-carbonyl-C1-6- alk(en/yn)yl,
hydroxy-C16-alk(en/POYI,
hydroxy-C34-cycloalk(en)yl, hydroxy-
20heterocycloalk(en)yl,
hydroxy-C34-cycloalk(en)yl-Ctis-a1k(e
n/yn)yl, hydroxy-C1_
6-allc(en/yn)yl-C3_5-cycloalk(en)yl,
hydroxy-Cits-allc(en/yn)ylheterocyclo
alk(en)yl, halo-C16-alk(en/yn)yl,
halo-Csis-cycloalk(en)yl,
haloheterocycloalk(en)yl,
halo-Cis-cycloalk(en)yl-Cis-allc(en/y
n)yl, halo-C1-6-
alk(endn)yl-Cn-cycloalk(en)yl,
halo-Ci6-alk(en/yn)yl-heterocycloallc
(en)yl, 



25halo-C1-6-alk(enlyn)yl-Ar,
halo-C38-cycloalk(en)Y1-Ar,
halo-C33-cycloallc(c11)311-
Clis-alk(en/yn)yl-Ar,
halo-Chs-a1k(en/yn)yl-C34-cycloalk(en
)yl-Ar, cyano-C1-6- alk(en/yn)yl,
cyano-C34-cycloalk(en)yl,
cyano-heterocycloalk(en)yl,
cyano-C38cycloalic(en)34-Q-6-81k(ell/
yn)yl,
cyano-Clx-allc(en/yn)yl-C3-8-cyc1oalk
(en)yl,
cyano-C1_6-alk(en/yn)yl-heterocYcloal
k(en)yl, acyl-Cits-alk(en/yn)yl,
30cycloalk(en)yl,
acyl-heterocycloallc(en)yl,
acyl-C3x-cycloalk(en)yi-C1-6-
allc(en/yn)yl,
acyl-C16-a1k(en/yn)yl-C3-8-cyc1oalk(e
n)yl, acyl-Cits-alk(en/yn)yl-
heterocycloalk(en)yl, Nee% optionally
substituted NR12R12'-C1-6-  WO
2007/090409PCT/DK2007/050013
alk(en/yn)yl, optionally substituted
NR12R12'-C34-cyc1oallc(en)yl,
optionally substituted
NRIIR12'-C3_8-cycloa1k(en)yl-Cii6-alk
(en/yn)34; wherein R12 and Rir are
independently selected from the group
consisting of hydrogen,
C1is-a11c(en/3m)yl,
C3ircycloalk(en)yl,
C3_8-cyc1os1k(en)yl-Cps-alk(en/yn)yl,
Ar, 5Ar-C2i6-alk(ell/Y11)Y1,
Ar-C34-cydoalk(en)yl, AT
-C3_8-cycloalk(en)yl-Ci_6-
alk(en/yr)yl,
Ax-heterocycloallc(en)yl,
Ar-oxy-Q.6-alk(en/yn)yl, Ar-oxy-C34-
cycloaken)yl,
Ar-oxy-C3ircycloa1k(en)yl-C1,6-a11c(e
ntyn)yl, Ar-ox3rheterocycloalk(en)yl,
hydroxy-C1.6-alk(en/yn)yl,
hydroxy-C3_8-cycloaLk(en)y1,
hydroxy-C1_s-cycIoalk(en)y1-C1_6-allr
(en/y1i)yl, halo-C1-6-alk(en/y0y1,
halo-C3-r- 10cycloalk(en)yl,
ha10-C34-cycloalk(en)yl-Chs-alk(en/y1
1)yl, cyano-Ci-s- alk(en/yn)yl,
cyano-C38cycloalk(en)yl and
eyano-C3_8-cycloalk(en)yl-C14-
alk(en/yn)yl, or R12 and Riv together
with the nitrogen atom form a 5-8
membered saturated or unsaturated
ring which optionally contains 1, 2
or 3 further heteroatoms; 15with the
proviso that when if is Nee' then q
is 0; 



Y represents a group of formula XXIV,
10CV, XXVI, XXVII, XXVIII, XXAKI 20or
XXXUE  WO
20071090409PCT/DK2007/050013 14
(R5)a     (R5)h Or (R5);   wherein 



5the line represents a bond aching
the group represented by Y to the
carbon atom; WisOorS;  15 V is N, C
or CH; T is N, NH or 0; ais 0,1,2 or
3; b is 0, 1, 2, 3 or 4; c is 0 or 1;
10 d is 0, 1,2 or 3; e is 0, 1 or 15f
is 0, I, 2, 3, 4 or 5; gis 0,1,2,3
or4; h is 0, 1,2 or 3; 20 j is 0, 1
or 2; k is 0, I, 2 or 3; and 25each
Rs is independently selected from the
group consisting of a 



alk(en/yr)yl, Carcycloalk(en)yl,
C34-cycloallc(en)yl-C1-5-Mk(erilyn)yl
, Ar,
ArC1i.8-allc(coilJOYLAI-C3s-cycloa1k(
en)34,
Ar-C34-cycloa1lden)yl-Clxalk(en/yn)yl
, Ar-oxy, Ar-oxy-C14alk(eniyn)yl,
Anoxy-C34-cycloaken)yl, Ci_6-
allc(etn)yl-heterocycloalk(en)371,
Ar-oxy-C3_8-cyc1oalk(en)yl-Cix-a1k(en
lyn)y1, 30acyl,
C1,6-a1k(erilyn)yloxy,
C34-cycloalk(en)yloxy,
C34-cycloallc(en)Y1-C1-5-
alk(eniyn)yloxy,
C1.4-11k(eniyn)yloxy-carbonyl,
halogen, halo-C1.4-alk(en/yr)yl,
halo-C3_8-cycloallc(en)yl,
halo-C3_8-cycloalk(en)yl-C]
8-allc(eniyn)yl, -CO-NRsit,  WO
2007/090409PC1701{2007/050013 16
cyauo, cyano-C1.6-allc(en/yn)yl,
cyano-C3,8-cycloalk(en)yl,
cyano-C3-scycloalk(en)yl-C1:5-allc(en
(yn)yl, NR7R7', S-R8 and SO2R8, or
two adjacent Rs together with the
aromatic group form a 5-8 membered
ring which optionally contains one or
two heteroatonas; 5 R6 and R6' are
independently selected from the group
consisting of hydrogen, Ct_
6-allc(en/yn)yl, C3-2-cycloalk(en)yl,
Cm-cycloalk(en)yl-Chs-alk(en/yn)yl
and Ar, R7 and RD are independently
selected from the group consisting of
hydrogen, C1_ 106-alk(en/yn)yl,
C3_8-cycloalk(en)yl,
C3-s-cycloake4)yl-C24-alk(en/yn)yl,
Ar,
heterocycloalk(en)yl-C1.6-alk(en/yMyl
,
heterocycloalk(en)yl-C3.2-cycloalk(en
)yl,
heterocycloalk(en)yl-C3-8-cycloalk(en
)yl-Cis-alk(en(p)yl,
heterocycloallc(en)ylAr and acyl; or
R7 and RD together with the nitrogen
atom form a 5-8 membered saturated or
15unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms; and R8 is selected from
the group consisting of hydrogen,
C14-allc(en/yn)yl, C34-
cycloalk(en)yl,
C3.2-cycloalk(en)yl-C14-alk(en/yn)yl,
Ar and -NR7RD; wherein Rs and It" are
independently selected from the group
consisting of hydrogen, Ct. 20
'6-allc(en(yn)yl, C34-cycloalk(en)yl
and
C32-cyc1oallc(en)y1-C1_6-alk(en/yn)y1
;  or pharmaceutically acceptable
salts thereof; and 



where formula 3 is:  12F 25(3)
wherein  WO
2007/090409PCT/DK2007/050013 17 U is
0, S or NR2' ; S is 0 or 1; Xis CO or
SO2; Z is 0, S or NR4, wherein R4 is
selected from the group consisting of
hydrogen, Cas-alk(en/yn)yl,
Carcycloallan)yl,
Carcycloallc(en)yl-Ciealk(en/yn)yl,
10hydroxy-Ca6-akenlY0y1 and
hydroxy-C3rcycloalk(en)y1; q is 0 or
1; R1 and 121' are independently
selected from the group consisting of
hydrogen, Ci_ 15 rallWen/yn)yl,
Cas-cyc1oa1lr(en)Y1,
C38-cycloallc(en)yl-Cas-alk(eniyn)yl,
acyl, hydroxy-Caralk(etilyn)yl,
hydroxy-C34-cycloalk(en)yl,
halo-C16alli(en/yn)yl and
halo-C35cycloalk(en)yl; R2 is
selected from the group consisting of
hydrogen, halogen, C16-allc(en/yn)yl,
20CarcycloalktenWl,
C3s-cycloa1k(en)yl-CaS-aken/YrOY1,
Ar, Ar-Cas- 



allc(en/yn)yl, Ar-Cm-cycloallc(en)yl,
acyl, hydroxy-Ciealk(en/yn)yl,
hydroxyCarcycloalk(en)yl,
halo-Cirallc(en/y10y1,
halo-Carcycloalk(en)yl and cyano;
provided that when R2 is halogen or
cyano, then s is 0; 25when s is 1 and
U is NR2' then R2' is selected from
the group consisting of hydrogen,
C15-alk(en/yn)yl, Carcycloalk(en)yl,
C35-cydoalk(en)Y1-C1s- alk(en/yn)yl,
Ar, Ar-C1.6-a11c(en/yn)yl,
Ar-C3_8-cycloalk(en5y1, acyl,
hydroxy-Ca 6-alk(en/yn)y1,
h3rdroxy-C34-cycloallan)yl,
halo-Caralk(en/yn)yl and halo-Car
cycloalic(en)y1; or 122 and R2'
together form a 5-8 membered
saturated or 30unsaturated ring which
optionally contains one further
heteroatom; it is selected from the
group consisting of
C16-allc(en/yn)yl,
C3e-cycloalic(en)yl,
Cas-cycloalkterDyl-Cas-allc(en/yn)yl,
Ar, Ar-Cao-alk(en/yn)yl,  WO
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cycloa1k(en)yl,
hydroxy-C1_6-akentynlyl,
hydroxy-C3_8-cycloalk(en)yl,
ha106-alk(eniyn)yl and
ha10-C34-cycloallt(en)y1; and 5 Y
represents a group' of formulae VI,
VII, VIII  VIVU(1.45)c    



(R5),, 200C wherein the line
represents a bond attaching the group
represented by Y to the nitrogen
atom; WisOorS;  19 ats0,1,2or3; b is
0, 1, 2, 3 or 4; 5cisOorl; dis 0, 1,2
or 3; e is 0, 1 or 2; f is 0, 1, 2,
3,4 or 5; 10 g is 0, 1, 2, 3 or 4; h
is 0, 1,2 or 3; and 15each le is
independently selected from the group
consisting of a 



alken/yn)yl, C3,8-cyc1oa1k(en)yl, Ar,
C34-cycloallc(en)yl-Ci_s-a1k(en/yn)yl
, ArCrssalk(en/5m)Y1,,acyl,
Ci_k-alk(ankn/yn)yloxy, halogen,
halo-C14-allden/yn1y1, -CO-N148148',
cyano, nitro, -NleRT, -S-R8, -S02R8
and 8020R8, or two substituents
together form a 5-8 membered
saturated in unsaturated ring which
20optionally contains one or two
heteroatonas; le and le are
independently selected from the group
consisting of hydrogen, C2.
s-alk(en/yn)yl, C38-cycloalk(en)yl,
C34-cycloalk(en)yl-Ci_s-a1k(erilyn)yl
and Ar; 25R.7 and fe' are
independently selected from the group
consisting of hydrogen, C1,
s-allc(en/yn)yl, C3-s-cycloa1k(en)Y1,
C5-cycloalk(en)yl-C1.6-alls(en/yn)yl,
Ar and acyl; and         R8 is
selected from the group consisting of
hydrogen, C6-alk(en/yn)yl, C3-8-
30cycloalls(en)yl,
C35-cycloalk(en1y1-Ci_s-alk(en/yn)yl,
Ar and -NR8R9'; wherein R9 and R9'
are independently selected from the
group consisting of hydrogen, CI,
6-alk(en/yn)yl, Cm-cycloalk(en)yl and
C35-cycloalk(en)y1-Ci_6-alk(en/yn)y1;
with  WO 20071090409PCT/0K2007/050013
20 the provisos that when R5 is
S020R8 then R8 is not -NRsle and when
Rs is S02R8 , then Rs is not a
hydrogen atom; or pharmaceutically
acceptable salts thereof; and where
formula 4 is:  wherein the dotted
line represents an optional bond; RI 



an Ry are independently selected from
the group consisting of hydrogen, Ci,
15sma(eMyn)yl, C3s-cycloalk(en)yl,
C3_5-cycloalk(en)y4C1:5-alk(en/yn)yl,
hydroxy-C14-alk(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C3..r
cycloalk(en)yl-Ch6-alk(en/yMyl,
halo-C46-alk(entyn)yl,
halo-C34-cycloaken)yl,
halo-C343-cycloalk(en)yl-Cie-aketfoY1
, oYano-C46-alk(enlyn)yl,
cyano-Cmcycloalk(en)yl and
cyano-C3:8-cycloalk(en)y4C1,6-alk(en/
yn)y1; or 20RI and RP together with
the carbon atom to which they are
attached form a 3-8 membered
saturated or unsaturated ring which
optionally contains 1 or 2
heteroatorns; s is 0 or 1;  WO
20071090409PCT/DK20071050013 21 U is
0, NO, 8,802, 802N1tII, CO-0 or
C0-NR11; wherein le is selected from
the group consisting of hydrogen,
Cis-alk(eMyn)yd,
Cs-s-cycioallc(en)yl, C3.8-
cyclwfic(en)yl-Cl_ralk(en/yn)y1; or
R2 and R together with the nitrogen
atom to which they are attached form
a 4-8 membered saturated or
unsaturated ring which 5optionally
contains I, 2 or 3 further
heteroatoms; R2 is selected from the
group consisting of hydrogen,
C1.4-allc(en/3m)yl, C3_8-
cycloallc(en)yl,
C3_8-cycloalk(en)yI-Ci.6-a1lo(en/yn)y
l, Ar, Ar-Cjiralk(en/yn)yl,
Ar-Cm-cycloalk(en)yl,
Ar-C3_8-cycloalk(en)yl-C14-allc(en/yn
)yl, acyl, hydroxy-
10Ci_s-a1ltn/Y11)Y1,
hydroxy-C34-cycloallc(en)yl,
hydroxy-Cm-cycloalk(en)yd-Cis-
allc(en/yn)yl, halogen,
halo-C1_,--alk(en/yn)y1,
halo-C34-cycloallc(en)yl,
halo-Csscycloaken)yl-C14-allc(en/Y11)
Y1, cyano, cyano-C1_6-alk@Mynlyt,
cyano-C3-scycloaken)yl,
cyano-C3_8-cyc1oa1k(en)yl-Ci.6-aken/y
rOyl, -NO2, Neer-CI-6- alk(eMyn)yl,
Neler-C3_5-cycloalk(en)yl and
NeRiv-C34-cycloallc(en)yl-C,_
15s-akenlyn)y1; wherein le and ler
are independently selected from the
group consisting of hydrogen,
C1_6-alk(en/yn)yl,
C3x-cycloa1k(en)yl,
Cs-s-cycloalk(en)yl-Ciealk(en/yn)yl,
hydroxy-Cix-alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-C3_8-
cycloatk(en)yl-C1-6-alk(en/Yn)yl,
halo-C1,5-allo(en/Y/I)Y1,
halo-C3_8-cycloalk(en)yl, 



20halo-C34-cycloalk(en)yl-C16-alk(eni
yn)yl, cyano-C1_6-alk(en/yn)yl,
eyano-C3-8- cycloalk(en)yl and
cyano-C34-cyc1oalk(en)y1-Ci.x-alk(en/
yMyl, or RI and ler together with the
nitrogen atom to which they are
attached form a 4- 8 membered
saturated or unsaturated ring which
optionally contains 1,2 or 3 further
heteroatoms; 25with the proviso that
when R2 is NO2, halogen or cyano then
$ is 0; and with the proviso that
when R2 is a hydrogen atom or acyl
and s is 1 then U is Me, 0 or S;
wherein the group -(U),-R2 is linked
to position 4 or 6 of the indole or
indoline; 30 qisOorl; ZisOor 8;  WO
2007/090409PCT/01C2007/050013 22 Xis
CO or SO2; with the proviso that q is
0 when Xis SO2; R3 is selected from
the group consisting of
C16-alk(eliiyn)yl,
C38-cycloalk(en)yl,
heterocycloaken)yl,
C38cycloallc(en)yl-Cliralk(en/yn)yl,
C14-a1k(en/yn)yl-Ca-
58-cyc1oalk(en)yl, C
14-all(en/yn)yl-heterocycloallc(en)yl
, Ar, Ar-CliG-alk(en/yn)Yli
Ar-C3,8-cycloalk(en)yl,
Ar-heterocycloallc(en)yl,
Ar-C3.8-cydoalk(en)yl-C14-
alk(en/yn)yl,
Ar-C14-alk(enlyn)yl-C38-cycloalk(en)y
l,
Ar-C14-alk(entyn)ylheterocyc1oa1k(en)
y1,
CI4-allc(en/yn)yloxy-C1_6-allden/yn)y
l,
cycloalk(en)yloxy-C1.5-alk(erdyn)yl,
C1"6-alk(en/yn)yloxy-C38-cycloalk(en)
yl,
10C1,5-a1k(en/yn)y1oxy-heterocycloake
n)yl, Ar-oxy-Clirallden/yn)yl,
Ar-Ci-s- 



allc(en/yn)yloicy-C14-allc(en/yn)yl,
C1"6-alk(en/yn)yloxy-carbonyl-Ci-salk
(en/yn)yl,
C3."8-cyc1oallc(en)y1oxy-carbony1-Ci_
c-allc(en/yn)yl, C34-
cycloalk(en)yt-Cl_6-alk(en/yn)yloxy-c
arbonyl-C1_6-alk(entyn)Yl,
hyclroxy-Clisallc(en/yn)yl,
hydroxy:C38-cycloalk(en)yl,
hydroxy-heterocycloallden)yl,
15hydroxy-C3's-cycloallc(en)yl-Cie-al
k(en/yinyl,
hydroxy-C1.6-alk(en/yn)yl-C3.8-
cycloalk(en)yl,
hydroxy-C36-alk(en/yn)yl-heterocydoal
k(en)yl, halo-C1-6- alk(en/yn)yl,
halo-Carcycloalk(en)yl,
halo-heterocycloallden)yl,
halo-C33cycloalk(en)yl-C34-alk(en/yn)
yl,
halo-C1.6-alk(en/yn)yl-C345-cycloallc
(en)yl,
haloCiirallden/yn)yl-heterocycloalk(e
n)yl, halo-Ch6-alk(en/yn)yl-Ar,
halo-Cm-- 20cycloallden)yl-Ax,
halo-C34-cycloalk(en)Y1-Q-6-alk(ell/Y
n)yl-M, halo-C1-6-
allden/yn)yl-Ciii-cycloallden)yl-Ar,
cyano-Cis-alitil/Y10311, cYane-C3 8-
cycloaken)yl,
eyano-heterocycloallc(en)yl,
cyano-C3.43-cycloalk(en)yl-Cii6-
alk(en/yn)yl,
cyano-Ci_s-alk(elliYOYI-Ci-s-cycleall
c(en)yl, cyano-C1-6-
allc(en/yn)yl-heterocycloallden)yl,
acyl-Cli6-alk(en/Y)YL acYl-C3a-
25cycloalk(en)yl,
acyl-heterocycloalk(en)yl,
acyl-C34-cycloallc(en)yl-Qi6-
allc(entyn)y1,.acyl-C14-alk(en/yn)yl-
Cm-cycloalk(en)yl,
acyl-C14-alk(entyn)ylheterocycloalk(e
n)yl and -NR12R121, optionally
substituted NRI2R12'-C14-
alk(en/yn)yl, optionally substituted
NR121212'-C3,8-eyeloalk(en)yl,
optionally substituted
NRI2R12'-C34-cyeloalk(en)y1-CI-s-alli
(el1ily11)y1; wherein 30R12 and Rip
are independently selected from the
group consisting of hydrogen,
Cm-cycloalk(en)yl,
C3i8-cyeloalk(en)y1-C1,5-alk(en/yn)yl
, Ar, Ar-C1_6-alk(en/yn)yl,
Ar-C34-cycloalk(en)yl,
Ar-C3g-cycloalk(en)34-C1.5-
alk(en/y0)Y1,
bydroxy-C35alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl, hydroxy-
WO 20071090409PCT/DK2007/050013 23
Cm-cydoallden)yl-Ci-malk(en/yn)yl,
halo-C1,6-allderilyrdY1,
halo-Csacycloallc(en)yl,
halo-C35-cycloallden)yl-C1"6-allden/y
n)yl, cyauo-C3-5- alk(en/ya)yl,
cyano-C3a-cycloalk(en)yl and
cyano-C3.8-cycloallden)yl-C14-
allc(en/yMyl, or 5R12 and R12'
together with the nitrogen atom to
which they are attached form a 4- 8
membered saturated or unsaturated
ring which optionally contains 1,2 or
3 further heteroatoms; with the
proviso that when R3 is Nee' then q
is 0; 10and 



Y represents a group of formula II,
MON, V" VI, XXX and Vila-  IVV
az%  Or    wherein 5the line
represents a bond attaching the group
represented by Ito the carbon atom;
WisOorS;  



25 L is N, C or CH; a is 0, 1,2 or 3;
5b is 0, 1,2, 3 or 4; c is 0 or 1; d
is 0, 1,2 or 3; 10 e is 0, 1 or 2; f
is 0, 1, 2, 3, 4 or 5; 15g is 0, 1,
2, 3 or 4; Ii is 0, 1, 2 or 3;
j is 0, 1, 2 or 3; with the proviso
that when T is a nitrogen atom then j
is 0, 1,2 or 203; and when T is NH or
an oxygen atom then j is 0, 1 or 2; k
is 0, 1, 2, 3 or 4; and each R5 is
independently selected from the group
consisting of a C1_6- 25alk(en/yn)yl,
C34-cyc1oa1k(en)yl,
C3_a-cycloalk(en)y1-C14-alk(en/yn)y1,
Ar, Ar- Ct_a-alli(en/yn)yl, Ar-thio,
Ar-oxy, acyl, C1.6-alk(entyn)yloxy,
C34- tycloallc(en)yloxy,
C3s-cyc1oalk(en)yl-CE-6-a1ge&y11)Ylox
y, halogen, halo-Ct-sallc(en/rHyl,
halo-Cm-cycloalk(en)yl,
halo-Cm-cycloalk(en)yl-Ci_a-allc(Syn)
yl, -CO-NR8R8', cyano,
cyano-C14-alk(en/yn)yl,
cyano-Ca_s-cycloalk(en)yl, cyano-
30C34-cycloa1lc(en)y1-Ct_s-allc(en/yn
)yl, NRrRT, -S-R8 and -502128, or two
adjacent R5 together with the
aromatic group to which they are
attached form 



a 4-8 membered ring which optionally
contains one or two heteroatomts;  WO
2007/090409PCT/0K2007/050013 26 R6
and R6' are independently selected
from the group consisting of
hydrogen, CI_ s-nllc(en/Yn)Y1,
C3-s-cyc1oallc(en)yl,
C3_8-cycloallc(en)yl-Cis-alk(etn)yl
and Ar,     R7 and RD are
independently selected from the group
consisting of hydrogen, Cs"
5ralfr(en/yn)yl, Ce_ircycloalk(en)yl,
C34-cycloalic(en)yd-Ci_6-al1c(en/y11W
1, Ar and acyl; and 10Rs is selected
from the group consisting of
hydrogen, C1.5-allc(en/yn)Y1, C3-s-
cycloalk(en)yl,
C3_8-cycloa1k(en)yi-C14-alk(encyn)yl,
Ar and -Nan wherein Rs and Rs' are
independently selected from the group
consisting of hydrogen. Cs_
ralk(en/yr)yl, C3.8-cycl6aken)yl and
Ce8-cycloalk(eMyl-C1_6-alk(en/yn)y1;
provided that when Rs is -NRst then
Rs is not -S-Rs; 15 or
pharmaceutically acceptable salts
thereof; and where formula 5 is:
wherein q is 0 or 1; WisOorS; X is
CO; Z is 0; 



R1 is selected from the group
consisting of halogen, cyano,
C-alk(en/yn)yl, C34-c3kcloalk(eads
Cs-s-cycloallc(en)yl-Cis-akell/Yn)yl,
halo- Chs-allc(entyn)yl,
halo-C38-cycloallc(en)yl,
halo-C34-cycloalk(en)yl-  WO
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C1-6-aketilyn)yl,
C16-silc(en/yn)yloxy,
03"8-cycloalk(en)yloxy and
C3i8-cycloa1k(en)yl-C1.6-slk(entyn)yl
oxy; R2 is selected from the group
consisting of halogen, cyano,
Cia-alk(en/yn)yl,
5Cs_s-cycloallc(en)yl,
C38-cycloalk(wfryl-C14-alk(en/yn)yl,
halo- Ci_s-alfr(en/yn)yl,
halo-C34-cycloalic(en)yl,
halo-C3a-cycloalKen)Y1-
C1,6-alk(en/yta)yli Ci-s-a
Ilifen/yn)yloxy,
Csircycloalk(en)yloxy,
C3_8-cycloalk(en)yl-Q4-alk(en/yn)ylox
y, optionally substituted phenyl and
optionally substituted pyridyl;
wherein phenyl and pyridyl are
optionally 10substituted with one or
more sub stituents independently
being halogen, C1.6-alk(enlY11)34,
C3a-cycloalk(en)yl or
C3..8-cycloalk(en)yl-Cia-allan/POYli
R3 is selected from the group
consisting of C110-alk(en/yn)yl,
Csircycloalk(en)yl,
C34-cycloalk(en)yl-Q,e-alk(en/yn)yl,
Ar- 15C1,6-alk(en/yn)yl,
Ar-C3a-cycloalk(en)yl,
Ar-C3..s-cyc1oallt(en)yl-
C1.5-allc(en/yn)yl and Ar; and emeh
of R4, R5, R6 and R7 is independently
selected from the group consisting of
hydrogen and Ar; or pharmaceutically
acceptable salts thereof; and where
formula 6 is: 



(6) wherein ZisOorS; and  WO
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qisOorl; and each of 12.' and Rs is
independently selected from the group
consisting of halogen, cyano, amino,
C,5-alk(en/yn)yl,
C3_8-cycloallc(en)yl,
cydoatic(en)yl-C1.6-alk(en/yn)yl,
C34-heterocycloalk(en)yl, Aryl,
Heteroaryl, halo-C15alk(entyn)yl,
halo-C3_8-cycloallc(en)yl,
halo-C3_8-cycloalk(en)yl-C1.8-
allc(en/yn)yl, C1_8-alk(en/yn)yloxy,
C34-cycloalk(en)yloxy,
C3"8-cycloalk(en)ylC14-alk(en/yn)ylox
y, C3_8-heterocyc1oa1k(en)yloxy; and
10Rs is selected from the group
consisting of C1_8-alk(en/Yn)y1, C3
-8- cycloaik(en)y4
C8-cycloallc(etHyl-Cis-allc(en/yn)y1,
Aryl-C1_8-alk(en/y13)y1,
Aryl-C3_8-cycloa1k(en)yl,
Aryl-C3_8-cycloa1k(en)yl-C-a1k(en/yn)
yl, C343-
heterocycloalk(en)yl-CI-s-alk(enin)yl
,
C16-alk(en/yn)yl-C3heterocycloallc(en
)y1-Ci_s-a1k(en/3m)yl,
Heteroaryl-C1_6-allc(en/yn)yl,
Heteroaryl- 15C3_8-cyc1oalk(en)yl,
Heteroaryl-C3_8-cyc1oalle(en)yl-Ci_8-
21k(en/yn)yl, amino-C1_
6-alk(elilyn)yl,
amino-C3_8-cycloalk(en)yl,
amino-C34-cycloalk(et)yl-C1-salk(en(y
n)Y1,
Ci-6-alk(en(yr)yloxy-Q.8-alk(en(yr)YI
, Cs-s-cyc1oalk(en)y1oxy-C1-
8-alk(en/yr)yl,
C3_8-cycloalk(en)y1-Ci_s-al-k(elgyn)y
loxy-C1.8-alk(en/yn)yl, halo-
C1_8-alk(en(yn)yl,
halo-C3_8-cycloalk(en)yl and
halo-C3_8-cycloaken)yl-CI-6-
20alk(etn)yl; 



and 1{4 is selected from the group
consisting of halogen, cyano,
Ct4-alk(enlyn)yl,
C3_8-cycloallc(en)yl,
C3_8-cycloalk(en)yl-Cis-alk(en/Y11)31
, C8-heterocycloalk(en)34, 25Aryl,
Heteroaryl, Ary1-C1_8-alk(en/yn)yl,
Aryl-C3_8-eycloalk(en)yl, Aryl-
C3_8-cycloaken)yl-C1-6-allt11/381)Y1,
AsYl-C3-8-heterocycloaRc(en)yl,
haloC1_8-allc(entyn)yl,
halo-C3_8-cycloa1k(en)yl,
halo-C3_8-cyc1oalk(en)y1-CFs-a1k(en/y
n)yl, ha10-C;
_8-alk(en/yn)yl-C3.8-heterocycloalk(e
n)yl-C14-alk(en/yn)yl, NR5R6 and
18.5h1H-054-allc(en/yn)y1; wherein R5
and R6 are independently selected
from the group 30 consisting of
hydrogen, Aryl-Ci_ralk(en/yn)yl,
Aryl-C3_8-cycloalk(en)yl, Aryl-C34-
cycloallc(en)yl-Q-c-allc(en(yn)Y1,
C1_8-alk(en/yn)yl,
C3_8-cycloalk(er)yl, Cyr
cycloallt(en)yl-C1_8-alk(en/yn)yl,
Heteroaryl-C1.6-alk(en/yn)yl,
Heteroaryl-Cmcycloalk(en)yl and
Heteroary1-C3.8-cycloalk(en)yl-C1_8-a
lli(en/yr)yl with the proviso  29
that 12.6 and R6 are not hydrogen at
the same time; and R7 is selected
from the group consisting of
Cl_rallc(en/yn)yl,
C3_5-cycloalk(en)yl,
C3_8-cycloalk(en)yl-Cisalk(en/yn)yl,
Aryl, halo-C1-5-alk(entYn)yl,
halo-C34-cycloalk(en)71,
halo-C35cycloalk(en)yl-C/4-alk(en/yn)
Y1, And-C1_6-alk(en/yn)Y1,
Aryl-C3_5-cycloalk(en)yl and 5
Heteroaryl; or pharmaceutically
acceptable salts thereof; and  where
formula 7 is: 10  wherein: q is 0 or
1; each of P: and R2 is independently
selected from the group consisting of
halogen, cyano, Cl_ralkfen/yn)yl,
C34-cycloalk(en)yl,
C34-cycloalk(en)yl- 



15 Curalk(en/yn)yl,
halo-Ci_ralk(en/yn)yl,
halo-C34-cycloalk(en)yl, halo-C3_8-
cycloalk(en)yl-C1.6-alk(en/Yn)34,
Ci-s-alk(eu/Yn)yloxy,
C35-cycloaken)yloxy and
C3_8-cycloa1k(en)y1-Ci_rallc(en/yn)yl
oxy; and R3 is selected from the
group consisting of
C1_8-a1k(en/yn)yl, C3_r
cycloalk(en)yl,
C3_5-cycloalk(en)yl-CIA-alk(enlyn)yl,
optionally substituted
20Aryl-Ci_rallc(en/yn)yl, optionally
substituted Aryl-Cm-cycloalkfelliA,
optionally substituted
Aryl-C3_rcycloa1k(en)yl-Cirallc(en/y0
Y1,
C54_alk(en/yn)yl-C34-beterocycloa1k(e
n)yl-Cl_ralk(en/pHyl, C3-8-
heterocycloalk(en)yl-CL.6-aken/y0y1,
C1_6-alkfen/YrOY1-
C3.rheterocycloalk(en)yl-CF4-alk(en/y
n)yl, Heteroaryl-C1_6-allan/PHyl,
25kleteroaryl-C3;8-cycloallc(en)yl,
Heteroaryl-C3.6-cycloallc(en)yl-Ct_r
alk(en/yn)yl,
NR4126-Cl_ral1c(en/y1Hyl,
NR4126-C3_8-cycloalk(en)yl,
NR4R5-Ci-scycloalk(en)yl-C1_6-alk(en/
yu)yl,
C1_ralk(enlyn)yloxy-Cl_rallc(en/yn)yl
, C34-  cycloalk(en)yloxy-Q-6-  30
C1,6-a1k(erilyn)y1,
halo-Ci_malk(en/yiqyl,
halo-Cgcycloalk(en)yl and halo-C3-5-
cycloallc(en)yl-C1,6-aR(eniyn)y1;
wherein      each of R4 and R5 is
independently selected from the group
consisting of hydrogen,
C3"6-alk(eniyn)yl, Cm-cycloalk(en)yl
and C3,8-cycloallc(en)Y12
5C1-6-alk(en/Y14Yll or
pharmaceutically acceptable salts
thereoe and where formula 8 is:    



wherein: q is 0 or 1; lt5 and R2 are
independently selected from the group
consisting of hydrogen and optionally
substituted aryl-C1,6-alk(erilyn)yl,
provided that RI and 13.2 are not
both 15hydrogen, or R.5 and 12.2
together with the nitrogen to which
they are attached form a 5 to 7
membered ring optionally containing a
further heteroatom; 123 and R4 are
independently selected from hydrogen,
halogen, cyano, amino, C14-
alk(entri)Y1, C3-8-tyc1oallden)yl,
halo-C1,6-alk(erilY11)Y1,
halo-C3,8-cycloalk(en)yl, 20
C6-allc(en/yu)yloxy,
C3.8-cycloaLiden)yloxy,
C38-cycloalk(en)ylC14-alk(en/yn)yloxy
, halo-Ct4-alk(en/yn)yloxy,
ha10-C3_8-cycloalk(en)yloxy and
ha10-C3-cycloalk(en)yl-C1-6-allc(en/y
Oylexy, provided that 18.2 and le are
not both hydrogen; 25R5 is selected
from the group consisting of
Cinralk(en/yn)yl, Cm-cycloalk(en)yl-
Ch6-alk(eMyn)yl, optionally
substituted aryl-C1,5-alk(eni)n)yl
and optionally substituted aryl;  31
or pharmaceutically acceptable salts
thereof; and where formula 9 is:  or
a pharmaceutically acceptable salt
thereof. Also disclosed herein is the
use of a selective KCNQ potassium
channel opener for the preparation of
a pharmaceutical composition for the
treatment of schizophrenia. Further
disclosed herein is a method of
screening for a compound, which is a
selective KCNQ channel opener and
which is capable of having an
anti-psychotic potential comprising
the steps of: 



a. screening for a KCNQ opener; b.
contra-screening against other
channels and/or receptors, and c.
testing the compound in a model
predictive for an anti-psychotic
potential. Also disclosed herein is a
method for treating or reducing the
symptoms of depression, bipolar
disorders, bipolar depression or
major depression, said method
comprising administering to a host in
need thereof an effective amount of a
compound able to selectively increase
the ion flow through KCNQ potassium
channels. Also disclosed herein is a
method for treating or reducing the
symptoms of schizophrenia, said
method comprising administering to a
host in need thereof an effective
amount of a compound able to
selectively increase the ion flow  WO
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through KCNQ potassium channels and
one or more antipsychotic compounds,
for example Asenapine, Blonanserin,
Iloperidone, Paliperidone,
Bifeprunox, Lunasidone, Ocaperidone,
Talnetant, ACP 104, SLV 310, ACR 16,
YKP 1358, GW 773812, RGH 188, SLV
314, Y-931, BL 1020, Chlorpromazine,
Levomepromazine, 5 Promazine,
Acepromazine, Triflupromazine,
Cyametnazine, Chlorproethazine,
Dixyrazine, Fluphenazine,
Perphenazine, Prochlorperazine,
Thiopropazate, Trifluoperazine,
Acetophenazine, Tlaioproperazine,
Butaperazine, Perazine, Periciazine,
Thioridazine, Mesoridazine,
Pipotiazine, Haloperido1,
Trilluperidol, Melperone, Moperone,
Pipamperone, Bromperidol, Benperidol,
Droperidol, 10 Fluanisone,
Oxypertine, Molindone, Sertindole,
Ziprasidone, Flupentixol,
Clopenthixol, Chlorprothixene,
Tiotixene, Zuclopenthixol,
Fluspirilene, Pimozide, Penfluridol,
Lompine, Clozapine, Olanzapine,
Quetiapine, Sulpiride, Sultopride,
Tiapride, Remoitipride, Ansisulpride,
Veralipride, Levosulpiride,
Prothipendyl, Risperidone,
Clotiapine, Mosapranaine, Zotepine or
Aripiprazole. 15 Description of the
invention The pharmacological profile
of the compounds of the invention is
highly novel compared with existing
antipsychotic compounds and would
therefore be expected to 20 be devoid
of the side effects induced by these
drugs In addition compounds that
activate KCNQ channels may have a
fast onset of action. Furthermore,
the distinct and novel mechanism of
action may have significantly greater
efficacy in treating the positive,
the negative and the cognitive
symptoms of schizophrenia and may
treat a greater percentage of
patients than currently benefit from
existing antipsychotic drugs. 25
Additionally compliance may be
improved. In addition, compounds that
activate KCNQ channels may show
improved utility in treating
depression or bipolar disorder. They
would, therefore, offer a significant
advance in the treatment of
schizophrenia, depression, bipolar
disorder and related diseases and
disorders. 30 In one embodiment, the
invention relates to a method wherein
positive symptoms of schizophrenia
are reduced, wherein tid positive
symptoms cover a pattern of psychotic
features including one or more of,
but not limited to, hallucinations
(typically auditory), delusions,
thought disorders, distortions or
exaggerations in  
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language and communication,
disorganized speech, disorganized
behaviour, catatonic behaviour and
agitation. In another embodiment the
invention relates to a method wherein
negative symptoms 5 of schizophrenia
are reduced, wherein said negative
symptoms typically refer to a
syndrome characterised by one or more
of; but not limited to, blunted
affect, aphasia, asociality,
anhedonia (lack of pleasure),
avolition (restrictions in the
initiation of goal-directed
behaviour), emotional withdrawal,
difficulty in abstract thinking, lack
of spontaneity, stereotyped thinking,
alogia (restrictions in the fluency
and productivity 10 of thought and
speech) and attentional impairment.
In yet another embodiment, the
invention relates to a method wherein
cognitive symptoms of schizophrenia
are reduced, wherein said cognitive
symptoms refer to,      but limited
to, dysfunction across many cognition
domains including attention, 15
memory and executive function. In yet
another embodiment, the invention
relates to a method wherein one or
more of positive, negative and
cognitive symptoms of schizophrenia
are reduced 20 In yet another
embodiment, the invention relates to
a method wherein the symptoms of one
or more of the schizophrenia subtypes
selected from the group consisting of
the catatonic-subtype, the
paranoid-subtype, the
disorganized-subtype and the
residual-subtype are reduced. 25 In
yet another embodiment, the invention
relates to a method wherein said
compound able to selectively increase
the ion flow through KCNQ potassium
channels is effective in a model
predictive for an anti-psychotic
potential of said compound. In yet
another embodiment, the invention
relates to a method wherein said
model is 30 selected from the group
consisting of the acute
stimulant-induced hyperactivity test,
the sensitised amphetamine-induced
hyperactivity test, the conditioned
avoidance test, the spontaneous
firing of mesolimbic DA cells test
and the mouse forced swim test.  34 



In yet another embodiment, the
invention relates to a method wherein
said compound is effective in more
than one model predictive for an
anti-psychotic potential of said
compound. 5 In yet another
embodiment, the invention relates to
a method wherein said compound does
not to any reasonably extent manifest
any side-effects associated with the
mechanism of action of compounds
known to treat schizophrenia.    In
yet another embodiment, the invention
relates to a method wherein said side
effects 10 associated with compounds
known to treat schizophrenia is
mediated directly through dopamine D2
receptor modulation. In yet another
embodiment, the invention relates to
a method wherein said compound is
administered in an amount of more
than 1 mg/day. 15 In yet another
embodiment, the invention relates to
a method wherein said compound is
achninistered in an amount of more
than 5 mg/day, more Than 10 mg/day or
more than 50 nig/day. 20 In yet
another embodiment, the invention
relates to a method wherein said
amount is administered once daily or
more than once daily. In yet another
embodiment, the invention relates to
a method wherein said compound has a
fast-onset of action. 25 In yet
another embodiment, the invention
relates to a method wherein the
symptoms of schizophrenia are reduced
faster than known compounds for
treating said symptoms of
schizophrenia. 30 In yet another
embodiment, the invention relates to
a method wherein the said symptoms of
schizophrenia are reduced after two
weeks, preferably after one week,
even more preferred within one week,
even more preferred after two days,
even more preferred within two days
and most preferably after a day.  WO
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yet another embodiment, the invention
relates to acute treatment. In yet
another embodiment, the invention
relates to long-term treatment. 5 In
yet another embodiment, the invention
relates to a method wherein said
compound is a compound according to
formula 1, 2, 3, 4, 5, 6, 7, 8 or 9,
where formula 1 is: 



wherein 122 is selected from the
group consisting of hydrogen,
Ct.6-alk(en/yn)y1, C34-
cycloallc(m)yl,
C35-cycloalk(en)yl-C46-allc(en/3m)yl,
acyl, Isydroxy-C14- 15alkjen/340y1
and hydnaxy-Cs_s-cycloa1k(en)y1; R2
and R2' are independently selected
from the group consisting of
hydrogen, CI_ s-aken/Y1034,
C34-cycloalk(en)yl, arYI,
C34-cycloalk(en)yl-C46-alKen/yn)yl,
aryl-C46-alk(en/yn)yl, acyl,
hydroxy-Chs-allr(en/yn)yl and
hydroxy-C35- 20cycloalk(en)y1; R3 is
selected from the group consisting of
hydrogen, Cwalk(erilyn)yl, C3_8-
cycloallc(en)yl, aryl,
C3_s-cycloalk(en)yl-Ci_6-alKen/ynb4,
aryl-Ci_e-alk(en/yn)yl,
hydroicy-C46-alk(en/yn)yl,
aryl-C34-cycloa1k(en)yl,
NeR13'-C1_6-a1k(en/yn)yl,
25NRI3R10'-C34-cycloalk(en)yl and
hyclroxy-C3_s-cycloalk(en)y1; wherein
Rl and R13' are independently
selected from the group consisting of
hydrogen, C1_6-alic(enlyn)Y1,
C3s-cycloallan)yl,
C38-cycloallc(en)yl-C1_5-alk(en.562)3
/1, hydroxy-C1_5-alk(en/y0y1,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C3.s-  36
cyc1oa1ic(ert)yl-C,..6-aken/yn)y1,
halo-C1,6-allr(en/yn)yl,
halo-C35-cycloalk(en)yl,
halo-C34-cycloallc(en)y1-Ci.e-alk(en/
yn)yl, cyano-C14-alk(eniyiRyl,
cYano-Ci-scycloalk(en)yl and
cyano-C3_8-cyc1oalk(eMyl-C14-a1k(en/y
n)y1, or      1410 and 1110' together
with the nitrogen atom to which they
are attached form a 4- 58 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatom,s; Xis CO or 802; 10Z is 0
or NR4, wherein 144 is selected from
the group consisting of hydrogen,
Ct..6-alk(en/yn)yl, C34-
cycloaken)yl,
C38-cycloallan)yl-C,"6-alk(en/yn)yl,
hyclroxy-C14-allc(eniyn)yl and
hydroxy-C34-cycloalk(en)y1; or 



143 and 144 together with the
nitrogen atom to which they are
attached form a 4-8 15membered
saturated or unsaturated ring which
optionally con ains I, 2 or 3 further
heteroatorns, the ring formed by 143
and 144 and the nitrogen atom is
optionally substituted with one or
more substithents independently
selected from Ch6-alk(en/pRyl, aryl
and aryl-C1.6-alk(en/yn)y1; 20q is 0
or 1; and Y represents a heteroaryl
of formula R or III 25 (R5)p    111
wherein  WO
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WisOorS; m is 0,1, 2 or 3; 



5 nis 0,1, 2,3 or4; p is 0 or 1; and
10each 149 is independently selected
from the group consisting of
Cus-allr(enlyn)Yli
C3.8-cycloallt(en)yl, aryl,
Cs_rcycloallr(en)yl-Cis-alk(en/yn)Y1,
aryl-Cur- alk(en/yn)yl, acyl,
halogen, halo-C16-alk(en/y11)34,
Cus-alktenhnbilwiy, -CONR6R6', cyano,
nitro, -Nlultr, -S-R9, -5021t9,
80201L9; 15wherein R6 and Its' are
independently selected from the group
consisting of hydrogen, Cu
6-alk(entyn)yl, C35-cycloalk(en)yl,
Cus-cycloallc(en)yl-Cus-alkten/yarl
and aryl; 20If and 149' are
independently selected from the group
consisting of hydrogen,
6-alk(en/yn)34, C3s-cycloaken)yl,
Cs_s-cycloallr(en)yl-Cis-alk(en/yn)yl
, aryl and acyl; and          128 is
selected from the group consisting of
Cu6-allt(eni3m)Y1,
C34-cycloalk(en)yl,
25C-cycloalk(en)y1-Cu&-alk(en/yn)yl,
aryl and -NR9R9'; wherein R9 and R9'
are independently selected from the
group conSisting of hydrogen, Cu
6-alKen/Yn)Y1, C39-cycloalk(en)yl and
C34-cycloa1k(en)yl-Cus-a1k(eniyn)y1;
or phannaceuticaLly acceptable salts
thereof; and  38 where formula 2 is:
(2) 



wherein s is 0 or 1; is 0, 8, S02,
802NR1I, C0-0 or CONR22; wherein
R" is selected from the group
consisting of hydrogen,
C1.6-a1k(en/yn)yl, C34-
10cycloallc(en)yl,
C3-8-cycloalk(en)yl-Ci-s-allan/yn)y1;
or R2 and R11 together with the
nitrogen atom form a 5-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; qisOorl; 15 Xis CO or
SOi; with the proviso that q is 0
when Xis 802; ZisOorS; 20142 is
selected from the group consisting of
hydrogen, C1.8-alk(en/yn)yl, C3_g-
cycloalk(en)yl,
C3-8-cycloalk(en)yl-C3_6-alk(en/yn)yl
, acyl, hydroxy-Cr6- allc(en/yn)yl,
hydroxy-C3.8-cycloallc(en)yl,
hydroxy-C3.8-cycloa1k(en)yl-Ci-sallc(
en/yn)yl, halo-C3,4-allc(en/yn)yl,
halo-C3.8-cycloalk(en)yl, halo-C3-8-
cycloalk(en)yl-C1.8-alk(en/yn)yl,
cyano-C3.3-alk(en/yn)yl, cyano-C3.8-
25cycloaken)yl and
cyano-C3-8-cyc1oalk(en)yl-Ci-s-akeniy
n)y1;  39 R2 is selected from the
group consisting of hydrogen,
Cas-alk(en/yn)yl, C3.8-
cycloalk(en)yl,
Cais-cycloallrlenlyl-Cis-allc(en/yn)y
l, Ar, Ar-C,4-allardynlyl,
Ar-C39cycloaken)yl,
Ar-Carcycloalk(en)yl-Cas-alk(en/yn)yl
, acyl, hydroxyCas-alk(en/yn)yl,
hydroxy-Cas-cycloallc(en)yl,
hydroxy-Cm-cycloallr(en)yl-Cits-
5allc(en/yn)yl, halogen,
halo-Cas-allc(en/yn)yl,
halo-Carcycloalk(en)yl, hato-Cas-
cycloalk(en)yl-Crs-alk(en/yn)yl,
cyano, cyano-Cas-alk(en/pAyl,
cyano-C33cycloalk(en)Y1,
cyano-C3is-cycloaken)yl-C14-alk(entyn
)yl, NR12R2r-Casallc(en/yn)yl,
N1R101110'-C3a-cycloalk(enly1 and
NR121220'-C3rcycloalk(en)yl-Ca
6-alk(en/yn)y1; wherein 



10,le and ler are independently
selected from the group consisting of
hydrogen, Caralk(elliYillYl
Cas-cycloallc(millyl,
Cas-cycloalk(en)yl-Cie-alle(en/yn)yl,
hydroxy-Cas-allr(erilyn)yl,
hydroxy-Cas-cycloalk(en)yl,
hydroxy-Cascycloalk(en)yl-Cas-alk(en/
yn)yl, halo-C1s-allv(en/yu)Y1,
halo-Cas-cycloalk(en)yl,
halo-Csircycloallc(en)yl-Cas-algerilY
ttli syano-C,4-alk(en)m)yl,
cyano-C3s- 15 cycloalk(en)yl and
cyano-C34-cycloalk(en)yl-Ca6-alk(enty
n)y1, or RI and Air together with the
nitrogen atoMform a 5 8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatonas; provided that when R2
is halogen or cyano then s is 0; and
provided that U is 0 or S when s is 1
and R2 is a hydrogen atom or acyl; 20
le is selected from the group
consisting of C,6-alkleiilyn)yl,
C30-cycloallc(en)A,
heterocycloalk(en)yl,
c34-cycloallc(en)yl-Cis-alk(en/yn)yl,
Cas-alk(en/yn)yf-Caa-cycloallr(en)yl,
Ca6-a1k(en/yn)yl-hetelocycloalk(eatl,
heterocycloalk(en)yl-Cis-alk(eMyn)yl,
Ar, fitt-C,..6-allr(en/yn)yl,
Ar-Cas-cycloallc(en)ydi M-
25heterocycloalk(en)yl,
Ar7C3s-cycloa1k(en)yl-Cas-a1k(en/yn)y
l, Ar-Cas-
allc(en/yn)yl-Cas-cycloallc(en)yl,
Ar-C35-alk(ehOrn)yl-heterocycloalk(en
)Yl,
6-allr(en/yn)yloxy-C,s-allc(en/yn)yl,
c34-cycloalk(en)yloxy-C34-alk(en/yn)y
l, -
6-alk(eMyn)yloxy-C3rcycloa1k(en)yl,
C,4-allc(erilyn)yloxy-heterocycloalk(
en)yl, Ar-oxy-C36-alk(en/yr)yl,
Ar-Ca6-allc(en/yr)y1otrY-Ca4-a1lan/y1
1)38, Cas-
30a1ken/yn)yloxy-carbonyl-Cas-alir@ll
/311W1,
Cs-a-cycloalk(en)yloxy-carbonyl-Ca
s-allr(enfryn)yl,
Cas-cycloallc(en)yl-Ci.
yn,roxy-earbonyl-C1.6- alk(en/yn)yl,
hydroxy-C16-alk(en/yn)yl,
hydrosy-C3,-cycloalk(en)yl,
hydroxyheterocYcloalk(en)yl,
hydroxy-Cas-cycloalk(en)Y1-Cii-allc(e
n/yn)yl, hydroxy-Ca  
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6-alk(en/yn)yl-C3rcycloalk(en)yl,
hydroxy-C1.6-allc(enlyn)yl-
heterocycloalk(en)yl,
halo-C15-alk(en/yn)yl,
halo-C34-cycloalk(en)yl,
haloheterocycloalk(en)yl,
ha10-C3a-cycloalk(en)yl-Cia-allc(en/y
n)yl,
allc(en/yn)yl-Carcycloalk(en)yl,
halo-Cla-alk(en/yn)yl-heterocycloalk(
en)yl, 5halo-C14-alk(en/yis)y1-Ar,
halo-C35-cycloalk(en)yl-Ar,
halo-Carcycloalk(en)yl-
Cta-alk(en/yn)yl-Ar,
halo-Cts-alk(en/yn)yl-C3_3-cycloa1k(e
n)yl-Ar, cyano-Ciaalk(en/3m)yl,
cyano-C3 5-cycloalk{en)yl,
cyano-heterocycloalk(en)yl,
cyano-C3.8-
cycioalk(en)yl-Cia-alk(en/yn)yl,
cyano-Cta-allc(en/yn)yl-Cas-cycloallc
(en)yl,
eyano-C15-alk(en/yn)yl-heterocycloall
c(en)yl, acyl-Cia-allc(en/)n)yl,
acyl-C34- 10cycloalk(en)yl,
acyl-heterocycloallc(en)yl,
acyl-C35-cycloalk(en)Y1-Cia-
alk(en/yn)yl,
acyl-C1_6-al1c(en5in)y1-Carcycloalk(e
n)yl,
acyl-C16-allc(en/yn)ylheterocycloalk(
en)yl, N1tI2R12', optionally
substituted NRI2Rly-C1.6-
alk(en/yn)yl, optionally substituted
Nline-C3a-cycloa11c(en)y1, optionally
substituted
NR12R12.-C3_8-cycloalk(en)yl-Ci6-allc
(en/yn)y1; wherein 15Rn and Rn' are
independently selected from the group
consisting of hydrogen,
Chs-alk(en/yn)yl, C38-cycloalk(en)yl,
Ca4-Cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ar, Ar-C,6-alk(on/yn)yl,
Ar-C3rcycloalk(en)yl,
Ar-Cas-cycloalk(en)yl-Ciaallc(en/yn)y
l, Ar-heterocycloalk(en)yl,
Ar-oxy-C14-alk(en/yn)yl,
Ar-oxy-C35cycloalk(en)yl,
Ar-oxy-C34-cyc1oa1k(en)yl-Cis-all(eri
lyn)yl, Ar-oxy-
20heterocycloalk(en)yl,
hydroxy-Cie-alk(en/yn)YI,
hydroxy-C38-cycfoalk(en)yl,
hydroxy-C3a-cycloalk(en)y1-Cia-allc(e
n/yn)y1,halo-C38- cycloalk(en)yl,
halo-C34-cycloalk(en)yl-Cla-alk(en/yn
)yl, cyano-C16allc(en/yn)y1,
cyano-C35-cycloalk(en)yl and
cyano-Careycloalk(en)yl-Oksallc(en/yn
)yl, or 25and R12' together with the
nitrogen atom form a 5-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; with the proviso that
when le is NRI2R12' then q is 0; and
30  
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(R5),     wherein 5the line
represents a bond attaching the group
represented by Y to the carbon atom;
WisOorS;  '42 V is N, C or CH; T is
N, NH or 0; 



5ais 0, 1, 2 or 3; b is 0, 1, 2, 3 or
4; c is 0 or 1; 10 d is 0, 1,2 or3; e
isO, 1 or 2; 15f s 0, 2,3,4 or 5; g
is 0, 1, 2, 3 or 4; his 0, 1,2or 3;
20 j is 0, l'or 2; kis 0,1,2 or3 and
25each re is independently selected
from the group consisting of a Chr-
alk(en/yn)yl, Cs_s-cyclosa(en)yl,
C34-cycloallr(en)Y1-C1-6-alf(eniyn)yl
, Ar, Ar- Ci_6-alk(en/yn)yl,
Ar-C38cycloallc(en)yl,
Ar-C3..8-cycloallc(en)yd-Cmalk(en/pOy
l, Ar-oxy, Ar-oxy-C1_5-alk(en/yn)yl,
Ar-oxy-Cs_s-cycloalk(en)yl, C1-6-
alk(Syn)yl-heterocycloaken)yl,
.Ar-oxy-C35-cycloalken)yl-C16-allqedy
n)yl, 30acyl, C1-6-allc(erilyn)yloxy,
C3-cycloalk(en)yloxy,
C34-cycloalk(en)yl-Q-s-
allr(en/yn)YloxY,
C1-eulk(en/yn)ydoxy-carbonyl,
halogen, halo-C1.6-alk(en/yn)yl,
halo-C34-cycloalk(elOyl,
ha10-C3-cyc1oa11cfea1-Ch6-allc(en/3m)
yl, -00-NR6R6',  



43 cyano, cyano-C1-6-a1k(en/yn)yl,
cyano-C3,2-cycloallc(entyl,
cYano-05-scycloalk(en)yl-C1_6-allc(en
/yn)yl, NR7R7', S-R8 and S02R8, or
two adjacent its together with the
aromatic group form a 5-8 membered
ring which optionally contains one or
two heteroatoms; R6 and R6' are
independently selected from the group
consisting of hydrogen, C1,
a-allc(en/yn)yl, Cm-cycloalk(en)yl,
C34-cycloalk(en)yl-Ct_a-alk(entyn)yl
and Ar; R7 and R7' are independently
selected from the group consisting of
hydrogen, Cl" 106-alk(eigyn)yl,
Cm-cyclealk(en)yl,
C3t5-cycloa1k(en)yl-C14-alk(en/yn)yl,
Ar,
heterocycloallc(en)yi-Ctfa-allc(en/yn
)yl,
heterocycloallc(en)yl-Cas-cycloalk(en
)yl,
heterocyc1oalk(en)yl-C3_2-cycloa1k(en
)y1-0.6-alk(en/yn)yl,
heterocycloaken)ylAr and acyl; or
R7 and R7' together with the nitrogen
atom form a 5-8 membered saturated or
15unsaturated ring which optionally
contains 1,2 or 3 further
heteroatoms; and R8 is selected from
the group consisting of hydrogen,
C16-alk(en/yn)yl, cycloalk(en)yl,
Cata-cycloallc(en)yl-Ct_s-alk(en/yn)y
l, Ar and -N128126'; wherein U9 and
128' are independently selected from
the group consisting of hydrogen, CI,
20C34-cycloallc(en)yl and
C34-cycloalk(en)y1-0,5-alk(en/yn)y1;
or pharmaceutically acceptable salts
thereof; and where formula 3 is: 12,2
25(3) wherein  44 U is 0, S or 



s is 0 or 5X is CO or S02; Z is 0, S
or NR4, wherein R4 is selected from
the group consisting of hydrogen,
C18-allc(en/yn)yl,
C3_8-cycIoakell)Y1,
C3-8-cycloa1k(en)yl-C1_6-atk(en/yn)yl
, hydroxy-C1-6-alk(en/yn)yl and
hydroxy-C3.8-eycloalk(en)y1; 10 q is
0 or I; RI and R1' are independently
selected from the group consisting of
hydrogen, Ct. 6-alk(en/y11)Y1,
C34-cycloalk(en)V1,
C3-8-cycloaken)yl-Ctevalk(en/yn)yl,
cfl, 15hydroxy-C1_8-alk(en/yn)yl,
hydroxy-C34-cycloa1k(en)yl,
halo-C15-alk(en/Yn)yl and
ha10-C3_8-cycloa1k(en)y1; R2 is
selected from the group consisting of
hydrogen, halogen, C1_6-alk(en/ya)yl,
C3_8-cyc1oa1k(en)yl,
C3_8-cycloa1k(en)yl-Cts-alk(en4n)y1,
Ar, Ar-Cis- _ 20 alk(en/yn)yl,
Ar-C3_8-cycloaken)yl, acyl,
hydroxy-Cis-alk(en/yn)yl,
hydroxyC3,8-cycloalk(en)yl,
halo-Cto-alk(en/yn)yl,
halo-C3_8-cycloallc(en)yl and cyano;
provided that when R2 is halogen or
cyano, then s is 0; when s is 1 and U
is NR2' then R2' is selected from the
group consisting of 25hydrogen,
C16-allc(en/yn)yl,
C3_8-cycloalk(en)yl,
C34-cycloalic(en)yl-C14-
alk(en/yn)yl, Ar,
Ar-C,_8-alk(en/yn)yl,
Ar-C3_8-cycloalk(en)yl, acyl,
hydroxy-Cu 6-allc(en/yn)yl,
hydroxy-C3_8-cycloalk(en)yl,
halo-C1..6-allc(en/yn)yl and
halo-C34- cycloalk(en)y1; or R2 and
R2' together form a 5-8 membered
saturated or unsaturated ring which
optionally contains one further
heteroatom; 30  WO
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cycloall((en)yl,
hydroxy-Ci_6-alk(en/yn)yl,
hydroxy-Cm-cycloaken)yl, halo-C1_
o-alk(en/3m)yl and
halo-C3_8-cycloalk(en)yl; 



and Y represents a group of formulae
VI, VII, VIII, IX or Xl0C:    XXX
where the line represents a bond
attaching the group represented by Y
to the nitrogen atom; WisOorS;  46 a
is 0, 1, 2 or 3; b is 0, 1, 2, 3 or
4; 5cisOorl; dis0,1,2or3; e is 0, 1
or 2; f is 0, 1, 2, 3, 4 or 5; 10 



gis02,3 or4; h is 0, 1,2 or 3; and
15each Rs is independently selected
from the group consisting of a
alk(en/yn)yl, Cs.a-Cycloalk(erOyl,
Ai,
C34-cycloalk(en)yl-C1_6-alldenlyn)yl,
ArQ16-alk(en/yn)y1, acyl,
C1.6-allc(an/enAm)yloxy, halogen,
halo-Cl_6-alk(en/yn)yl, -CO-NR6126',
cyan, nitro, -NR7R7',-S02R8 and
S020128, or two substituents together
form a 5-8 membered saturated or
unsaturated ring which 20optionally
contains one or two heteroatoms; 14.6
and R6' are independently selected
from the group consisting of
hydrogen, Ct.
6-allc(en/yn)y1S34-cycloallden)yl,
C34-cycloallc(en)yl-Cis-allt(en/yn)yl
and Ar; 25R7 and R7' are
independently selected from the group
consisting of hydrogen, C1_
6-alk(en/yn)yl, Cm-cycloalk(en)yl,
C38-cydoallc(en)yl-C1-6-alk(en/Y11)YI
, Ar and acyl; and R8 is selected
from the group consisting of
hydrogen, Ci_6-a1k(en/yn)yl, C33- 30
cycloallc(en)yl,
C35-cycloallc(en)yl-05_6-alk(en/yn)yl
, Ar and -NR7R7'; wherein RP and R7'
are independently selected from the
group consisting of hydrogen, Ch
6-allt(en/yn)yl, C35-cycloallc(en)yl
and
C3-5-cycloalk(en)yl-C1a-alk(en/yn)y1;
with  47 the provisos that when 115
is S620118 then 118 is not -NR9119'
and when R5 is 802128 , then R8 is
not a hydrogen atom;       or
pharmaceutically acceptable salts
thereof; and where formula 4 is: R2
(3)3 4H 



R6 (4) wherein the dotted line
represents an optional bond; 111 and
EY are independently selected from
the group consisting of hydrogen, Ct.
156-aken/Y11)Y1, C3-8-cycloalk(en)yl,
C3-8-cycloalk(en)yl-C1:6-alk(en/yn)yl
, hydroxy-C1_6-allMen/ynlyl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-Ctscycloallc(en)yl-Ctmalk(en/
yn)yl, halo-C1_62alk(etn)y1,
halo-C.s-cycloalk(en)yl,
halo-C34-cycloalk(enlyl-Cis-allatn)yl
, cyano-Cis-alk(en/yn)yl,
cyano-C3_8cycloalk(en)yl and
cyano-C34-cycloa1k(en)yl-Ci-s-alk(en/
yn)y1; or 20RI and R1' together with
the carbon atom to which they are
attached form a 3-8 membered
saturated or =saturated ring which
optionally contains 1 or 2
heteroatonss; sis 0 or 1;  48 U is
0,S, SO2, 802NRII, C0-0 or CO-NR11;
wherein RH is selected from the group
consisting of hydrogen,
Cltralk(en/yn)yl,
C35-cycloallc(en)yl,
cycloalk(en)yl-C1_6-allc(enOm)y1; or
122 and It" together with the
nitrogen atom to which they are
attached form a 4-8 membered
saturated or unsaturated ring which
5optionally contains 1,2 or 3 further
heteroatoms; R2 is selected from the
group consisting of hydrogen,
C16-alk(en/yn)yl, cycloaken)yl,
C34cycloalk(en)yl-Civralk(eMyn)yl,
Ar, Ar-M1_6-alk(en/yn)yl,
Ar-Cs-cycloalk(en)yl,
Ar-Csts-cycloalk(en)yl-Cvs-akerityn)y
l, acyl, hydroxy- 10C14-allken/yn)yl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C38-cycloalk(en)yl-Ci-r-
allc(en/3m)yl, halogen,
halo-C14-alk(en/yn)y1,
halo-C35-cycloa1k(en)yl, halo-C34-
cycloalk(en)yl-C1-malk011/YOYI,
cyano, cyano-C16-allc(en/yn)yk
cYano-C3-s- 



cycloalk(en)yl,
cyano-Css-cycloalk(en)yl-Cit6-alkjeni
yn)371, -NO2,sNia alk(en/yn)yl,
N1tI012thtC3ts-cycloalk(en)yl and
NRIe-Crtmcycloalken)yl-Cs_
156-allc(entyn)y1; wherein RI and
Riir are independently selected from
the group consisting of hydrogen,
C7.s-alk(en/yn)yl,
Ca_rcycloalk(en)yl,
C34-cycloalk(en)y1-Ci4-alk(erlyn)yl,
hydroxy-C16allc(en/yn)yl,
hydroxy-Cs-cycloalk(eMyl,
hydroxy-C38cycloalk(en)yl-C1-6-alk(en
/Y11)yl, halo-Clts-alk(en/yn)yl,
ha10-Csts-cycloalls(en)Y1,
20halo-C34-cycloallc(en)yl-Ct.malk(en
tyn)yl, cyano-Cits-alk(entyn)yl,
eyano-Csx- cycloalk(en)yl and
cyano-Csts-cyc1oalk(en)yl-Ci_6-alk(en
/yMyl, or RI and RI' together with
the nitrogen atom to which they are
attached form a 4- 8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 thither
heteroatoms; 25with the proviso that
when R2 is NO2, halogen or cyan then
s is 0; and   with the proviso that
when R2 is a hydrogen atom or acyl
and s is 1 then U is  NR11, 0 or S;
wherein the group -(Uk-R2 is linked
to position 4 or 6 of the indole or
indoline; 30 q is 0 or 1; Z is 0 or
S;  WO 2007/090409PCT/DIC2007/050013
49 Xis CO or SO2;the proviso that q
is 0 when Xis 902; R3 is selected
from the group consisting of
C15-alk(en/yn)yl,
C3ts-cycloalk(en)yl,
heterocycloalk(en)yl,
C3ts-cyc1oalk(en)yl-C)s-alk(eitn)Y1,
C1-6-alk(en/3m)y1- 



8-cycloallr(en)Y1,
C16-alk(en/yn)yl-heterocycloalk(en)yl
, Ar, Ar-Ci_s-alk(en/yn)yl,
Ar-Cm-cycloaik(en)yl,
Ar-heterocycloalk(en)yl,
Ar-C3_8-cycloalk(en)yl-Cmalli(eniyn)y
l,
ArOrs-alk(en/yn)yl-Ci-g-cycloalk(en)y
l,
Ar-Ci-r-aLli(enfYt)YIheterocycloallc(
en)yl,
Cts-alk(en/yn)yloxy-C)s-alk(en/yn)yl,
C34-
cycloalk(en)yloxy-Ci_s-alk(en/yn)Y1,
Ci4-a1le(en/yn)yloxy-C3_8-cycloallc(e
n)yl,
10C1_6-alk(er1'yn)y1oxy-heterocycloal
k(en)yl, Ar-oxy-C14-alk(en/yn)Y1,
Ar-C1-6-
alk(edir)ydoxy-Chs-alKenirt)Y1,
Ci-s-alk(criyn)yloxy-carbonyl-Ci-sall
c(en/yn)yl,
Css-cycloalk(en)yloxy-carbonyl-C1.6-a
lk(en/yn)Y1, C3-8-
cycloalk(erOyl-CF6-alk(en/yOyloxy-car
bonyl-CF6-alk(en/3m)yl, hydroxy-Ct-6-
alk(en/yn)yl,
hydroxy-C343-cycloalk(en)yl,
hydroxy-heterocycloalk(en)yl,
15hydroxy-C34-cycloalk(en)yl-Cis-alk(
SYn)yl, hydroxy-C)4-alk(en/Y0Y1-C3-s-
cycloalli(en)yl,
hydroxy-Cits-alk(en/yn)y1-11eterocycl
0allc(e11)yl, halo-C14- alk(en6m)yl,
halo-C3_8-cyc1oalk(en)yl,
halo-heterocycloalk(en)yl, balo-C3_8-
cycloalk(en)yl-Ctrallc(en/yn)yl,
ha10-Ci4-a1k(en/yn)yl-Ci_s-cycloalk(e
n)34,
haloC)4-alk(en/yn)yl-heterocycloalk(e
n)yl, talo-C14-alli(e&YOY1-Ar,
halo-Ci-s-  20cycloaken)yl-Ar,
halo-Cs_s-cycloatic(en)yl-Q4-alk(en/y
n)yl-Ar, halo-C1.6-
alk(en/yn)yl-C3-8-cycloalk(en)yl-Ar,
cyano-C36-alic(en/Y11)91,
cyano-Cmcycloalk(en)yl,
cyano-heterocycloallc(en)yl,
cyano-C34-cycloalk(en)yl-Ci-salk(en/y
n)yl,
cyano-CF.6-allc(en/yn)y1-C34-cycloalk
(en)Yd, cyano-CL6-
alk(en/yn)yl-heterocycloallc(en)yl,
acyl-C34-alk(en/yn)yl, acyl-Cs_s-
25cycloalk(en)yl,
acyl-heterocycloalk(en)yl,
acyl-Cm-cycloa1k(en)yl-Chs-
4114en/Y11)yl,
acyl-Ct.s-alk(en/yn)y1-C3-8-cycloalk(
en)yl,
acyl-C1_6-alk(en/yn)ylheterocycloalk(
en)yl and -NR12R12', optionally
substituted NR12R12.-C34-
alk(en/yn)yl, optionally substituted
NR121212'-C3-cycloallt(en)y1,
optionally substituted
NRI2R1v-C3.8-cycloallr(en)34-C,_6-alk
(en/yn)34; wherein 30R12. and R12'
are independently selected from the
group consisting of hydrogen,
C14-allc(en/yn)yl,
Cs_s-cycloalk(en)yl,
C34-cycloalk(en)yl-Ct-6-allcOnlYrOyl,
Ar, Ar-C1-5-a/k(en/Y0Y1, Ar-C
.i-s-cycloalk(en)yl,
Ar-Ci-s-cycloallc(en)yl-Ci-s-
allr(enlyn)yl,
hydroxy-Ci_s-alVenhn)yl,
hydroxy-Cm-cycloallc(en)yl, hydroxy-
50
C34-cyoallc(en)yl-Ci_s-allc(en/y11)yl
, halo-C14-alk(enlyn)yl,
halo-Ca-scycloaken)yl,
halo-C3,8-cyc1oa11C(en)yl-C1.6-alk(en
iyn)yl, cyano-Cl_aalk(Syn)yl,
cyano-Cas-cycloalic(en)yl and
cyano-C34-cyc1oallc(e11)yl-C1-6-
alk(en/yn)yl, or 5e and R12' together
with the nitrogen atom to which they
are attached form a 4- 8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; 



with the proviso that when R3 is
NR12R12' then q is 0; 10and Y
represents a group of formula 111,
Lii, W, V" VI, XliX and YOCXI:  WO
20071090409PCT/DK2007/050013 51  VI
Or   wherein 5the line represents a
bond attaching the group represented
by Y to the carbon atom; WisOorS;  52
L is N, C or CH; 



a is 0, 1,2 or 3; b is 0, 1, 2, 3 or
4; C is 0 or 1 dis 0, 1,2 or 3; 10 e
is 0, 1 or 2; f is 0, 1, 2, 3,4 or 5;
15g is 0, 1, 2, 3 or 4; bis 0,1,2
or3;         j is 0, 1, 2 or 3; with
the proviso that when T is a nitrogen
atom then j is 0, 1,2 or 203; and
when T is NH or an oxygen atom the,n
j is 0, 1 or 2; k is 0, 1, 2, 3 or 4;
and each Its is independently
selected from the group consisting of
a 25C34-cycloallc(en)Y1,
Ca-5-cycloalk(en)y1-C14-allc(en/yMyl,
C1.5-alk(en/yn)yl, Ar-thio, Ar-oxy,
acyl, C14-alk(en/yn)yloxy, C3-8-
cycloallc(en)yloxy,
C3_8-cycloalk(en)yl-Cie-alkfen/yrOylo
xy, halogen, halo-C1-6- alk(eniyn)yl,
halo-Cs-cycloaken)yl,
ha10-C34-cyc1oalk(en)yl-Cr.s-allc(eni
yn)yl, -CO-NR8R6', cyano,
cyano-C14-alk(erilyn)yl,
cyano-C3.8-cyc1oallOn)yl, cyano-
30Cs.5-cycloa1k(en)yl-C1,6-alk(en/yn)
y1,-S-R8 and -S02R8, or two adjacent
128 together with the aromatic group
to which they are attached form a 4-8
membered ring which optionally
contains one or two heteroatoms;  
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126 and R6' are independently
selected from the group consisting of
hydrogen, 6-ailr(eMy0y1,
C3.8-cycIoallc(en)yl,
C3.8-cycloalk(en)yl-Cie-alk(en/yn)yl
and Ar;      119 and R9' are
independently selected from the group
consisting of hydrogen, C1.
56-allrfen/y0y1, C3.8-cycloa1k(en)yl,
Cs-s-cycloallc(en)yl-C14-alKelliyn)yl
, Ar and acyl; 10R8 is selected from
the group consisting of hydrogen,
Cl..6-allc(en/yn)yl, C3_8-
cycloalic(en)yl,
C3_8-cycloalk(en)yl-C1.6-alk(en/3m)-5
4, Ar and -NR9R9'; wherein R9 and R9'
are independently selected from the
group consisting of hydrogen, Q.
6-alk(enlyn)yl, Cm-cycloallc(en)yl
and
C34-cycloalk(en)yl-C14-alk(en/yn)34;
provided that when R8 is -NR9R9' then
Rs is not -S-R8; 15 or
pharmaceutically acceptable salts
thereof; and where formula 5 is:
26wherein q is 0 or 1; WisOorS; Xis
CO; Z is 0; 



25 R1 is selected from the group
consisting of halogen, cyan,
C1.6-allc(eMyn)Y1,
C34-cycloalk(en)yl,
C34-cycloalk(en)yl-Ots-alk(en/yrOyl,
haloC1.6-alk(eniyn)yl,
halo-C34-cycloallc(en)yl,
halo-C38-cycloalk(en)34-  WO
2007/090109PCT/DIC2007/050013 54
Clirallr(en/yn)yl,
C15-allc(en/yn)yloxy,
Cm-cycloallc(en)yloxy and
C3is-cycloalk(en)yl-Cie-allc(en/yr)yl
oxY; R2 is selected from the group
consisting of halogen, cyano,
5C35-cycloalk(en)yl,
Csis-cycloallt(en)yl-Q4-alk(eniyn)yl,
halo- C14-alk(en/YOYI,
halo-Cm-cycloallc(en)yl,
halo-05-cycloalk(en)ylC1..6-alk(en/yr
)yl, C16-alk(en/yn)yloxy,
C343-cycloalk(en)yloxy,
Csis-cycloallr(en)yl-Chs-alk(en/yn)yl
oxy, optionally substituted phenyl
and optionally substituted pyridyl;
wherein phenyl and pyridyl are
optionally 10substituted with one or
more substituents independently being
halogen, C1_6-algen/Y11)34,
C34-cycloalk(en)yl or
C3is-cycloalk(en)yl-Ctis-allc(en/yn)y
1; R3 is selected from the group
consisting of C110-allc(en/y0A
C3.8-cycloalk(en)yl,
C34-cycloalk(en)y1-Ciis-alk(en/yn)yl,
Ar- 15C16-alk(en/yn)yl,
Ar-C3-5-cycloallc(en)yl,
Ar-C34-cycloalk(en)yl-
Cts-alk(entyn)yl and Ar; and each of
R4, R5, R6 and R7 is independently
selected from the group co of
hydrogen and Ar; 



20 or pharmaceutically acceptable
salts thereof; and where fornaula 6
is:  25(6) wherein Z is 0 or S;  55
and q is 0 or 1; and each of RI and
R2 is independently selected from the
group consisting of halogen, cyano,
amino, C1.6-aken/yn)yl,
C33-eycloalk(en)yl, C3-8-
cycloaLk(en)yl-Ci_6-alk(eiilyn)yl,
Cm-heterocycloallrfen)yl, Aryl,
Fleteroaryl, halo-C1.6-alk(en/yr)yl,
halo-C3.8-cycloalk(en)yl,
halo-C3_8-cycloalk(en)yl-Ci-salk(en/y
n)yl, C1_6-allr(en/yn)yloxy,
C34-cycloalk(en)yloxy,
C3_8-cycloalk(en)ylCh8-a11c(en/yOylox
Y, C3-rheterocycloalk(en)yloxy; 10and
R3 is selected from the group
consisting of C1.8-alk(erilyn)34,
C3-8- cycloalk(en)yl,
C34-cycloa1k(en)y1-C1-6-alk(eniyn)yl,
Aryl-Cl_6-alk(eniyn)yl,
Asyl-C34-cycloalk(en)yl,
Aryl-C34-cycloa1k(en)yl-Ci2e-alk(en/y
rOyl, C3_8-
heterocycloalk(en)yl-C14-allc(en/yn)y
l, C1.8-alk(en/yr)yl-C3-8-
15heterocycloalk(en)yl-C1_6-alk(enlyn
)yl, Heteroaryl-Ci_8-alk(en/yn)yl,
Reteroaryl- C3-cycloalk(en)yl,
Heteroaryl-C3_8-cyc1oalk(en)yl-Cfs-al
k(en/yn)yl, amino-C1- 6-alk(en/ra)yl,
amino-C3-cycloa1k(en)yl,
amino-C3.8.-cycloalk(e,n)yl-Cfralli(e
n/yn)yl,
C1_6-alk(en/yn)yloxy-C3_8-alk(en/yn)y
l,
C3_8-cycloallc(eMyloxy-Ct8-alk(en/y0Y
1,
C3-8-cYc1oa1k(en)yl-C3_8-akentyn)ylox
y-C3_8-alk(en/yn)yl, halo- 



20C3_6-alk(en/yn)yl,
halo-Cm-cydoalk(en)yl and
halo-C3_8-cyc1oaken)yl-Ci-s-
alk(en/yn)y1; and Re is selected from
the group consisting of halogen,
cyano, CL8-alk(en/yMyl,
25C3_8-cycloa1lc(en)yl,
C3_8-cycloalk(en)yl-Cis-alk(en/yn)yl,
C3_8-heterocycloalk(en)yl, Aryl,
lleteroaryl, Aryl-C1-sallall/Yn)Y1,
Aryl-C3_8-cyc1oa1k(en)yl,
ArylC3_8-cycloalli(en)yl-C14-alk(en/y
n)yl, Aryl-C3.8-heterocycloalk(en)yl,
haloCi-s-allt(entyn)yl,
halo-C34-cycloaken)yl,
halo-C34-cycloallc(en)yl-C1-6:alk(eri
lyn)yl,
halo-C1_6-a1f(en5in)y1-C3-8-heterocyc
loalk(en)yl-C3_8-alk(e1Iiyn)yl,MteRe
and 30 12.21?TH-C1.5-allc(en/yn)y1;
wherein Re and Re are independently
selected from the group consisting of
hydrogen, Aryl-C16-alk(en/yn)yl,
Aryl-C3_8-cycloalk(en)yl,
Aryl-C3-scydoalli(en)yl-C1.6-allc(en/
yn)yl, C1_6-alk(en/3'n)YI,
C3-s-cycloalk(en)yl, C3-8-
cycloaken)34-C"-aik(en/Y11)Y1,
Heteroaryl-C1_6-alk(eniyn)yl,
Heteroaryl-C3-s-  56 cycloalk(en)yl
and
Heteroaryl-C34-cycloalk(en)yl-C1:6-al
lc(en/yn)yl with the proviso that R5
and 126 are not hydrogen at the same
time; and 12.7 is selected from the
group consisting of
Cl_6-alk(en/3m)yl, Cm-cycloalk(en)yl,
C3-cycloalk(en)yl-C- alk(en/yiqyl,
Aryl, halo-C1_6-aken/394y1,
halo-C34-cycloalk(en)yl, halo-Cm- 5
cycloallc(en)y1-Q:6-alk(en/yn)yl,
Aryl-C1:6-allc(eniyn)yl,
Aryl-Cm-cycloalk(en)yl and
Heteroaryl; or pharmaceutically
acceptable salts thereof; and where
formula 7 is: 10  wherein: q is 0 or
1; 



each of R1 and R2 is independently
selected from the group consisting of
15halogen, cyano, Cl_mallc(en/yn)yl,
C34-cycloalk(en)yl,
Cs_8-cycloallc(en)yl-
Ci..6-allc(en/yn)yl,
halo-056-alk(en/m)Y1,
halo-C34-cycloalk(en)yl,
halo-C3-scydoalk(en)yl-Ci_6-alk(en/Y0
Y1, Ci.malk(etn)yloxy,
C34-cycloalk(en)yloxy
and,C34-cycloalk(en)yl-C14-alk(en/yn)
yloxy; and R3 is selected from the
group consisting of
Cra-allc(en/yn)yl, C3-8-
20cycloalk(en)yl,
Cg-cycloallc(en)yl-Ci_malk(eMyn)yl,
optionally substituted
Aryl-Ctmalk(en/yn)yl, optionally
substituted
Aryl-Cs-a-cycloalic(en)yl, optionally
substituted
Ary1-C3:8-cycloalk(en)yl-Crs-alk(en/y
n)yl,
C1:6-a1k(eMyn)yl-C3a-heterocycloaken)
yl-C:..64tllc(eniyn)yl, C3-8-
heterocycloalk(en)y1-C1_6-allc(en/yn)
yl, C16-allc(en/yn)yl-
25C34-heterocycloalla(en)yl-C1:6-allc
(eniyn)yl,
Heteroaryl-C14-allc(en/yn)yl,
Heteroatyl-Cm-cycloalk(en)yl,
Heteroaryl-Cia-cycloaken)yl-Ci-salk(e
n/yn)yl, NR4R5-CF{,-alk(en/yn)yl,
NR4125-C34-cycloalk(en)yl,
NR4R5-C3_ecycloallc(en)yl-C:_6-allc(e
Myn)yl,
Cro-alic(eMyn)y1oxy-C14-aLk(en/y0y1,
CM'  57
cycloalf(en)yloxy-Cs-alk(en/yn)yl,
C34-cycloallc(en)yl-C-alk(en/yn)Yloxy
C1_6-alk(en/yn)yl,
halo-Cis-alk(en/yn)yl,
halo-C3,8-cycloalk(en)yl and
halo-Cmcyc1oalk(en)y1-C1.6-a1lc(en/yn
)y1; wherein      each of R4 and Rs
is independently selected from the
group consisting of 5hydrogen,
C1_6-allc(en/yn)yl,
C34-cycloalk(en)yl and
C3,8-cycloalk(en)yl-
C14-alk(en/yn)yl; or pharmaceutically
acceptable salts thereof; and where
formula 8 is: 10 wherein: q is 0 or 



RI and R2 are independently selected
from the group consisting of hydrogen
and 15 optionally substituted
aryl-Cis-alk(eMyn)yl, provided that
R1 and R2 are not both hydrogen, or
121 and R2 together with the nitrogen
to which they are attached form a 5
to 7 membered ring optionally
containing a further heteroatom;
18.3 and R4 are independently
selected from hydrogen, halogen,
cyan, amino, Ci 6- 20allc(en/yn)yl,
c.8-cycloalk(en)yl,
halo-C1,6-alk(en/yn)yl,
halo-C3,8-cycloallc(en)yl,
CI5-alk(elllyn)Y108y,
C34-cycloalk(en)yloxy,
C3-r-cycloallc(en)ylC1_6-a1k(entyn)yl
oxy, halo-C1_6-alk(en/yn)yloxy,
halo-C3.8-cycloalk(en)yloxy and
halo-Cm-cycloalk(en)yl-Clis-alk(eMyn)
yloxy, provided that R3 and R4 are
not both hydrogen;  58 R5 is selected
from the group consisting of CI_
ilealk(en/rOyl,
C34-cycloalk(en)ylC1..6-alk(entyn)yl,
optionally substituted
aryl-Cts-alk(en/yn)yl and optionally
substituted aryl; or pharmaceutically
acceptable salts thereof; and 5 where
formula 9 is:  10 or a
pharmaceutically acceptable salt
thereof. In yet another embodiment,
the invention relates to a method
wherein the compound is selected from
the group consisting of.
N-(2-amino-4-(4-fluorobenzylamino)-
phenyl) carbamic acid ethyl ester; 15
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
olin-4-yl-pheny1)-acetamide;
NT2,6-Dimetityl-4-morpholin-4-ylpheny
1)-3,3-dimethyl-butyramide;
N-(4,6-Dimethy1-2-morpholin-4-yl-pyri
midin-5-y1)-2-(4-fluoro-henylyacetami
de; Hexanoic acid
(2,6-difluoro-4-mcapholin4-yl-pheny1)
-anaide;
2-Cyclopentyl-NT4,6-dimethy1-2-morpho
lin-4-34-pyrimidin-5-y1)-ac,etamide;
20
N-(2-Bromo-4-morpholin-4-y1-64rifluor
omethylipheny1)-propionamide;
N-(2,4-Dimeth.y1-6-motpholin-4-yl-pyr
irlin-3-34)-3,3-climethyl-butyramide;
[2-Amino-4-(2,4,6-trimethythenzylamin
o)-phenylkcarbamic acid ethyl ester;
and
2-Cyclopentyl-N-(2-methoxy-6-methy1-4
-amPholin-4-yl-pheny1)-acetamide. 25
The term "KCNQ potassium channel"
refers to homomeric or heteromeric
potassium channels composed of at
least one subunit of one of the KCNQ
channels selected from the group of
KCNQ2, KCNQ3, KCNQ4 and KCNQ5. 



59 The tom "a compound able to
selectively increase the ion Slow
through KCNQ potassium channels"
refers to compounds that opens a KCNQ
potassium channel but not to any
significant degree other potassium
channels and preferably does not to
any significant degree modulate any
other channels or receptors. 5 The
term "modulate" or "modulation" in
respect of a channel or a receptor
refers to an antagonistic or agonist
effect on said channel or receptor.
The term "anti-psychotic potential"
in relation to a compound refers to a
compound 10 that has the potential to
treat or reduce one or more symptoms
of a psychotic disorder. One such
psychotic disorder is schizophrenia.
The term "treatment" as used herein
in connection with a disease or
disorders includes also prevention,
inhibition and amelioration as the
case may be. 15 The term "acute
treatment" refers to the introduction
or reintroduction of a compound
according to the invention to
alleviate (or at least palliate) an
exacerbation of psychosis. 20 The
term "long-term treatment" refers to
maintanence or life-long treatment.
The term host refers refers to any
mammal. The host, such as a human, to
be treated with a compound according
to the invention may in fact be any
subject of the human  population,
male or female, which may be divided
into children, adults, or elderly. 25
Any one of these patient groups
relates to an embodiment of the
invention. The term "effective
amount" refers to to the amount/dose
of a compound or pharmaceutical
composition that is sufficient to
produce an effective response (i.e.,
a biological or medical response of a
tissue, system, animal or human
sought by a 30 researcher,
veterinarian, Medical doctor or other
clinician) upon administration to a
subject. The "effective amount" will
vary depending on inter alia the
disease and its severity, and the
age, weight, physical condition and
responsiveness of the subject to be
treated. 



60 A potential of a compound to treat
anti-psychotic disorders, where one
such compound is able to control
agitated psychotic behavior,
alleviate acute psychotic states,
reduce psychotic symptoms, and exert
a quieting effect, is supported by in
vivo behavioural tests reflective of
antips3rchotic-like behaviour such as
inhibition of 5 stimulant-induced
hyperactivity, inhibition of a
sensitised response (hyperactivity)
to amphetamine, and inhibition of
conditioned avoidance responses. A
potential of a compound to treat the
positive symptoms of schizophrenia,
where positive Symptoms is defined as
a symptom cluster of schizophrenia
comprising 10 delusion formation and
hallucinations (visceral, visual,
auditory), is supported by in vivo
behavioural tests reflective of
antipsychotic-like behaviour such as
inhibition of stimulant-induced
hyperactivity, inhibition of a
sensitised response (hyperactivity)
to amphetamine, conditioned aVoidance
response. 15 A potential of a
compound to treat the negative
symptoms of schizophrenia, where
negative symptoms is defined as a
symptom cluster of schizophrenia
comprising emotional disharmony and
regressive behaviour, is supported by
positive effects in the forced swim
test, an in vivo behavioural test
reflective of antid essant-like
behaviour. 20 A potential of a
compound for fast-onset of
therapeutic efficacy is defined as
the potential for a compound to exert
a fast onset of clinical therapeutic
efficacy i.e. a faster onset than
seen with clinically used compounds
within a given indication area, is
supported by in vivo
electrophysiological assessments of
the spontaneous firing rate 25 of
dopamine cells in the ventral
tegmental area, showing acute
inhibitory effects of compound (as
opposed to inhibitory effects only
after chronic dosing). Lack of D2
antagonism related side-effects is
defined as avoidance of D2
receptor-related side effects given
the lack of direct involvement of D2
receptors in the 30 mechanism of
action of the mentioned compounds.
61 Antibipolar disorder potential is
defined as a potential to treat
bipolar disorder, a major affective
disorder that is characterised by
severe mood swings (mania and/or
depression) and a tendency to
remission and recurrence. 5 Antimanic
potential is defined as a potential
to treat mania, a part of the bipolar
disorder episode spectrum, that is
supported by in vivo behavioural
tests reflective of antimanic-like
behaviour such as inhibition of
stimulant-induced hyperactivity and
inhibition of a sensitised response
(hyperactivity) to amphetamine. 



10 Anti-bipolar depression potential
is defined as a potential to treat
bipolar depression, a part of the
bipolar disorder episode spectrum
that is supported by positive effects
in the the forced swim test, an in
vivo behavioural test reflective of
antidepressant-like behaviour. 15
Antidepressant potential is defined
as a potential to teat patients
suffering from major depression, this
is supported by positive effects in
the forced swim test, an in vivo
behavioural test reflective of
antidepressant-like behaviour. The
acute stimulant-induced hyperactivity
test is defined as an in vivo test
involving 20 rats that a given an
acute s.c. injection of
amphetamine-sulphate causing
increased locomotor activity
(psychotic-like behaviour) that can
be reversed by anti-psychotic and
anti-manic compounds. The sensitised
amphetamine-induced hyperactivity
test is defined as an in vivo test 25
involving mice that have been treated
intermittently with amphetamine and
thus become sensitised (exaggerated
locomotor activityi response) to
sub-sequent doses of
amphetamine-sulphate. The exaggerated
response can be reversed by
anti-psychotic and anti-manic
compounds. 30 The spontaneous firing
of mesolimbic DA cells test is
defined as an in vivo test involving
anaesthetised rats where the
spontaneous firing rate of dopamine
neurons in the ventral tegmental area
is assessed.  62 The forced swim test
is defined as an in vivo test
involving mice where the time spent
immobile while immersed in water is
assessed during a short experimental
period (minutes). Antidepressant
compounds reduce this behaviour. 5
Compounds according to formula I can
be prepared as described in
W02004/058739. Compounds according to
formula 2 can be prepared as
described in W02004/082677. Compounds
according to formula 3 can be
prepared as described in
W02004/080950. Compounds according to
formula 4 can be prepared as
described in W02004/096767. Compounds
according to formula 5 can be
prepared as described in
W02005/087754. 10 Compounds according
to formula 6 can be prepared as
described in W02006/029623. Compounds
according to formula 7 can be
prepared as described in
W02006/092143. Compounds according to
formula 8 can be prepared as
described in PCT/DK06/050039. The
compound according to formula 9 can
be prepared as described in EP554543.
15 In another embodiment, the
invention relates a compound
according to formula 1 wherein said
compound is selected from the group
of:
{2-Amino-445-claloro-thiophen-2-ylrne
thyl)-methyl-aminol-Pheny1}-carbanaie
acid ethyl ester;
{2-Amino-4-[(5-chMro-thiophen-2-ylmet
hyl)-aminol-Pheny1}-carbamic 20 acid
ethyl ester;
{2-Amino-4-[(5-methyl-Miophen-2-y1met
hyl)-methyl-aminol- pheny1}-carbamic
acid ethyl ester;
{2-Amino-4-[(5-bromo-thiophen-2-ylmet
lay1)- amino]-pheny11-carbamic acid
ethyl ester;
{2-Amino-446-chloro-3-methoxybenzo[b]
thiophen-2-ylmethylkaminol-Phenyll-ca
rbamic acid ethyl ester; {2-Amino- 



4-[(berao[b]thiophen-2-ylmethyl)-amin
o}pheny1}-carbamic acid ethyl ester;
{2- 25
Amino-4-[(5-methyl-thMphen-2-ylmethyl
)-amino]-itheny1}-carbamic acid ethyl
ester;
{2-Amino-44(4-bromo-3-methoxy-thiophe
n-2-ylmethyl)-amino]Thenyll-carbamic
acid ethyl ester
12-Arnino-445-phenyl-thiophen-2-ylmet
hyl)-aminol-phenyllcarbamic acid
ethyl ester;
{2-Amino-4-R3-chloro-thiophen-2-ylmet
hy1)-amino]- pheny11-carbamic acid
ethyl ester;
(2-Amino-44[4-(4-chloro-benzenegulfon
y1)-3- 30
methyl-thiophen-2-yhnethylkaminol-phe
ny1)-carbamic acid ethyl ester;
{2-Amino-4-
[(3-methyl-thiophen-2-ylmethy1)-amino
].-pheny11-carbamic acid ethyl ester;
{2-
Amino-4-1(5-fluoro-bemofuran-3-ylmeth
yl)-aminol-pheny11-carbamic acid
ethyl ester;
{2-Amino-4-1(thiophen-2-ylmethyl)-ami
nokpheny1}-carba111c acid ethyl
ester;  63
{2-Amino-4-[(4-broirto-thiophen-2-yli
nethyl)-almino]-phenyll-carbanne acid
ethyl ester;
12-Amino-4-[(5-ethyl-thiophen-2-ylmet
hyl)-aminoEphenyll-carbazthc acid
ethyl ester;
f2-Amino-4-gthiophen-3-yhnethyl)-am1n
okphenyll-carbam1c acid ethyl ester;
{2-AnnaTh-4-[(5-chloro-thiophen-2-3dm
ethyl)-ethyl-amino]-phenyll-carbamic
5 acid ethyl ester;
(2-Amirao-4-abenzo[b]thiophen-3-ylmet
hyl)-amin0]-pheny11- carbamic acid
ethyl ester;
{2-Antino-4-[(5-dimethyl-amino-benzo[
b]th1ophen-3-
ylmethylyamino]phenyll-carbainic acid
ethyl ester; {2-Amino-4-[(5-diniethy-
lanun.
o-3-methyl-beiwo[b]thioPhen-2-ylnaeth
yl)-aminol-phenyll -carbamic acid
ethyl ester;
{2-Amino-4-[(5-fluoro-thiophen-2-ylme
thylyaminoyphenyll-carbamic acid 10
ethyl ester;
12-Amino-4-[(benzo[bItlaiophen-2-3dme
thyl)-aminol-Pheny1}-carbamic acid
propyl ester;
{2-Ainnio4-Kbenzo[b]thiophen-3-yhneth
yl)-aminoEpheny1}- carbamie acid
propyl ester;
N-{2-Amino-4-{(5-chloro-thiophen-2-
ylmethylipheny1}-2-(4-fluoro-Phenyl)-
acetamide; and N-{2-Amino-4-K5-
chloro-thiophen-2-ylmethyl)amino]phen
y1}-3,3-dimethyl-butyramide, or a 15
pharmaceutically acceptable salt
thereof In another embodiment, the
invention relates a compound
according to formula 2 wherein said
compound is selected from the group
of:
{4-[(Benzofuram2-ylmethyl)-amino]-2-m
ethylPhenyll-carbanaic acid propyl
ester; 20
{445-Chloro-thiophen-2-ylmethyl)-annn
o]-2-methylphenyll-carbamic acid
ethyl ester;
{4-[(Benzo[b]thiophen-2-y1methy1)-ami
no]-2-methylPhe11yl}-carbamic acid
ethyl
ester,12-Methy1-4-[(5-phenyl-thiophen
-2-ylmethyl)-aminokphenyl}-earbamk
acid ethyl ester;
[4-(4-Isopropyl-benzy1amino)-2-methyl
PhenyThca1bam1c acid ethyl ester,
[4-(4-Fluoro-benzylamiiao)-24methylph
enyli-carbamic acid propyl ester; 25
(4-114-(4-Chloro-benzenesulfony1)-3-m
ethyl-thioPhen-2-ylmethyl}aminol-2-
methylpheny1)-carbamic acid propyl
ester;
{4-[(5-Methyl-fifiophen-2-ylmethyl)-
amino]-2-nrethylphenyll-carbaraic
acid propyl ester;
{4-[(5-Bromo-thiophen-2-
ylmethylno]-2-methylpheny1}-carbamic
acid propyl ester;
{3/4(5-Chlorothiophen-2-ylmethyl)-ami
noE2-methylPhenyll-carbainic acid
propyl ester; {4- 



30
kBenzo[b]thiophen-2-ylmethylkarnino]-
2-methylphe11yl}-carban10 acid propyl
ester;
{2-Methy1-41(5-phenyl-thiophen-2-3dme
thyl)-aminokplaenyll-carbmic acid
propyl ester;
[4-(4-Isopropyl-benzylaraino)-2-methy
lphenylkcarbamic acid propyl ester;
64
{4-[(5-Bromo-thiophen-2-yhnethyl)-ami
no]-2-chlorophenyll-carbamM acid
ethyl ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-am
inol-2-chlorophenyll-carbamic acid
ethyl ester;
{4-[(Benzo[b]thiophen-2-ylmethy1)-ami
nol-2-chlorophelay1}-carbamic acid
ethyl ester;
[2-Chloro-4-(4-isopropyl-beiazylamino
)-phenyl]-carbamic acid ethyl 5
ester;
[2-Chloro-4-(4-fluoro-benzytamino)-ph
enyl]-carbarnic acid propyl ester;
2-Chloro-4-{{4-(4-chloro-benzenesuLfo
ny1)-3-methyl-thiophen-2-ylmethy1]-am
ino}- phenyl)-carban3ic acid propyl
ester;
{4-[(5-Methyl-thiophen-2-ylmethyl)-am
inol-2-. chlorophenyll-carbamic acid
propyl ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-
amino]-2-chloropheny1}-.ca.rhamic
acid propyl ester;
{2-Chloro-4-[(5-chloro- 10
thiophen-2-ylmethyl)-amino]-phenyll-c
arbamic acid propyl ester, {4-
[(Benzo[b]thiophen-2-ylmethyl)-aminol
-2-ch1oropheny1}-carbarnic acid
propyl ester;
{4-KBenzofuran-2-ylmethyl)-arainol-2-
chloropheny1}-carbarnic acid propyt
ester;
{4-[(5-Chloro-thiophen-2-ylmethyl)-am
ino]-2-cyanophenyll-carbamic acid
ethyl ester;
{44(3enzo[b]thiophen-2-ylmethyl)-amin
o]-2-methoxypheny1}-carbamic acid 15
methyl ester;
{4-[(5-Brorno-thiophen-2-ylmethyl)-ar
nino]-2-methoxyphenyll- carbamic acid
isopropyl ester;
{4-[(4-Fluoro-benzyl)-(methyBamino]-2
- methoxyphenyll-carbamic acid propyl
ester;
[4-(Benzo[b]thiophen-2-ylmethyl(methy
Damino)-2-methoxy-phenylkearbamic
acid propyl ester;
{4-[(5-Chlorothiophen-2-ylmethyl)-(me
tlayBaminoj-2-methoxy-phenyl}-carbami
c acid propyl ester; 20
{4-[(5-Bromo-thiophen-2-ylmethyl)-(me
thyDamino]-2-methoxy-phenyll-carbamic
acid propyl ester;
{2-Methoxy-4-fmethyl-(5-methyl-thMphe
n-2-ylmethyl)-amixto]thenyll-caibamic
acid propyl ester;
{4-[(4-Fluorobenzy1)-(methyl)-amino]-
245opropoxyphenyilcarbamic acid ethyl
ester;
[4-(3-Fluorobenzylarnino)-2-methoxyph
enyfl-carbanaic acid 25 ethyl ester;
[4-(4-Isopropy1benzylamino)-2-methoxy
phenyWcarbanic acid ethyl ester;
{2-Methoxy-4-[(3-methylthiophen-2-ylm
ethyl)-amincd-phmiy1}-carbarnie acid
ethyl ester;
[4-(2,4-Difluorobenzylamino)-2-methox
yphenyll-Carbamic acid ethyl ester;
[2-
Cyclopentyloxy-4-(4-methoxybenzylanid
no)-phenyThcarbamic acid ethylester;
[2-
Cyclopentyloxy-4-(3-fluoro-2-inethylb
enzylamino)-phenylEcarbamic acid
ethyl ester; 30
[4-(3-Fluoro-2-methylbenzylamino)-2-p
henethyloxyphenyl]-carbamic acid
ethyl ester;
[2-Benzyloxy-4-(3-fluoro-2-methylbenz
ylamino)-phenyl]-carbamic acid ethyl
ester;
[2-Benzyloxy-4-(4-methylsulfanylbenzy
lamino)-phenyll-carbamic acid ethyl
ester;
{4-[(Benzo[b]thiophen-3-ylmethyl)-ami
no]-2-cyclopentylozyphenyll-carbamic
65 acid ethyl ester;
[4-(3-Fluoro-2-methylhenzylamino)-2-i
soProPoxyphenyI]-carbam1c acid ethyl
ester;
[2-Benzyloxy-4-(3-methoxybenzylamirm)
-phenylFcarbam1c acid ethyl ester;
{4-Penzo[1,3]dioxol-5-ylmethylbaminol
-2-isopropoxyphenyll- 



carbamic acid ethyl ester;
{4-{(5-Bromo-thiophen-2-y1raethyl)-ar
ainol-phenyl}- 5 carbamic acid propyl
ester;
14-[(5-Chloro-thiophen-2-ylmethyl)-am
ino]-phenyl} carbansic acid propyl
ester; [2-Cyano 1
(4-isopropyibenzylamino)-phenyll-carb
amic acid ethyl ester;
{4-K5-Bromo-thiophen-2-ylmethy1)-(met
hyl)amino]-2- methylphenyll-carbamic
acid propyl ester;
{44(4-Lsopropyibenzyl)-(methypaminol2
-naethylpheny1}-carbarnic acid propyl
ester; {2-Methyl-4-[methyl-(4- 10
trifluoromethyl-benzy1)-arnino]-pheny
l}-carbamic acid propyl ester;
12-Methyl-61-
{methyl-(4-methylsulfanyl-benzy0-amin
ol-phenyl}-carbamic acid propyl
ester; {4-
[(4-tert-Butyl-benzy1)-(methyDamino1-
2-chlorophenyl}-carbamic acid ethyl
ester; {2-
Chloro-4-[methyl-(4-triftuoromethyl-b
enzy1)-aniirtorphenyll-carbamic acid
ethyl ester;
{2-Chloro-4-{methyl-(4-methylsulfanyl
-benzy1)-aminol-phenylb-carbamic acid
15ethyl ester;
{4.-{(5-Bromo-thiophen-2-ylmethyl)-(m
ethyDamino]-2-chloroPhenyll-carbamic
acid propyl ester;
{2-Chloro-445-chloro-thiophen-2-ylmet
hyl)-(methyl)aminol-Phenyllcarbamic
acid propyl ester;
{4-[(4-tert-Butyl-benzy1)-(methyDamin
ol-2- chlorophenyll-carbansic acid
propyl ester;
{2-Chloro-44methyl-(4-trilluoromethyl
- 20 benzy1)-amino]phenyl}-carbamic
acid propyl ester;
{4-[(5-Bromo-thiophen-2-
ylmethyl)-(methypamino]-2-trifluorome
thyl-phenyll-carbamic acid ethyl
ester;
{4-[(5-Chloro-thiophen-2-yttnethyl)-(
methypaminol-2-trilluoromethyl-Phenyl
lcarbamic acid ethyl ester;
{4-[(4-lsopropyl-henzy1)-(methyDarain
o]-2-
trifluoromethyl-phenyll-carbansic
acid ethyl ester;
{4-{(4-tert-Butyl-benzyl)-  25
(methypamino]-2-trifluoromethyl-pheny
ll-carbamic acid ethyl ester;
{4-Methyl-(4-
trifluorom.ethyl-beray1)-amino1-2-tdf
luoromethyl-Phenyll-carbanaic acid
ethyl ester;
{4-[Methyl-(4-methylsulfanyl-beozyl)-
aminol-2-trifluoromethyl-Pheny1}-carb
amic acid ethyl ester;
{4-{(5-Bromo-thiophen-2-ylmethyl)-(me
thypaminol-2-
trifluoromethylphenyll-carbarnic acid
propyl ester;
{4-[(5-ChloroTthiophen-2- 30
ylmethyl)-(methypamino]-2-trifluorome
thyl-Phe11yll-carbarnic acid propyl
ester;
{4-[(44sopropyl-benzy1)-(methyDamino]
-2-trifluoromethyl-phenyll-carbaraic
acid propyl ester;
{4-[(4-tert-8utyl-benzyl)-(methypamin
o]-2-triftuoromethyl-Phe11yl}-
carbamic acid propyl ester;
{4-[Methyl-(4-triffuoromethyl-beozy1)
-amino]-2-  66
trifluoromethyl-phenyl}-carbamic acid
propyl ester;
{4-[Methyl-(4-methylsulfanylbeiFy1)-a
mino]-2-trifluoromethyl-phenyll-carba
mic acid propyl ester;
{4-[(5-Bromothiophen-2-ylmethyl)-(met
hyenmino]-2-cyanophenyll-carhamic
acid propyl ester;
{4-[(4-tert-Butyl-benzy1)-(methyDamin
o]-2-cyanophenyll-carbamic acid
propyl ester;
5{2-Cyano-4-[methyl-(4-brifluoromethy
l-benzyl)-arainol-phenyll-carbamic
acid propyl ester;
{2-Bromo-4-[(5-bromo-thiophen-2-yhnet
hy1)-(methyl)aminol-pheny1}- carbamic
acid propyl ester;
{2-Bromo-4-[(5-chloro-thiophen-2-yhbe
thyl)-
(methyl)aminol-pheny1}-carbamic acid
propyl ester; (2-Bromo-44(4-
isopropylbenzyl)-(methyDaminolphenyll
-carbamic acid propyl ester;
{2-Bromo4-  10
[(4-tert-butyl-benzyl)-(naethyDaminok
phenyl}-carhamic acid propyl ester;
(2-Bromo4-[methyl-(4-trifluoromethyl-
benzyl)-amino]-phenyll-carbandc acid
propyl ester, [2-
Iodo-4-(4-isopropyl-benzylamino)-phen
yl]-carbamic acid propyl ester;
[4-(4-tertButyl-benzylamino)-2-ioctop
henyThcarbamic acid propyl ester;
[2-lodo-4-(4-.
trifluoromethyl-benzylamino)-phenylkc
arbamic acid propyl ester;
[2-Ioclo-4-(4- 



15
methylsulfanyl-benzylamino)-phenyl]ca
rbamic acid propyl ester;
{2-Iodo-4-[4-(4-
methylpiperazin-l-y1)-benzylamino]-ph
enyl}-carbamic acid propyl ester;
{44(5-Bromo-thiophen-2-ylmethyl)-amin
o]-2-trifluoromethyl-Pheny1}-carbamic
acid , ethyl ester;
{44(5-Chloro-thiophen-2-ylmethyl)-ami
nol-2-trifluoronaethyl-phenyllcarbami
c acid ethyl ester;
[4-(4-tert-Butyl-benzylamino)-2-trifl
uoromethyl-phenyl]-  20 carbamic acid
ethyl ester;
[4-(4-Methylsulfanyl-benzylamino)-2-t
rifluoromethyl- phenyl]-carbamic acid
ethyl ester;
{445-Bromo-tiliophen-2-ylmethyl)-amin
ol-2-
triffuoromethyl-pheny1}-carbaroic
acid propyl ester;
[4-(4-Isopropylbenzylamino)-2-
trifluoromethyl-phenyl]-carbamic acid
propyl ester;
[4-(4-tert-Butyl-benzylamino)-2-
trifluoromethyl-phenyThcarbamic acid
propyl ester;
[2-Trifluoromethy1-4-(4- 25
trifluoromethyl-benzylamino)-phenyl]c
arbamic acid propyl ester; [4-(4-
Dimethylamino-benzylamino)-2-trifluor
omethyl-phenyThcarbarak acid propyl
ester;
[4-(4-Methylsulfanyl-benzylareino)-2-
trifluoromethyl-Phenyl]-carbamic acid
propyl ester;
{4-[(5-Bromo-thiophen-2-ylmethyl)-ami
nol-2-cyanophenyll-carbaMic acid
propyl ester;
{44(5-Chloro-thiophen-2-ylmethyl)-ami
no]-2-cyanophenylycarbamic 30 acid
propyl ester;
[2-Cyano-4-(4-trifluoromethyl-benzyla
rnino)-phenyll-carbamic acid propY1
ester;
{2-Bromo-4-1(5-bromo-thiophen-2-ylmet
hyp-aibinol-phenyll-carbamic acid
propyl ester;
{2-Brorno-4-[(5-chloro-thiophen-2-ylm
ethyl)-amino]Thenyllcarbamic acid
propyl ester;
[2-Bronto-4-(4-isopropylbenzylamino)-
phenyThcarbamic  67 acid propyl
ester;
[2-Broino-4-(4-tert-butyl-benz31arnin
o)-Pheny1]-carbamic acid propyl
ester;
[2-Brono-4-(4-trifluoromethyl-benzyla
mino)-phenyfl-carbarnic acid propyl
ester,
[2-Bromo4-(4-methy1su1fany1-benzy1ami
no)-Pheny1ycarbamic acid propyl
ester;
N-{4[(5-Bronso-thiophen-2-ylinethy1)-
amino]-2-ineth0xyphertyl}- 5
butyramide;
N-{4-[(5-Chloro-thiophen-2-ylmethylka
nino]-2-methoxyPhenyllbutyramide;
N-[4(4-lsopropylbenzy1amino)-2-inetho
xyphenA-butyra1aide;
N-[4-(4-tert-Buty1-benzylamino)-2-met
hoxypheny1Ebutyramide;
N-P-Methoxy-4-(4-
trifluoromethyl-benzylamino)-phenylkb
utyramide; 14-45-Chloro-thiophen-2-
ylmethyl)-anainok2-furan-2-yl-phenyll
-carbarnic acid propyl ester;
[2-Furan-2-y1-4- 10
(4-isopropylbenzylamino)-phenyl]carba
inic acid propyl ester; [544-
Fluorobenzylarnino)-bipheny1-2-ylkcar
bansic acid propyl ester;
{5-[(5-Chlorothiophen-2-ylmethyl)-arn
ino]-biphenyl-2-yll-carbanfic acid
propyl ester; [5-(4-
Isopropylbenzylamino)-bipheny1-2-yl]
-carbamic acid propyl ester;
N-{2-Chloro-4-
[(5-chloro-thiophen-2-ylmethyl)-(meth
yl)arninol-phen34}-2-phenylacetatnide
; N- {2- 15
Chloro-41(5-chloro-thiophen-2-ylmethy
l)-(methyDamino]-pheny11-3,3-
climethylbutyranilde;
N-{2-Chloro445-chloro-thiophen-2-ylin
ethy1)-
(methy1)amino]theny1}-3-pheny1propion
amide;
N-{2-Chloro-41(5-chloro-thiophen2-ylm
ethyl)-(methyl)amino]-phettyl}
-butyramide; Pentanoic acid
{2-chloro-4-[(5-
chloro-thiophen-2-ylmethyl)-(methyDan
aino]thenyll-amide; 20
Cyclopropanecarboxylic acid
{2-chloro-4-[(5-chloro-thiophen-2-ylm
ethyl)- (methybamino1-phenyll-amide;
Cyclobutanecarboxylic acid
{2-chloro-4-[(5-chlorothiophen-2-ylme
thyl)-(methyDamino]Thenyl} -amide;
Cyclopentanecarboicylic acid
0-chloro-41(5-chloro-thiophen-2-ylmet
hyl)-(methyDaminokphenyll-amide;
Cyclohexanecarboxylic acid
(2-chloro-4-[(5-cbloro-thiophen-2-ylm
ethyl)- 25
(methyl)amino]-phenyl}-amide;
N-{2-Chloro-445-chloro-thiophen-2-ylm
ethyl)-
(methyDaininolthenyll-2-thiophen-2-yl
-acetanside;
N-{2-Chloro-4-[(5-chlorothiophen-2-yl
methyl)-(methyDaminokpheny1}-2-(3-met
hoxy-pheny1)-acetaraide;
N-{2-Chloro-4-1(5-chloro-thiophen-2-y
lmethyl)-(methyDarbinopPhenyll-2-(4-c
hloro-phenylkacetanside;
N-12-Chloro-4-[(5-ch1oro-thioPhen-2-3
dmethyl)-(methy1)aminok 30
phenyl}-2-(4-methoxy-phenyl)-acetaini
de;
N-{2-Chloro-4-[(5-chloro-thiophen-2-y
linethyl)-(rnethypansinokphenyll-2-(4
-fluorophenylyacetaunde;
N-{2-Chloro4-[(5-ch1or0-thiophen-2-yh
nethyl)-(rnethyb5m1n0]-
phenyl}-3-cyclohexylpropionanside;
N-{2-Chloro-4-[(5-chloro-thiophen-2-y
hrtethyl)-  



68  arninol-phenyl}-2
2-dimethylpropionamide;
/4-12-Chloro-4-1(5-chloro-thiophen-2-
ylmethyl)-aminokpheny11-2-phenoxyacet
amide;
N-{2-Chloro-4-R5-chloro-thiophen2-ylm
ethyl)-aminokpheny1}-2-phenylacetamid
e;
N-{2-Chloro-4-1(5-chloro-thiophen2-yl
methyl)-aminokpheny11-3,3-dimethylbut
yramide; N-{2-Chloro-4-R5-ehloro- 5
thiophen-2-y1methy1)-aminokpheny1}-bu
tyramide; Pentanoic acid
{2-chloro-4-R5-
chloro-thiophen-2-ylmethyl)-ainthol-p
heny11-amide; Cyclopropanecarboxylic
acid
{2-Chloro-4-1(5-chloro-thiophen-2-yhn
ethyl)-amino]-Pheny1}-amide;
Cyclobutanecarboxylic acid
{2-chloro-4-1(5-chloro-thiophen-2-ybn
ethyl)-amino]- pheny11-amide;
Cyclopentanecarboxylic acid
{2-chloro.-1-[(5-chloro-thiophen-2-
ylmethyl)-amino]-phenyl}-amide;
Cyclohexanecarboxylic acid
{2-chloro-4-R5-
chloro-thiophen-2-ylmethyl)-arainopph
eny11-mnide;
N-{2-Chloro-445-chlorothiophen-2-ylme
thyl)-aminokpheny11-2-thiophen-2-yl-a
cetamide; N-{2-Chloro-4-R5-
claloro-thiophen-2-ybnethy1)-amino]-p
henyl)-2-(3-naethoicyphenyl)-acetanai
de; N-{2-
Chlor9-445-chloro-thiophen-2-ylmethyl
)-amino]Theny11-2-(4-claloropheny1)-
15 acetamide;
N-{2-Chloro-4-R5-chloro-thiophen-2-yl
methyl)-amino]-Pheny11-2-(4-
methoxyphenyl)-acetamide;
N-{2-Ch1oro4-[(5-ch1oro-thiophe11-2-y
lmethyl)-amin0lpbeny11-2-(4-f1uorophe
ny1)-acetamide;
2,3-Dihydro-benzo[1,4]dioxine-6-carbo
xylic acid
{2-claloro-4-1(5-chloro-thiophen-2-yl
methyl)-arainc+Pheny11-amide; 2,3-
Dihydro-benzofuran-5-carboxylic acid
{2-chloro-4-1(5-chloro-thiophen-2-ylm
ethyl)- 20 amino]-phenyl}-amide;
N-{2-Chloro-4-[(5-chloro-thiophen-2-y
Imethy1)-amino]-
pheny11-3-cyclohexylpropionaraide;
N-14-R5-Chloro-thiophen-2-ylmethyl)-
(methyDamino1-2-methyl-pheny11-2,2-cl
imethylProPionamide;
N-{445-Chlorothiophen-2-ylmethyl)-(me
thyDamino1-2-methyl-Pheny11-2-Phenyla
cetamide; N-14-
](5-Chloro-thiophen-2-ylmethy1)-(meth
yl)amino]-2-merhyl-Pheny1)--3,3- 25
dimethylbutyramide;
N-{4-R5-Ch1oro-thiophen-2-Amethy1)-(m
ethyl)am1no]-2-
methyl-phenyl}-3-phenylpropionaraide;
N-{4-R5-Chloro-thiophen-2-yhnethyl)-
(methyl)amino]-2-methyl-phenyll-butyr
amide;
2,2,2-Trichloro-N-{4-1(5-chlorothioph
en-2-yhriethyl)-(methypainino]-2-meth
yl-Phenyll-acetamide;
Cyclopropanecarboxylic acid
{4-R5-ch1oro-thiophen-2-ylmethy1)-(1f
lethy1)aroinol-2- 30
methyl-phenyl}-ainide;
Cyclobutanecarboxylic acid
{4-R5-chloro-thiophen72-
ylrnethyl)-(methyl)amino1-2-methylphe
nyll-amide; Cyciopentanecarboxylic
acid {4-
R5-chloro-thiophen-2-ylinethyl)-(meth
yl)amino]-2-methylphen341-amide;,
Cyclohexanecarboxylic acid
1445-chloro-thiophen-2-ylmethyl)-(met
hyDamin0]-2-  69 methylphenyll-amide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-
(methyparainomethylpheny11-2-thiophen
-2-yl-acetamide;
N-{4-[(5-Chloro-thiophen-2-ylmetlay1)
-
(methyDamino]-2-methylpheny11-2-(3-me
thoxyPhenye-acetamide;
N-{4-[(5-Chlorothiophen-2-yhnethyl)-(
methyDarnino]-2-methylphenyli-malonam
ic acidmethyl ester; 5
2-(4-Chloropheny1)-N-{4-[(5-chloro-th
iophen-2-y1methyl)-(methyl)amin0i-2-
methylphenyli -acetamide;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-
(methyljamino]-2-
methylpheny11-2-(4-methoxypheny1)-ace
tainide; N-14-[(5-Chloro-thiophen-2-
ylmethyl)-(methyparnino]-2-xnethylphe
nyl}-2-(4-fluorophenyl)-acetanaide;
N-{4-[(5-
Chloro-thiophen-2-ylmethyl)-(methyl)a
mino]-2-methylPhenyll-3- 



10 cyclohexylpropionamide;
{2-Ch1oro-4-[(5-chloro-thiophen-2-ylm
ethyl)-
(methypanaincd-pheny1}-carbamic acid
phenyl ester;
{2-ChlorO-4-[(5-chlorothiophen-2-ylin
ethyl)-(methypantinol-Phemr1}-carbarn
ic acid benzyl ester;
{2-Chloro4-[(5-chloro-thiophen-2-ylin
ethyb-(methyl)aminorPhenyll-carbamic
acid isobutyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-34m
ethyl)-(methyDarnino]-phenyll- 15
carbamic acid butyl ester;
{2-Chloro-44(5-chloro-thiophen-2-ylme
thyl)- (methypaminokphenyll-carbamic
acid hexyl ester;
{2-Chloro-4-[(5-chloro-thiophen2-ylme
thy1)-(methyl)amino]-phenyll-catbamic
acid 4-nitrobenzyl ester;
{2-Chloro-4-
[(5-chloro-thiophen-2-ylmethyl)-(meth
yl)amino]Thenyll-carbamic acid
but-3-enyl ester;
{2-Chloro-4-[(5-chloro-Miophen-2-3ilm
ethyl)-(methyl)amino]-phenyll- 20
carbamic acid but-2-ynyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylm
ethyl)- (methyDaminoyphenyll-carbamic
acid 2,2-dinaethylpropyl ester;
12-Chloro-1-[(5-
chloro-thiophen-2-ylmethyl)-(methyDam
ino]-phenyll-carbamic acid
2-chlorobenzyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylm
ethyl)-(inethyl)amino]thenyl}-
carbamic acid 3-chloropropyl ester;
{2-Chloro-4-[(5-chloro-thiophen-2-ylm
etby1)- 25
(methypaminol-phenyl}-carbamic acid
2-benzyloxyethyl ester;
3-12-Chloro-4-[(5-
chloro-thiophen-2-ylmethyl)-(methypam
inol-phenyll- inethyl-l-propyl-urea;
1-{2-
Chloro-4-[(5-chloro-thiophen-2-ylmeth
yl)-(methypaminokphenyll-3-(2-
fluoropheny1)-urea;
N-{2-Chloro-4-R5-chloro-thioPhen-2-yh
nethy1)-(methyl)aroino]-
phenyl}-2,2,2-t:rifluoroacetamide; N-
{2-Ch1oro-44(5-ch1oro-thiophen-2-ylme
thyl)- 30
amino]-phenyl}-2,2,2-trifluoroacetami
de;
N-{5-[(5-Chloro-thiophen-2-ylmethyl)-
amino]-4'-ditnethylamino-biphenyl-2-y
1}-2- (4-fluoropheny1)-acetarnide;
N-{2-Ch1oro-4-[(5-ch1oro-thiophen-2-y
11flethyl)-
(methypaminokpheny1l-2-(4-ch1oropheny
1)-acetamide; [4-(3-Fluoro-4-  70
trifluoromethyl-benzylamino)-2-methyl
Phenyll-carbandc acid ethyl ester;
2-(4-
Fluoropheny1)-N-{2-methyl-4-1(6-p-tol
yloxypyridin-3-ylmethyl)-aminolphenyl
)- acetamide;
N-[2-Methy1-4-(4-trifluoromethyl-benz
ylamino)-Phenyl]-butyramide;
2-(4-171uorophenyI)-N-
{2-methy1-446-trifluoromethy1Pyridin-
3-ylmethyl)-annin0l: 5
phenyl}-acetamide; Pentanoic acid
{445-chloro-thiophen-2-ylmetlay1)-
(methypamino]-2-methylphenyll-amide;
3,3-Dimethyl-N-{2-methy1-4-[(6-plolyl
oxypyridin-3-ylmethylkaminolthenyl}-b
utyramide; [2-Methyl-4-(4-
trifltioromethyl-benzylamino)-phenylk
carbamic acid ethyl ester;
N-{2-Chloro-4-[(5-
chloro-thiophen-2-ylmethyl)-(methypar
ainolphen341-2-(4-chloropheny0- 10
propionamide;
[4-(4-Ch1oro-benzy1amino)-2-methy1Phe
nyll-ca1bam1c add ethyl ester,
(4-[(6-Methoxy-benzo[b]thiophem2-ylme
th3/1)-aminol-2-methylphenyll-carbami
c acid propyl ester;
[4-[(5-Chloro-thiophen-2-ylmethylkami
no]-2-quinolin-3-ylphenyll-carbamic
acid ethyl ester;
{4-[(5-Dimethylamino-3-methylbenzo[b]
thiophe,n-2-ylmethyl)-arninol-2-methy
lphenyll-carbamic acid propyl ester;
15
3,3-Dimethyl-Nmethy1-4-[(6-trifluorom
ethylpyridin-3-y1methylkami110]-phe11
yllbutyrarnide;
N-(4-116-(4-Cyanophenoxy)-pyriclin-3-
ylmethyli-amin0l-2-
methylpheny1)-2-(4-fluoropheny1)-acet
amide;
{2-Benzyloxy-4-[(4-fluorobenzy1)-
(methyDaminolphenyll-thiocarbamic
acid S-ethyl ester;
12-Cyclopentyloxy-4-[(4-
fluombenzy1)-(methypaminol-phenyll-th
iocarbamic acid S-ethyl ester;
N-{4-[(6- 20 ,
Chloropyridin-3-ylmethyl)-arnino]-2-m
ethylPhenyll-2-(4-fluoropheny1)-aceta
mide;
{4-1(7-Dimethylamino-benzo[b]thiophen
-2-ylmethylkamino]-2-methylphenyl}-
carbamic acid propyl ester;
1-{2-Cyclopentyloxy-4-[(4-fluorobenzy
1)-
(methyl)amino]-phenyll-3Tethyl-urea;
2-Amirto-4kinethyl-pentanoic acid
[2-methy1-4-
(4-tifluoromethyl-benzylamino)-phenyT
hamide;
(4-1(6-Methoxy-benzo[bitEophen- 25
2-ylmethyl)-arninok2-methylphenyll-ca
rbam1c acid ethyl ester;
2-Amino-4-methylpentanoic acid
[2-methy1-4-(4-trifluoromethyl-benzyl
anlino)-phenyl]-amide; 244-
FluorophenyI)-N-
{2-methy14-[(4-methy1-2-Phenylpyrim1d
in-5-ylmethyl)-arni110lphenyll-acetam
ide;
3,3-Dirnethyl-N-{2-methy1-4-[(2-pheny
lpyrimidin-5-ylmethy1)-
aminol-phenyl}-butyramide;
{4-[(5-Chloro-thiophen-2-y1methyl)-am
ino]-2-pyrid1n- 30
3-yl-phenyl}-carbamic acid ethyl
ester; 1-Amino-cyclopropanecarboxylic
acid [2-
methy1-4-(4-trifluoromethyl-benzylami
no)-phenyll-amide;
{4-[(5-Chloro-thiophen-2-
ylmethyl)-amino]-2-pyridin-4-54-pheny
ll-carbamic acid ethyl ester;
N-P-Methy1-4-
(4-trifluoromethyl-bemylarnino)-pheny
ll-2-piperidin-1-yl-acetamide.
N-(4-1[5-(4- 
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Chlorophenoxy)-1,3-cihnethyl-1H-pyraz
o1-4-yhnethylyaminoI-2-naethylpheny1)
-2,2- dhrtethylpropionamide;
2,2-Dimethyl-N-{2-methy14-[(6-phenoxy
pyridin-3-
ylmethy0-aminokheny1{-propionamide;
N42-Methyl-4-(4-trifluoromethylbenzyl
amino)-phenyil-2-pyrrolidin-1-yl-acet
amide; [4-[(5-Chloro-thiophen-2- 5
ylmethyD-amino]-2-(6-methoxypyridin-3
-y1)-phenyl]carbanaic acid ethyl
ester; 4-[(3-
Methy1-4-propoxycarbonylamino-phenyla
mino)-methyl]-benzoic acid methyl
ester;
N-[2-Methyl-4-(4-trifluoromethyl-benz
ylamino)-phenyl]-2-morpholin-4-ylacet
anaide; 2,2-Diniethyl-N-
{2-methy1-4-[(3-methyl-5-phenylisoxaz
ol-4-ylmethyl)-amino]-  10
phenyl}-propionamide;
{4-[(5-Chloro-thiophen-2-ylinethyl)-a
mino]-2-iodophenyllcarbamk acid ethyl
ester;
N-{4-[(5-Chloro-thiophen-2-ylmethyl)-
amino]-2-
iodopheny11-2-(4-fluoropheny1)-acetam
ide; and
{4-[(5-Chloro-thiophen-2-ylmethyl)-
amino]-2-quinolin-5-yl-phenyll-carbam
ic acid ethyl ester, or a
pharmaceutically acceptable salt
thereof 15 In another embodiment, the
invention relates a compound
according to formula 3 wherein said
compound is selected from the group
of
{2-Amino-4-[(4-tert-butylphenylamino)
-methyl]-pheny1}-carbamic acid ethyl
ester;
(2-Amino-4-phenylaminomethyl-phenyl)-
carbamic acid ethyl ester;
[2-Amino-4- 20
(naphthalen-2-ylaminomethy0-phenyl]-c
arbarnic acid ethyl ester;
[2-Amino-4-(ptolylamino-methyl)phenyT
hearbamic acid ethyl ester,
{2-Amino-4 [(4
trifluoromethylphenylamino)-methyl]-p
henyl}-carbamic acid ethyl ester;
{2-Amino44(4-chlorophenylamino)-methy
ll-phenyll-carbamic acid ethyl ester,
{2-Amino-4-
[(3-fluoropheny1ainiro)-methyl]-pheny
lI-carbamic acid ethyl ester;
{2-Amino-4-[(4- 25
fluorophenylamino)-methyl]phenyl}-car
bamic acid ethyl ester;
{2-Amino-4-[(2-
fluorophenylamino)-methyl]phenyll-car
bamic acid ethyl ester; [2-Amino-4-
(bipheny1-4-yleminomethyl)-phenyWcarb
amic acid ethyl ester;
{2-Amino-4-[(2,4-
difluorophenylamino)-methyl]-phenyll-
carbamie acid ethyl ester;
{2-Amino-4-[(4-
methoxyphenylamino)-methyl]-phenyl}-c
arbamie acid ethyl ester;
{2-Amino-4-[(4- 30
eyclohexylphenylamino)-methyl]-phonyl
l-carbamic acid ethyl ester;
[2-Amino-4-
(indan-5-ylaminomethyl)-phenyThcarbam
ic acid ethyl ester; {2-Amino-4-[(4-
isopropylphenylamino)-methyl]-phenyll
-carbamie acid ethyl ester;
{2-Amino-4-[(4-
butylphenylamino)-methyl]-phenyll-car
bardic acid ethyl ester;
{2-Amino-4-[(4--  72
chloro-3-fluorophenylamino)methyliphe
nyllcarbamic acid ethyl ester;
{2-Annino-4-
[(2,4-diehlorophenylamino)methyl]phen
yllcarbamic acid ethyl ester;
12-Amino-4-
[(2,3-diehlorophenylamino)methyl]phen
yllearbamic acid ethyl ester;
{2-Amino-4-
[(3,5-rlichlorophenylamino)methyl]phe
nyllcarbarnic acid ethyl ester;
{2-Amino-4- 5
[(3,4-dichlorophenylamino)methyl]phen
ylIcarbainic acid ethyl ester;
{2-Amino-4-
[(3-trifluoromethylphenylamino)methyl
]phenylIcarbamic acid ethyl ester;
{2-Amino443-fluoro-4-Miluoromethylpla
enylaminojmethyliphenyl} carbamic
acid ethyl ester;
{2-Amino-44(3,4-clifluorophenylansino
)methyliphenyllcarbamic acid ethyl
ester; {2-
Amino-4-[(4-cyanophenylamino)Methyl]p
henylIcarbamie acid ethyl ester;
{2-Ainino- 
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444-fluoro-3-triftuoromethylphenylami
no)methyliphenyl}carbamic acid ethyl
ester;
{2-Amino-4-[(3-chloro-4-methylphenyla
mino)methyliphenyllearbamic acid
ethyl ester;
.{2-Amino-4[(3-chlorophenylamino)meth
yliphenyl}earbande acid ethyl ester;
[2-Amino-4-(m-tolylaminomethypplienyl
]carbamic acid ethyl ester;
{2-Amino-441-
(4-chlorophenylamino)ethyliphenyllear
barnic acid ethyl ester;
{2-Amino-441-(4- 15
tritluoromethylphenylamino)ethyl]phen
ylicarbamic acid ethyl ester;
N-{2-.Amino-4-
[(3-fluorophenylamino)methyl]phenyl)-
2,2-climethylpropionamide; {44(4-
Chlorophenylamino)methyllphenyl}carba
mic acid ethyl ester; {4.-1(4-
Trifluoromethylphenylamino)methyliphe
nyllearbamic acid ethyl ester;
{441-(4-
Chlorophenylamino)ethyliphenylIcarbam
ic acid ethyl ester; {4-[(4- 20
Fluorophenylamino)methyl]-2-methylphe
nyllearbamic acid ethyl ester; 144(4-
Chlorophenylannino)methy11-2-methylph
enyl} carbamic acid ethyl ester;
{2-Methyl-4-
[(4-trifluoromethylphenylamino)methyl
lphenyll carbamic acid ethyl ester;
{4-[(3,4-
Dffluorophenylamino)methyl]-2-methylp
henyllearbandc acid ethyl ester;
{4-[(3-
Fluorophenylamino)methy1]-2-methylphe
nlylIcarbamic acid ethyl ester;
{2-Chloro4-  25
[(4-ehlorophenylamino)methyl]phenylic
arbamic acid ethyl ester;
{2-Chloro-4-[(4-
trillnoromethyl-pheny.
lamino)-methyl]-phenyll-carbamic acid
ethyl ester;
{2-Chloro4-[(4-fluorophenylamino)in.e
thyl]phenylIcarbamic acid ethyl
ester; {2-Chloro-4-[(3-
fluorophenylamMo)nethyl]phenylIcarbam
ic acid ethyl ester;
{2-Chloro-4-[(3,4-
dichlorophenylamino)methyl]phenylicar
bamic acid ethyl ester;
{2-Chloro-4-[(4- 30
chloro-3-fluorophenylarnino)methyl]ph
enylIcarbamic acid ethyl ester;
{4-[(4-
Chlorophenylamino)methyl]-2-fluorophe
nyllcarbamic acid ethyl ester;
14-[(4-
Chloro-3-fluorophenylanaino)nethyl]-2
-fluorophenylIcarbainic acid ethyl
ester; {2-
Fluoro-4-[(4-trifluoromethylphenylaro
ino)methyl]phenyl} carbamie acid
ethyl ester,  73
{41-Dimethylamino-5-[(3-fluorophenyla
mino)methylibipheny1-2-ylIcarbarnic
acid ethyl ester;
{4'-Dimethylamino-5-[(4-trifluorometh
ylphenylatnino)methyl]bipheny1-2-
ylIcarbamic acid ethyl ester;
{4'-Chloro-5-[(3-fluorophenylamino)me
thyl]bipheny1-2- yl}carbamic acid
ethyl ester; {41-Chloro-5-[(4- 5
trifluoromethylphenylamino)methyl]bip
heny1-2-ylinarbamic acid ethyl ester;
N-{4-
[(4-chlorophenylamino)nethyllphenyflb
utyramide;
dichlorophenylamino)methyflphenylauty
raraide; N-{4-{(4-chloro-3-
fluorophenylamino)methyliphenyl}butyr
amide;
N-{4[(4-fluorophenylamino)methyl]-2-m
ethylphenyflbutyraroide; N-{4[(3- 10
fluorophenylarnino)methyl]-2-methylph
enyflbutyramide; N-{4-[(4-
chlorophenylatnino)methy1]-2-methylph
enyl}butyramide; N-{4-[(3,4-
dichlorophenylamino)methyfl-2-methylp
henylibutyramide; N-{4-[(4-chloro-3-
fluorophenylamino)methy1]-2-methylphe
nyllbutyramide; N-{2-chloro 4-[(4-
trifluoromethylphenylamino)methylthen
yllbutyramide; N-{2-chloro-4-[(4- 15
fluorophenylarnino)methyl]phenyllbuty
ramide; N-{2-chloro-4-[(3-
fluorophenylamino)metlayl]phenylibuty
ramide; N-{2-chloro4-[(4-
chlorophenylamino)methyl]phenyflbutyr
amide; N-{2-chloro-4-[(3,4-
dichlorophenylamino)methyflphenyllbut
yramide; N-{2-chloro-4-[(4-chloro-3-
fluorophenylamino)methyl]phenyl}butyr
amide; N-{2-fluoro-4-[(3- . 20
fluorophenylamino)methyl]phenyl}butyr
amide; N-{4-[(4-
chlorophenylamino)methy11-2-fluorophe
nyl}butyramide; N-{2-fluoro-4-[(4-
trifluoromethylphenylamino)methyllphe
nyl}butymmide; N-{443,4-
dichlorophenylareino)methyl]-2-fluoro
phenyllbutyramide; and
N-{44(4-chloro-3- 



fluorophenylamino)methyl]-2-fluorophe
nyllbutyramide or a pharmaceutically
25acceptable salt thereof. In another
embodiment, the invention relates a
compound according to formula 4
wherein said compound is selected
from the group of:
N44-Chloro-1-(4-trifluoromethylbenzy1
)-2,3-dihydro-1H-indo1-5-y1]-3,3- 30
climethylbutyramide;
N-[4-Ch1oro-l-(5-chIorothiophen-2-yhn
ethy1)-2,3-clihydro-1Hindol-5-y1]-3,3
-dinsethy1butyramide;
[1-(4-Fluorobenzy1)-2,3-dihydro-1H-in
dol-5-yl]- carbamic acid propyl
ester;
N41-(4-Fluorobenzyl)-2,3-dihydro-IH-i
ndol-5-y1]-Cphenyl-methanesulfonamide
;
4-Fluoro-N41-(4-fluorobenzy1)-2,3-dih
ydro-IH-indol-  74 5-y1]-ben nitride;
N-[1-(4-Muorobenzy0-2,3-dihydro-1H-in
do1-5-y11-3,3- dimethylbutyramide;
N-[1-(4-Fluorobenzy1)-2,3-clihydro-1H
-indo1-5-y1]-2-thiophen2-ylacetamide;
N-[1-(4-Fluorobenzy1)-2,3-dihydro-111
-indo1-5-y1]-2-(4-
fluorophenyl)-acetainide;
341-(5-Chlorothiophen-2-ylmethyl)-2,3
-dihydro-1H-indol- 5
5-y1]-1,1-diisopropyhuna;
Morpholine-4-carboxylic acid
[1-(5-ehlorothiophen-2-
y1methy0-2,3-dihydro-1H-indol-5-y1]-a
mide; Pyrrolidine-1-carboxylic acid
[1-(5-
chlorothiophen-2-ylinethyl)-2,3-clihy
dro-1H-indol-5-yl]-amide; [1-(5-
Chlorothiophen-2-ylmethyl)-2,3-dihydr
o-12-indol-5-ylkcarbarnic acid 2-
benzythxyethyl ester;
3[1-(5-Ch1orothiophen-2-ylmethyl)-2,3
-dihydro-1H-indo1-5- 10
y1]-1-methyl-1-propylurea;
[1-(5-Chlorothiophen-2-ylmethyl)-2,3-
dihydro-111-indol5-ylkcarbamic acid
tert-butyl ester;
N41-(5-Chlorothiophen-2-ylmethyl)-2,3
-dihydroIH-indol-5-y11-C-phenyl-metha
nesulfonamide; Butane-l-sulfonic acid
[1-(5-
chlorothiophen-2-ylmethyl)-2,3-dihydr
o-1H-indol-5-yl]-amide; N-[1-(5-
Chiorothiophen-2-ylmethy1)-2,3-dihydr
o-111-indol-5-y1]-4-fluorobenzamide;
N-[1-(5- 15
Chlorothiophen-2-ylinethyl)-2,3-dihyd
ro-1H-indo1-5-y1]-2,2-dimethylProPion
anaide;
N41-(5-Chlorothiophen-2-ylmethy0-2,3-
clihydro-111-indol-5-34]-2-
phenoxyacetamide;
N41-(5-Chlorothiophen-2-ylmethyl)-2,3
-clihydro-1H-indo1-5-y1]-
3,3-dimerhylbutyramide;
N[1-(5-Chlorothiophen-2-ylmethyl)-2,3
-dihydro-1H-indol.5-31]-butyramide;
Cyclopentanecarboxylic acid
[1-(5-chlorothiophen-2-yhnethyl)- 20
2,3-dihydro-1H-indo1-5-y1]-ainide;
N-[145-Chlorothiophen-2-ylmethyl)-2,3
-dihydroIH-indol-5-y1]-2-thiophen-2-y
lacetamide;
N-H-(5-Chlorothiophen-2-ylmethyl)-2,3
-
dihydro-1H-indol-5-ylkisonicotinamide
;
N-[1-(5-Chlorothiophen-2-ylmethyl)-2,
3-
dihyrIro-H-1-indo1-5-y1]-4-dimethylai
ninobenzarnide;
N-[1-(5-Chlorothiophen-2- yhnethyl)-2
3-clihydro-1H-indo1-5:y11-2-(4-fluoro
phenyl)-acetamidei1441-(5- 25
Chlorothiophen-2-ylmethyl)-2,3-dihydr
o-111-indol-5-34]-6-
trifluoromethylnicotinamide;
1-tert-Buty1-341-(5-chlorothiophen-2-
ylinethyl)-2,3-
dihydro-11-1-indol-5-ylkurea;
1-[1-(5-Ch1orothiophen-2-ybnethy1)-2,
3-r1ihydro-1Hindo1-5-y1]-3-ethy1urea;
1-Benzy1-3-[1-(5-chlorotbiophen-2-ylm
ethy1)-2,3-dihydro1H-indol-5-ylkurea;
141-(5-Chlorothiophen-2-ylmethy0-2,3-
dihydro-M-indol-Sylk 30
3-phenethylurea;
111-(5-Chlorothiophen-2-yhnethyl)-2,3
-dihydro-1H-indo1-5-y1]-3-
thiophen-2-ylurea;
141-(5-Chlorothiophen-2-ylinethyl)-2,
3-dihydro-1H-indol-5-y11-
3-thiophen-3-ylurea;
[1-(5-Chlorothiophen-2-yhnethyl)-2,3-
dihydro-1H-indol-5-y11- carbamic acid
propyI ester;
2,2-Dimethy1-N46-nitro-1-(4-triftuoro
methylbenzyl)-2,3-  75 



dihydro-1H-indo1-5-y0-propionamide;
N41-(5-Chlorothiophen-2-ylinethy0-6-n
itro2,3-dihydro-1H-indol-5-y11-2,2-cl
imethy1propionamide;
2-(4-Fluoropheny1)-N46-
nitro-1-(4-hifluoromethylbenzyl)-2,3-
dihydro-1H-indo1-5-y0-acetamide;
N-[1-(5-
Chlorothiophen-2-ylmethy0-6-nitro-2,3
-dihydro-lH-indol-5-y1]-2-(4-fluoroph
eny1)- 5 acetamide;
N-[1-(5-Chlorothiophen-2-yhnethyl)-6-
nitro-2,3-clihydro-1H-indol-5-y1]-
3,3-dimethylbutyramide;
N46-Amino-1-(5-chlorothiophen-2-ylmet
hyl)-2,3-dihydro1H-indol-5-y0-3,3-dim
ethylbutyramide;
N46-Amino-1-(4-triftuoromethythenzy1)
-
Z3-dihydro-1H-indol-5-y1]-2,2-dimethy
lpropionarnide; N-[6-Ambm-1-(5-
chlorothiophen-2-ylmethyl)-2,3-dihydr
o-1H-indo1-5-yl]-2,2-dhnethylpropiona
mide; 10
N46-Amino-1-(4-trifluoromethylbenzy1)
-2 3-clihydro-111-indo1-5-y1]-2-(4
thuropheny1)-acetamide;
N-[6-Amino-1-(4-trifluoromethy1benzyl
)-2,3-dihydro-11-Iindo1-5-y1]-3,3-dim
ethy1butyramide;
N-[6-Amino-1-(4-f[uorobenzy1)-2,3-c1i
hydro-1Hindol-5-y1]-3,3-dimethy1butyr
anaide; N-[6-Amino-1-(3-fluoro
trifluoramethylbenzy0-2,3-dihydro-111
-indol-5-y0-3,3-dimethy1butymmide;
N-[1-(5- , 15
Chlorothiophen-2-ylmethyl)-1H-indol-5
-y1]-3,3-dimetlayibutyramide;
N-[6-Bromo-1-
(4-trifluoromethylbenzy0-2,3-dihydro-
II-I-indol-5-y1]-3,3-dimethylbutyrami
de; N-[6-
Bromo-1-(5-eldorothiophen-2-ylmethy0-
2,3-clihydro-111-indol-5-y1]-3,3-
dimethylbutyramide;
N41-(4-Chlorobenzy0-2,3-dihydro-1H-in
dol-5-y1]-3,3- dimethylbutyramide;
3,3-Dimethyl-N-[1-(4-trifluoromethylb
enzy0-2,3-dihyclro-1H- 20
indo1-5-y0-butyramide;
N-[17(4-Inopropylbenzy1)-2,3-dihydro-
111-indol-5-y0-3,3-
dimethylbutyramide;
N41-(3-Fluoro-4-tfilluoromethylbenzy0
-2,3-dihydro-1H-indo1-
5-y1]-3,3-dimethylbutyramide;
N41-(6-Chlorobenzo[1,3]dioxol-5-yhnet
hyl)-2,3-
dihydro-114-indol-5-y1]-3,3-dimethylb
utyramide;
N-[1-(3,5-DimethyI-1-phenyl-1Hpymzo1-
4-ylmethy1)-2,3-c1ihydro-1H-indo1-5-y
1]-3,3-dimethy1butyramide; N-[1-(2-
25
Chloro-5-trifluoromethylbenzy1)-2,3-d
ihydro-1H-indol-5-y1]-3,3-dimethylbut
yramide;
N-{1-[5-(4-ChIorophenoxy)-1,3-dimethy
I-1H-pyrazol-4-y1methy1]-2,3-dihydro-
1Hindo1-5-y1}-3,3-dimethy1butyranaide
;
3,3-Dimethyl-N-H-(6-p-tolyloxy-pyridi
n-3-
ylmethyl)-2,3-clihydro-1H-indol-5-y1]
-butyratnide; N-{146-(4-
Chlorophenylaulfany1)-pyrictin-3-ylin
ethylk2;
3-dihydro-111-indol-5-y1}-3,3- 30
dimethylbutyramide; N-
{146-(4-Cyanophenoxy)-pyriclin-3-ylme
thy1]-2,3-dihydroIH-indol-5-y1}-3,3-d
imethylbutyramicle;
3,3-Dimethyl-N-[146-
trifluoromethylpyriclin-3-ylmethy0-2,
3-clihydro-1H-indol-5-ylkbutyramide;
3,3- Dimethyl-N-D
-(3-methyl-benzo[b]thiophen-2-ylmethy
l)-2,3-dihydro-11-1-indol-5-ylk  76
butyrainide;
N-[1-(6-Fluoro-4H-benzo[1,3]dioxin-8-
ylmethyl)-2,3-dihydro-IH-indol5-y1]-3
,3-dimethylbutyramide;
3,3-Dimethyl-N-[1-(6-phenoxypyridin-3
-ylmethyl)-
2,3-dihydro-1H-indo1-5-yl]--butyramid
e;
3,3-Dimerhyl-N-[1-(3-methyl-5-phenyli
soxazol-4-ylmethy0-2,3-dihydro-111-in
do1-5-y1J-butyramide; N-(1- 5
Benzo[b]thiophen-2-ylmethy1-2,3-dihyd
ro-1H-indo1-5-y1)-3,3-dimethylbutyram
ide;
N-{141-(4-Fluoropheny0-5-methyl-IH-py
razol-4-ylmethy11-2,3-dihydro-11-1-in
dol-5- y1}-3,3-dimethylbutyramide;
3,3-Dimethyl-N-D-(5-methylthiophen-2-
ylmethy0-2,3-
dihydro-1H-indo1-5-A-butyramide;
3,3-Dimethyl-N-[1-(4-pyrro1-I-y1-benz
y1)-2,3-
.dihydro-1i{-indo1-5-yl]-butyramide;
N1144-Chlorobenzy0-2,3-dihydro-111-in
dol-5- I 0
y11-2-(4-fluoropheny0-acetamide;
2-(4-Fluoropheny1)-N-[1-(4-
trifluoromethylbenzy0-2,3-clihydro-IH
-indol-5-yl]-acetamide;
2-(4-Fluoropheny1)-N[1-(4-isopropylbe
nzy0-2,3-dihydro-111-indol-5-yThaceta
nside;
2-(4-Fluoropheny0-N[1-(3-11uoro-4-tri
fluoromethylbenzyl)-2,3-dihydro-11-1-
indol-5-yl]-acetamide; N-11-(6-
Chlorobenzo[1,31dioxol-5-ylmethy11-2,
3-dihydro-1H-indo1-5-y1]-2-(4-fluorop
heny0- 15 acetamide;
N-[1-(3,5-Dimethyl-l-phenyl-1H-p))raz
ol-4-ylmethy0-2,3-dihydro-111=
indo1-5-y1]-244-fluoropheny0-acetamid
e;
N11-(2-Chloro-5-trifluoromethylbenzy0
-
2,3-dihydro-1H-indo1-5-y1]-2-(4-11uor
ophenyl)-acetamide; N-{45-(1-
Chlorophenoxy)-1,3-dirnethyl-1H-pyraz
ol-4-ylmethy11-2,3-dihydro-1H-indo1-5
-y1}-2- (4-fluorophenyl)-acetamide;
N-
{1-[6-(4-Cyanophenoxy)-pyriclin-3-ylm
ethy1]-2,3- 20
dihydro-1H-indo1-5-y11-2-(4-fluorophe
nyl)-acetamide;
2-(4-Fluoropheny0-N-11-(3-
metlayl-benzo[b]thiophen-2-ylmethy0-2
,3-dihydro-lE1-indol-5-y11-acetamide;
N-R(6-Fluoro-4H-benzo[1,31clioxin-8-y
lmethyl)-2,3-clihydro-1H-indol-5-y1]-
2-(4- fluorophenylkacetamide;
2-(4-Fluoropheny0-N-[1-(6-phenoxypyri
din-3-ylmethy0-
2,3-dihydro-1H-indial-5-y1Facefamide;
N-(1-Benzo[b]thiophem2-ylmethyl-2,3-
25dihydro-111-indo1-5-y1)-2-(4-fluoro
pheny0-acetamide;
2-(4-Fluoropheny1)-N-{1-[1- 



(4-fluoropheny0-5-meihyl-1H-pyrazol-4
-ylmethy1]-2,3-clihydro-111-indol-5-y
11- acetanaide;
2-(4-Fluorophenyl)-N-[1-(5-methylthio
phen-2-ylmethyl)-2,3-dihydro-111- -
indo1-5-y1Facetamide; and
2-(4-Fluoropheny0-N-I1-(4-pyrrol-1-yl
-benzy0-2,3-
clihydro-1H-indo1-5-ylkacetamide, or
a pharmaceutically acceptable salt
thereof 30 In another embodiment, the
invention relates a compound
accordiir, to formula 5 wherein said
compound is selected from the group
of:  77
N-(2-Bromo-4-morpholin-4-34-6-trifluo
romethyl-pheny1)-2-(4-fluoro-pheny1)-
acerarnide;
2-Cyclopentyl-N-(2-bromo-6-trifluorom
ethy1-4-morpholin-4-yl-pheny1)-
acetamide;
N-(2-Bromo-4-morpholin-4-y1-6-trifluo
romethyl-phenyl)-3-cyclopentylpropion
amide;
N-(2-Chloro-6-cyano-4morpholin-4-y1-p
heny1)-3-cyclohexyl- 5 propionamide;
2-Cyclopenty1-N-(2,6-dimethy1-4-thiom
orpholin-4-yl-pheny1)- acetamide;
2-Cyclopentyl-N-12,6-dimethy1-4-(2-ph
enyl-morpholin-4-y0-phenyllacetamide;
2-Cyclopentyl-N42,6-dimethy1-4-(2-phe
nyl-thioraorpholin-4-y1)-pheny11-
acetamide;
2-Cyclopentyl-N-12,6-dimethy1-443-pyr
idin-3-yl-thiomorpholin-4-y1)-
phenylkacetainide; 2-Cyclopentyl-N-
{2,6-dimethy1-4-12-(4-trifluoromethyi
-pheny1)- 10
thiomorpholin-4-yli-pheny11-acetamide
; N-
f4-12-(2-Chloro-pheny1)-thiomorpholin
-4-
y11-2,6-dimethylepheny11-2-cyclopenty
l-acetanside;
2-Bicycio[2.2.11hept-2-yl-N-(2,6-
dimethyl-4-morpholin-4-yl-pheny1)-ace
tamide;
2-Cyclohexyl-N-(2,641imethyl-4-
morpholin-4-yl-pheny1)-acetunide;
3-(3,4-Difluoro-pheny1)-N-(2,6-dimeth
y1-4-
morpholin-4-yl-phenyl)-propionamide;
2-Cyclopentyl-N-(2,6-dimethy1-41-moip
holin- 15 4-yl-pheny1)-ac/etamide;
(2,6-Dimethy1-4-morpho1in-4-y1-pheny1
)-carbainic acid butyl ester;
2-(4-Ch1oro-phenyt)-N-(2,6-dimethy1-4
-morpholin-4-y1-pheny1)-acetamide;
2,3- Dihydro-benzofuran-2-carboxylic
acid
(2,6-Unnethyl-4-morpholin-4-yl-pheny1
)- amide;
3-Cyclohexyl-N-(2,6-dimethy1-4-morpho
lin-4-yl-pheny1)-propionamide; 3-
Cyclopentyl-N-(2,6-dimethy1-4-morphol
in-4-yl-phenyl)-propionamide;N-(2,6-
20
Dimethy1-4-morpholin-4-yl-pheny1)-244
-fluoro-pheny1)-aceranside;
N-(2,6-Dimerhy1-
4-morpholin-4-yl-pheny1)-2-thiophen-2
-fracetamide;
N-(2,6-Dimethy1-4-morpholin4-ylepheny
1)-3,3-dinsethyl-butyramide; Hexanoic
acid (2,6-dimethy1-4-morpho1in-4-
yl-pheny0-arnide.
2-Cyclohertyl-N-(2,6-dimethy1-4-morph
olin-4-yl-pheny1)- acetamide;
(2,6-Dimethy1-4-morpholin-4-yl-pheny1
)-carbamic acid benzyl ester; (2,6-
25
Dimethy1-4-morpholin,-(1-yl-phenyl)-c
arbansic acid 2-chloro-benzyl ester;
3,5,5- Trimethyl-hexanoic acid
(2,6-dimerhy14-morpholin-4-yl-pheny1)
-amide; Octanoic acid
(2,6-dimethy14-moipholin-4-yl-pheny1)
-and de; Heptanoic acid
(2,6-dimethy1-4-
morpholin-4-yl-pheny1)-amide;
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
y1)-2-phenyl- acetamide;
2-(3,4-Dichloro-pheny1)-N-(2,6-dimeth
yl-4-morpholin-4-yl-phenyl)-  30
acetanside;
2-(4-Allyloxy-3-chloro-pheny1)-N-(2,6
-dim.ethyl-4-morpholin-4-y1-
phenyI)-acetannde;
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
y1)-2-(3-trifluoremethylphenyl)-aceta
mide;
N42,6-Dirnethy1-4-morpholin-4-yl-phen
y1)-2-naphthalen-2-ylacetamide;
3-(3-Ch1oro-pheny1)-N42,6-dinzethyl-4
-moipholin4-yl-pheny1)- 



78 propionamide;
N42,64)finethy1-4-morpholin-4-371-phe
ny1)-2-(3,4-dimethy1-plaeny1)-
aceramide;
2-(3-Bromo-pheny1)-N-(2,6-dnnethyl-4-
Morpholin-4-y1-Pheny0- acetamide;
2-(3-Chloro-pheny1)-N-(2,6-dimethyl-4
-morpholim4-y1-phemd)- acetamide;
N-(2,6-Dimethy1-4-morpho1in-4-y1-phen
y1)-2-p-to1y1-acetamide; N-(2,&- 5
Dimerhy1-4-rriorpho1in-4-y1-pheny1)-2
-m-to1yl-ac,eramide;
243,4-Difluoro-pheny0-N(2,6-dimethy1-
4-morpholin-4-yl-pheny1)-acetamide;
N-(2,6-Dimethy1-4-moipholin-4-
yl-pheny1)-2-(3-fluoro-pheny1)-acetam
ide; N-(243romo-4-morpholim4-y1-6-
trifluoromerhyl-pheny1)-3-cyclohexyl-
propionamide;
N-(2-Bromo-4-morpholin-4-y1-
6-trifluoromerhyl-plieny0-2-(3-fiuoro
-phenyl)-acetamide;
N42-Bromo-4-morpho1im 10
4-y1-6-trifinoromerhy1-pheny0-propion
amide; N-(2-Bromo-4-morpholim4y1-6-
trifluoromethyl-pheny0-butyramide;
N-(2-CMoro-4-morpholin-4-y1-6-
irifluoromethyl-pheny1)-2-(3-fluoro-p
heny1)-acetamide;
N-(2-Ch1oro-4-morpho1in-4-
y1-6-trifluoromerhy1-pheny1)-2-cyc1op
entyl-aceramide; 2-Cyc1openty1-N-
{2,6-
climethyl-4-[2-(4-trifluoromethyl-phe
nyl)-morPholin-4-341-Phenyll-acetamid
e; N-{4- 15
[2-(2-Chloro-phenylymorpholin-4-y1]-2
,6-dimethyl-pheny11-2-cycloPenty1-
acetamide;
2-Cyclopentyl-N-{4[2-(4-fluoro-pheny1
)-morpholin-4-Y1]-2,6-dimethylphenyll
-acetamide;
2-(2-Chloro-pheny1)-N-(2,6-climethy1-
4-morpholin-4-yl-pheny1)- aceMmide;
Pentanoie acid
(2,6-dimethy1-4-morpholin-4-yhphenyl)
-amide; 4-Methylpentanoic acid
(2,6-dimethy1-4-morpholin-4-yl-pheny1
)-amide; 2-Cyclopent-2-enyl- 20
N-(2,6-dimethy1-4-morpholin4-yl-pheny
l)-acetatoide; 5-Methyl-hexanoic acid
(2,6-
climethy1-4-morpholin4-yl-pheny1)-ami
de; 3-Methyl-pentanoic acid
(2,6-dirnethy14-
morpholin-4-34-pheny0-amide;
Hex-5-enoic acid
(2,6-dimethy1-4-morpholin-4-yl-
pheny1)-amide; 3-Ethyl-pentanoic acid
(2,6-dimethy1-4-morpho1in-4-yl-pheny1
)- amide;
2-Cyclopentyl-N-(4-Morpholin-4-y1-2-p
yridin-3-y1-6-trifluoromethyl-Phenyl)
- 25 aceramide;
2-Cyclopentyl-N45-morpholin-4-yl-34ri
fluoromethyl-biphenyl-2-3d)-
acetaraide;
27Cyclopentyl-N-(41-fluoro-5-morpholi
n-4-y1-3-trifluoromethyl-biPhenyl2-y1
)-acetamide;
2-Cyclopentyl-N-(4cmethyl-5-morpholin
-4-y1-3-trifinoromethylbiphenyl-2-y1)
-acetamide;
2-Cyclopentyl-N-(3'-methy1-5-morpholi
n-4-y1-3-
trifinoromethyl-biphenyl-2-y1)-acetam
ide;
2-Cyclopentyl-N43',41-difluoro-5- 30
morpholin-4-y1-3-trifluOromethyl-biph
eny1-2-y0-acetamide;
244-Fluoro-pheny0-N(4-morpholim4-y1-2
-pyridin-3-y1-64rifinoromethyl-phenyl
)-acetamide; 2-
Cyclopentyl-N-(2,6-dierhy1-4-morpholi
n-4-yl-phenylkacetamide;
2-Cyelopentyl-N(2,6-diisopropy1-4-mmp
holin-4-y1-pheny1)-acetamide;
2-Cyclopentyl-N-(2,6-difluoro-  79
4-morpho1in-4-yl-pheny1)-acetamide;
Hexanoic acid
(2,6-difluoro-4-morpholin-4-ylpheny1)
-amide;
N-(2,6-Difluoro-4-morpholin-4-yl-phen
y0-3,3-climethyl-butyramide;
N-(2,6-Difluoro-4-morpholin-4-yl-phen
y1)-2-(3-fluoro-pheny1)-acetamide; 2-
Cyclopent-2-enyl-N-(2,6-difluoro-4-mo
rpholin-4-yl-phen34)-acetamide; 2- 5
Bicyclo[2.2.1]hept-2-yl-N-(2,6-cliflu
oro-4-morpholin-4-34-Pheny1)-acetamid
e; 2-
Bicyclo[2.2.11hept-2-yl-N-(2-methy1-4
-morpholin-4-y1-6-trifluoromethyl-phe
nyl) acetamide; 5-Methyl-pentanoic
acid
(2-methy1-4-morpholin-4-y1-6-trifluor
omethylphenyl)-amide;
5-Methyl-hexanoic acid
(2-methy1-4-morpholin-4-y1-6-
trifluoromethyl-phenyibamide;
2-Cyclopent-2-enyl-N-(2-methy1-4-morp
holin-4-y1-6- 10
trithoromethyl-phenyl}acetamide;
2-Cyclopentyl-N-(2-methy1-4-morpholin
-4-y1-6-
trifluoromethyl-pheny0-acetaraide;
Hexanoic acid
(2-methy1-4-molpholin-4-y1-6-
trifluoromethyl-phenyl)-amide;
3,3-Dimethyl-N-(2-methy1-4-morpholin-
4-y1-6-
trifluoromethyl-pheny1)-butyramide;
2-(3,4-Difluoro-pheny1)-N-(2-methyl-4
-
mcapholin-4-y1-6-trifluoromethy1-phen
y1)-acetamide; Hexanoic acid
(2-methoxy-6- 



15
methyl-4-mcapholin-4-yl-phenyl)-amide
;
2-Cyclopentyl-N-(2-methoxy-6-methy1.4
- mcapholin-4-yl-phenyl)-acetanaide;
N-(2-Methoxy-6-methy1-4-molpholin-4-y
lpheny1)-3,3-dimethyl-butyramide;
2-(3,4-Difluoro-pheny1)-N-(2-methoxy-
6-methyl4-morpholM-4-yl-pheny1)-aceta
mide;
2-Cyclopent-2-enyl-N-(2-methoxy-6-met
hy1-4-
morpholin-4-y1-phenyl)-acetamide;
2-(3-Fluoro-pheny1)-N-(2-methoxy-6-me
thy1-4- 20
molpholin-4-yl-pheny1)-acetanoide;
2-Bicyclo[2.2.1]hept-2-yl-N-(2-methox
y-6-
methyl-4-morpholin-4-yl-pheny0-acetam
ide; 4-Methyl-pentanoic acid
(2-methoxy-6-
methy1-4-morpholin-4-yl-pheny1)-amide
; 5-Methyl-hexanoic acid
(2-methoxy-6-
methy1-4-morpholin-4-yl-phenyl)-amide
;
N-(2-Chloro-6-methy1-4-morpholin-4-yl
pheny1)-2-(3-fluoro-pheny1)-acetamide
; and
N-(2-Chloro-6-methy1-4-nampholin-4-yl
- 25 pheny1)-2-cyc1openty1-acetamide,
or a pharmaceutically acceptable salt
thereof. In another embodiment, the
invention relates a compound
according to formula 6 wherein said
compound is selected from the group
of: 30 Hexanoic acid
(4-bromo-2,6-dimethyl-phenyl)-amide,
N-(4-Bromo-2,6-dimethyl-
pheny1)-2-(4-fluoro-phenye-acetamide,
N-(2-Bromo4,6-climethyl-pheny1)-2-(4-
fluoro-phenyl)-acetanaide,
N-(2-Bromo-4,6-dimethyl-pheny1)-3,3-d
imethyl- butyramide,
N-(2-Bromo-4,6-diraethyl-phenyl)-2-cy
clopentyl-acetamide, N-(2-  80
Brotno-4,6-dichloro-phenyl)-3,3-clime
thyl-butyramide,
N-(2-Bromo-4,6-dichloropheny1)-2-(4-f
luoro-pheny1)-acetamide,
N-(2-Bromo-4,6-dich1oro-pheny1)-2-cyc
lopenty1-acetamide, Heptanoic acid
(4- bromo-2,6-dimethyl-pheny0-ainide,
Cyclohexanecarboxylic acid
(4-bromo-2,6- 5
dimethyl-phenyl)amide,
N-(4-Bromo-2,6-ditnethyl-phenyl)-2-th
iophen-2-yl-acetamide,
2-Phenylcyclopropanecarboxylic acid
(4-bromo-2,6-climethyl-phenyl)-amide,
N-(4-Bromo-2,6-
ditnethyl-pheny0-2-(4-chloro-phenyfl-
acetamide, Pentanoic acid
(4-bromo-2,6- dimethyl-pheny1)-amide,
Octanoic acid
(4-bromo-2,6-climethyl-phenyl)-amide,
N-(4- 10
Bromo-2,6-dimethyl-phenyl)-2-cyclopen
tyl-acetamide,
2-Sicyclo[2.2.1]hept-2-yl-N(2,4-diflu
oro-6-morpholin-4-yl-pheny1)-acetamid
e, (S)-2-Amino-N-{2,6-ditethyl-4-
Dnethyl-(4-trifluoromethyl-benzyl)-am
inol-phenyl}-3-methyl-butyramide,
(S)-2- Amino-4-methyl-pentanoic acid
(2,6-climethy1-4-[methyl-(4-trifluoro
methyl-benzyl)- amino]-pheny1}-amide,
(4-Bromo-2,6-dimethyl-phenyl)-c,arbam
ic acid ethyl ester, (4- 15
Bromo-2,6-climethyl-phenyl)-carbamie
acid propyl ester,
N-(2-Amino-4-bromo-6-
methyl-pheny1)-3,3-dimethyl-butyramid
e,
2-Cyclopentyl-N-{2,6-dimethy1-442-(4-
taifluoromethyl-phenyfl-pyrroliclin-1
-ylEphenyll-acetamide, N-(4-Azepan-1
-y1-2,6-
climethyl-pheny1)-2-cyclopentyl-acemm
ide,
2-Cyclopentyl-N-(2,6-dimethy1-4-pyrro
l-1-yl-pheny1)-acetamide,
N-g-Aunno-3,5- 20
dimethyl-biphenyl-2-y0-2-(4-fluoro-ph
eny1)-acetamide,
N-(4'-Dimethylanaino-3,5-
dimethyl-bipheny1-2-y0-2-(4-fluoro-ph
enyl)-acetamide,
N-(2,4-Dinaethy1-6-quinolin3-yl-pheny
1)-2-(4-fluoro-pheny1)-acetamide,
2-(4-Fluoro-pheny1)-N-(4'-hydroxy-3'-
methoxy-3,5-climethyl-bipheny1-2-y1)-
acetaraide,
2-(4-Fluoro-pheny1)-N-(3'-hydroxy3,5-
dimethyl-lnpheny1-2-y1)-acetamide,
2-(4-Fluoro-pheny1)-N-(2'- 



25
methanesulfonylamino-3,5-dimethyl-bip
henyl-2-y1)-acetamide,
N-(4'-Lsopropy1-3,5-
dimethyl-bipheny1-2-y1)-3,3-dimethyl-
butyraraide,
2-Cyclopentyl-N-(3,5-climethyl-
bipheny1-2-y1)-acetamide,
N-(4'-Fluoro-3,5-dimethyl-bipheny1-2-
y1)-2-(4-fluoropheny1)-acetamide,
N-(3,5-Dimethy1-3',5'-bis-trifluorome
thyl-bipheny1-2-y1)-2-(4-
fluoro-pheny1)-acetamide,
N-(3'-Acetylamino-3,5-dimethyl-biphen
yl-2-y1)-2-(4- 30
fluoro-phenyl)-acetamide,
2-(4-Fluoro-pheny1)-N-(2'-methoxy-3,5
-dimethyl- bipheny1-2-yI)-acetamide,
N43,5-Dimethy1-4'-yinyl-biphenyl-2-y1
)-2-(4-fluoropheny1)-acetarnide,
N-(3'-Cyano-3,5-dimethyl-bipheny1-2-y
1)-2-(4-fluoro-pheny1)- acetamide,
N-(3,5-Dimethy1-3'-lzifluoromethoxy-b
iphenyl-2-y1)-2-(4-fluoro-phenyl)-
81 acetamide,
N42-(2,3-Dihydro-benzo[1,4]dimdn-6-y1
)-4,6-climethyl-pheny11-2-(4-
fluoro-pheny0-acetamide,
N42,4-Dimethy1-6-(2,2,5-trimethyl-2,3
-clihydro-
benzofuran-7-y1)-phenyl]-2-(4-fluoro-
phenyl)-acdanside,
N-[2,6-Dimethy1-4-(4-
trifluoromethyl-hetmytandio)-phenylka
cetamide,N-
{2,6-Dimethy1-4-{methyl-(4- 5
trifluoromethyl-bermy1)-anaino]-pheny
l}acetarnide,
{4-R5-Chloro-thiophen-2-
ylmethylyamino]-2,6-dimethyl-phenyl}-
carbamic acid propyl ester,
[4-(4-Fluorobeuzylamino)-2,6-climethy
l-phenyThcarbansic acid propy1 ester,
[2,6-Dimethy1-4-(4-
trifluoromethyl-benzylamino)-phenyl]-
narbamic acid propyl ester,
[4-(3-Fluoro-4-
trifluoromethyl-benzylamino)-2,6-clim
ethyl-phenyl]-carbamic acid propy1
ester, {2,6- 10
Dimethy1-4-[(4-methyl-2-phenyl-pyrimi
din-5-ylinethyl)-aminoRheny1}-carbami
c add propyl ester,
{2,6-Dimethy1-4-[(6-p-tolyloxy-pyridn
-3-ylmethy0-amino]- phenyl}-carbamic
acid propyl ester,
{4-[(6-Methoxy-pyridin-3-ylmethy1)-am
ino]-2,6- dimethyl-phenyll-caibamic
acid propyl ester,
{4-[(3-Fluoro-4-trifluoromethylbenzy1
)-methyl-amino]-2
6-dimethyl-pheny11-earbamic acid
propyl ester,2- 15
Cyclopentyl-N42,6-dimethyl-4-(4-trifl
uoromethyl-benzy'lamino)-pheny1]-acet
amide,
2-CycIopentyl-N-{2,6-climethy1-4-[met
hyl-(4-trifluoromethy1-benzy1)-amino]
- phenyl}-acetamide,
2-Cyclopentyl-N-12,6-dimethyl-4-[(6-t
rifluoromethyl-pyridin-3-
ylmethyl)-amino]-pherty1}-acetamide,
N-{2,6-Dinaethy1-4-[(6-trifluoromethy
lpyridin-3-ylmethyl)-amino]theny1}-3,
3-climetb.yl-butyramide,
N-{2-Bromo-4-[(5- 20
chloro-thiophen-2-ylmethyl)-amino]-6-
trifluoromethyl-pheny11-3-cyclohexylp
ropionamide,
{44(3-F1uoro-phenylamino)-methyll-2,6
-climethyl-phenyll-carbamic acid
ethyl ester,
{2,6-Dimethy1-444-trifluoromethyl-phe
nylaminoymethyl]-phenyllcarbamic acid
ethyl ester,
2-Cyclopenty1-N--(4-[(3-fluoro-phenyl
amino)-methy1]-2,6-
diraethyl-phenyll-acetamide,
N-{443-Chloro-phenylantino)-methyl]-2
,6-dimethyl- 25
phenyl}-2-cyclopentyl-acetaraide,
2-Cyclopentyl-N-{4-[(3-methoxy-phenyl
amino)-
methyl]-2,6-dirnethyl-pheny11-acetarn
ide,
N-{4-[(4-Chloro-phenylamino)-methy1]-
2,6-dimethyl-phenyll-2-cyclopentyl-ac
etaraide,
2-Cyclopentyl-N-{4-[(3,4-difluoro- 



.
phenylamino)-methy1]-2,6-dimethyl-phe
nyll-acetamide, 2-Cyclopentyl-N-{2,6-
dimethy1-444-trifluoromethyl-phenylam
ino)-methyl]thenyll-acetanoide, 2- 30
Cyclopentyl-N-[2,6-dimethyl-4-(p-toly
laininTh-methyl)-phenyThacetamide, 2-
Cyclopentyl-N-{2,6-dimethyl-4-[(3-tri
fluoromethyl-phenylamino)-methyll-phe
nyllacetamide,
2-Cyclopentyl-N-{44(3,5-difluoro-phen
ylamino)-methylj-2,6-dimethyl-
phenyll-acetamide,
{4-[(4-Fluoro-phenylamino)-methyl]-2,
6-dimethyt-phenylp  82  cad:music
acid propyl ester,
0-[(4-Chloro-phenylamino)-methyl]-2,6
-dlinethylphenyll-carbainie acid
propyl ester,
{2,6-Dirnethy1-4-[(4-trifluoromethylp
henylamino)-methyll-phenyll-carbamic
acid propyl ester, {4-[(3,5-Difluoro-
phenylamino)-methyl]-2,6-dimethyl-phe
nyl)-carbamic acid propyl ester,
{4-[(3- 5
Fluoro-phenylambao)-methyl]-2,6-dimet
hyl-phenyl}-carbamic acid propyl
ester, N-
(4-Bromo-2-methy1-6-morpholin-4-yl-ph
eny1)-3,3-dimethyl-butyramide,
{4-[(4-
Methoxyphenylarnino)-methy11-2,6-dirn
ethylphenyll-earbanne acid propyl
ester, (R)-2-Amino-4-methy1pentanoic
acid [2,6-dimethy1-4-(4-
trifluoromethylbenzylamino)-phyl]-ami
de, Pentanoic acid {4-M- 10
chlorophenylaminoymethy1]-2,6-dimethy
lphenyll-amide, 2-(4-ChlorophenyI)-N-
[4-
[(4-ckdorophenylaminoymethy1]-2,6-dim
ethylpheny1}-acetamide,
{2,6-Dimethy1-4-
[(4-trifruoromethylphenylarnino)-meth
yIJ-phenyl}-carbaruie acid
2-methoxyethyl ester,
N-{4-[(5-aloro-pyridin-2-ylamino)-met
hyl]-2,6-dimethylPhenyll-2-
cyclopentylacetamide,
2-Cyclopentyl-N-{4-[(2,6-clichlo10-py
riclin-4-ylam1no)- 15
methyl]-2,6-dimethylpheny1}-acetamide
, N-{2-Chloro-6-methyl-4-[(6-
trifluoromethyl-pyridin-3-ylmethyl)-a
mino]-phenyll-2-(3-fluoro-Phenyl)-ace
tamide,
N-P-Chloro-6-ttifluoromethyl-4-(4-tri
fluoromethylbenzylamino)-Phenyl
cyclopentylacetamide,
[2-Annno-6-methyl-4-(4-triftuoromethy
lbenzylamtho)- phenyl]-earbamic acid
ethyl ester,
3,3-Dimethyl-N-P-methyl-6-morpholin4-
y1-4-(4- 20
trifluoromethylbenzylamino)-phenylEbu
tyramide,
2-Cyclopentyl-N-{2,6-dichloro-4-
[(4-fluoro-phenylamino)-methyl]-pheny
ll-acetamide,
2-Cyclopentyl-N-12,6-clichloro4-[(5-t
rifluoromethylpyridin-2-ylamino)-meth
yll-phenyll-acetamide, or a
pharmaceutically acceptable salt
thereof. 25 In another embodiment,
the invention relates a compound
according to formula 7 wherein said
compound is selected from the group
of:
(2,4-Dimethy1-6-moipholin4-yl-pyridin
-3-y1)-carbantic acid benzyl ester;
(2,4-
Dimethy1-6-morpholin-4-yl-pyriclin-3-
y1)-carbamic acid 2-ehloro-benzyl
ester; 2-(4-
Chloro-pheny1)-(2,4-dimethy1-6-moipho
lin-4-yl-pyridin-3-y1)-acetamide;
2-Phenyl- 30 cyclopropanecarboxylic
acid
(2,4-climethy1-6-morpholin-4-yl-pyrid
in-3-y1)-amide; N(2,4
-Dirnethy1-6-motpholin-4 -yl-p y
idin-3 -y1)-2 -thiophen-2-yl-acet
amide; 3-
Cyclohexyl-N-(2,4-dimethyl-6-morpholi
n-4-yl-pyridin-3-y1)-propionamide;
(2,4- Dimethy1-6-morp.
holin-4-yl-pyridin-3-y1)-carbanne
acid isobutyl ester; 3-(3-Chloro- 
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pheny1)-N-(2,4-dimethyl-6-mmpholin-4-
y1-pyriclin-3-y1)-propionamide;
N-(2,4-
Dimethy1-6-morpholin-4-yl-pyridin-3-y
1)-2-(3,5-dimethyl-pheny1)-acetamide;
N-(2,4-
Dimethy1-6-morpholin-4-y1-pyridin-3-y
1)-3-p-tolyl-propionamide;
2-(3-Chloropheny1)-N-(2,4-dimethy1-6-
morpholin-4-y1-pyridin-3-y1)-aceramid
e; 2-(3,4-Dich1oro- 5
phenyD-N-(2,4-dirnethy1-6-morpholin-4
-y1-pyridin-3-y1)-acetarnide;
N-(2,4-Diniethyl6-morpholin-4-yl-pyri
din-3-y1)-2-thiophen-3-yl-acetamide;
N-(2,4-Dirnethy1-6-
morpholin-4-yl-pyriclin-3-y1)-2-p-tol
yl-acetamide;
2-(3-Bromo-pheny1)-N-(2,4-
dimethy1-6-morpholin-4-yl-pyridin-3-y
1)-acetamide;
N-(2,4-Dimethy1-6-morpholin-4-
yl-pyridin-3-y1)-2-(3-trifluoromethyl
-pheny0-acetaraide;
N-(2,4-Dimethy1-6- 10
morpho4in-4-yl-pyridin-3-y1)-2-phenyl
-acetamide; 3,5,5-Trirnethyl-hexanoic
acid
(2,4-dimethyl-6-morpho1in-4-yl-pyricl
in-3-y0-amide; Octanoic acid
(2,4-dimethy1-6-
raorphoLin-4-y1-pyridin-3-y1)-amidd
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
din-3-
y1)-2-naphrhalen-2-yl-acetamide;
Heptanoic acid
(2,4-dirnethy1-6-morpholin-4-ylpyricl
in-3-)1)-amide;
N-(2,4-Dimethy1-6-mmpholin-4-yl-pyric
lin-3-y1)-2-(3,4- 15
dimethyl-phenyl)-acetamide;
2-Cyclohex-1-enyl-N-(2,4-dimethy1-6-m
cirpholin-4-yl- -
pyridin-3-y1)-acetamide;
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
clin-3-y1)-2-(4-
methoxy-3-methyl-pheny1)-acetamide;
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
clin-3-
y1)-2-(4-methoxy-pheny1)-acetaraide;
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
din-3-
y1)-3-(4-methoxy-phenye-propionamide;
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
clin- 20 3-y1)-2-m-tolyl-aceramide;
N-(2,4-Dimethyl-6-morpholin-4-yl-pyri
din-3-y1)-2-(4-
fluoro-pheny1)-acetamide;
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
din-3-34)-3,3- dimethyl-butyramide;
N-(2,4-Diraethy1-6-morpholin-4-yl-pyr
idin-3-y1)-2-(3-fluoropheny1)-acetami
de;
2-Bicyclo[2.2.1]hept-2-yl-N-(2,4-dime
thyl-6-morpholin-4-y1-
pyridin-3-y1)-acetamide;
2-(3,4-Difluoro-pheny1)-N-(2,4-climet
hyl-6-morpholin-4-y1- 25
pyridin-3-y0-acetarnide;
4-Methyl-pentanoic acid
(2,4-climethy1-6-morpholin-4-ylpyridi
n-3-y1)-amide;
2-Cyclopent-2-enyl-N-(2,4-climethy1-6
-morpholin.-4-yl-pyridin-
3-y1)-acetamide;
2-Cyclohexyl-N-(2,4-dimethy1-6-morpho
lin-4-y1-pyridin-3-yDacetannde;
5-Methyl-hexanoic acid
(2,4-climethy1-6-morpholin-4-yl-pyrid
in-3-y1)- amide;
2-Cyclopentyl-N-(2,4-climerhyl-6-morp
holin-4-y1-pyriclin-3-y1)-aceramide;
3- 30
Cyclopentyl-N-(2,4-eihnethyl-6-morpho
lin-4-yl-pyridin-3-y1)-propionarnide;
and Hexanoic acid
(2,4-dimethy1-6-mo1pho1in-4-y1-pyridi
n-3-y1)-amide; N-(4-Chloro-2-
metlaoxy-6-mmpholin-4-yl-pyridin-3-34
)-2-cyclopentylacetamide;
N-(2-Chloro-4-methoxy-6-
morpholitt-4-yl-pyridin-3-y1)-2-cyclo
pentylacetamide;
N-(2-Chloro-4-methoxy-6-morpholin-
4-y1-priclin-3-y1)-3,3-dimethylbutyra
mide;
N-(4-Chloro-2-methoxy-6-morpholin-4-y
l-  WO 2007/090409PCT/DK2007/050013
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pyridin-3-y0-3,3-climethylbutyramide;
N44-Chloro-2-methoxy-6-morpholin-4-yl
-pyridin-3- y1)-propionamide or a
pharmaceutically acceptable salt
thereof In another embodiment, the
invention relates a compound
according to formula 8 



5 wherein said compound is selected
from the group of:
N-[4-Amino-6-methy1-2-(4-trifluoromet
hylbenzylamino)-pyrimidin-5-y1]-2-
cyclopentylazetamide,
N44-Amino-6-methyl-2-(4-trifluMomethy
lbenzylanahm)-
pyrimidin-5-y1]-3,3-dimethylbutyramid
e, N44--Amino-6-methyl-2-(4-
trifluoromethylbenzylamino)-pyrimidin
-5-y11-2-(4-fluoropheny1)-acetamide,
10 Hexanoic acid
[4-amino-6-methy1-2-(4-trifluoromethy
lberizylamino)-Pyrimidin-511]- amide,
N44-Amino-6-methyl-2-(4-trifluorometh
ylbenzylatnino)-pyrimidin-5-y1]-2-
(3-chlorophenyfi-acetamide,
2-CycloPentyl-N-(4,6-dirnetlay1-2-mor
pholin-4-ylpyHmiclin-5-y1)-acetamide,
N-(4,6-Dimethy1-2-mcaphoim-4-yl-pyrin
sidin-5-y1)-3,3- dimethylbutyramide,
N-(4,6-Dimethy1-2-morpholin-4-ylpyrim
idin-5-y1)-2-(4- 15
fluoropheny1)-acetamide,
2-(3,4-Difluoropheny1)-N-(4,6-climeth
yl-2-morpholin-4-
ylpyrimidM-5-y1)-acetamide,
N-(4,6-Dimethy1-2-morpholin-4-ylpyrim
idin-5-y1)-2-(3-
fluoropheny1)-acetamide and Hexanoic
acid (4,6-dimethy1-2-morpholin-4-
ylpyrimidin-5-y1)-anfide, or a
pharmaceutically acceptable salt
thereof 20 In another embodiment, the
present invention relates to novel
compounds, which are openers of the
KCNQ potassium channels. In another
embodiment of the present invention,
the following definitions are applied
for formula 1: 25 The term heteroatom
refers to a nitrogen, oxygen or
sulphur atom Halogen means fluor,
chloro, bromo or iodo.      The
expression CI-6-a( en/yn)yl means a
C15-alkyl, C2s-allceayl OT a
C2_5-alkynyl 30 group. The term
C1.6-alkyl refers to a branched or
unbranched alkyl group having from
one to six carbon atoms inclusive,
including but not limited to methyl,
ethyl, 1-propyl, 2-  WO
2007/090409PCT/DK2007/050013 85
propyl, 1-butyl, 2-butyl,
2-methyl-2-propyl,
2-2-dimethyl-1-propyl and
2-methyl-lpropyl. Similarly,
C2.6-alkenyl and C2.6-allcyrtyl,
respectively, designate such groups
having 5 from two to six carbon
atoms, including one double bond and
one triple bond respectively,
including but not limited to ethenyl,
propenyl, butenyl, etliynyl, propynyl
and butynyl. The expression
C34-cycloalk(en)yl Means a
C3.5-cycloallcyl- or cycloallcenyl
group. 10 The term C3.5-cycioalkyl
designates a monocyclic or bicyclic
carbocycle having three to eight
C-atoms, including, but not limited
to, cyclopropyl, cyclopentyl,
cyclohexyl, etc. 



15 The term C3"8-cycloalicenyl
designates a monocyclic or bicyclic c
bocycle having three to eight C-atoms
and including one double bond. When
two substituents together with the
nitrogen atom to which they axe
attached form a 4-8 membered
saturated or unsaturated ring which
optionally contains 1,2 or 3 20
further heteroatoms, then a
monocyclic ring system is formed by 4
to 8 atoms selected from the nitrogen
atom, 1-7 carbonatoms and 0-3
heteroatoms selected from N, S or 0.
Examples of such ring systems are
azetirline, beta-lactame,
pyrrolidine, pipericline, piperazine,
morpholine, pyrrole, oxazolidine,
thiazolicline, imidazolidine,
tetrazole and pyrazole. 25 The term
aryl refers to aromatic systems such
as pyridine, thiazole, oxazole,
phenyl, naphtyl, thiophene and furan,
which are optionally substituted with
one or more substituents
independently being hydroxy, halogen,
C1.6-alk(eni371)311,
Catcycloallc(en)yl,
C3-5-cycloallc(en)yl-C1.6-allc(eMyn)y
l, halo-Cis-alk(eMyn)yl,  Cis- 30 a
lkoxy, C3a-alkoxy, acyl, nitro pr
cyano, -CO-NH-Q-s-alk(entyn)yl,
-CO-N(C16alk(en/y0y1)2,
-NH-C16-alk(en/Yn)Y1,
-N(C1.6-a1k(eMyn)yps, -S-
C14-allc(en/yn)yl,
-S02-C1_s-alIc(euiyn)yl,
-5020-05.5-alk(eniyn)14,-S02.1\1(C1-6
-alk(entyn)y1)2 or -
S021'1H-C1.6-a1k(eiilyn)y1; or  86
twO adjacent substituents may
together with the aromatic group to
which they are attached form a 4-8
membered ring, which optionally
contains one or two heteroatoms. 5
When two adjacent substituents
together with the aromatic group to
which they are attached form a 4-8
membered ring, which optionally
contains one or two heteroatoms, then
a ring system is formed by 4-8 atoms
selected from 3-8 carbonatoms and 0-2
heteroatoms selected from N, 8, or 0.
Such two adjacent sub stituents may
together form: 10 -(CH2)",,-CH2-,
-CHH-(CH2),"-, -CH2-CH=CH-(CH2)r,
-CH=CH-CHH-,
-0-(CH210e-0-,-CH2-0-CH2-0-CH2-,
-S-(C1-12)-S-, -CH2-S-(CH2)p-S-,
-CF12-S-C112-S-C1-128
-a12-N11-(CH2%r-N11-, - CH=CH-NH-,
-0-(CH2),,f -NH-,
-0112-0-(C112)2--NH- or
-0-(CH2)1,,.-NH-CH2-, 



15-N=CII-0- or -N=CH-S-, wherein rn"
is 1, 2 or 3, n" is 2, 3 or 4 and p"
is 1 or 2. As used herein, the term
acyl refers to formyl,
C1.6-alk(en/yn)ylcarbonyl, C3-8-
cycloallc(en)ykarbonyl, arylcarbonyl,
aryl-C14-alk(en/yn)ylcarbonyl or a
C3e-
20cycloalk(en)yl-Ci_s-alk(erilyn)yl-c
arbonyl group, wherein
C1.6-a1k(en/yn)yl, C343-
cycloalk(en)yl and aryl are as
defined above. The term
halo-Ct..6-alk(en/yn)yl designates
C14-alk(en/yn)yl being substituted
with one or more halogen atoms,
including but not limited to
trifluormethyl. Similarly, 25
halo-C3_8-cycloalk(en)yl designates
C3.8-cycloalk(en)yl being substituted
with one or more halogen atoms and
halo-C3_8-cycloalk(en)yl-Cis-alle(en/
yn)yl, designates
C3-8cycloalk(en)yl-C1.6-alk(en/yn)yl
being substituted with one or more
halogen atoms.      In the term
C34-cycloalk(en)yl-Cis-alk(en/yn)yl,
C3.8-cycloalle(en)yl and C1.630
alk(en/yn)yl are as defined above.
87 alk(en/yn)ylearbonyl,
C35-cycloallc(en)ylcarbouyl,
arylcarbonyl,
aryl-C16alk(eniyn)ylcarbony1,
C38-eycloallc(en)yl-Cts-allc(en/yn)yl
carbonyl, atyl-Ctscycloallc(en)yl,
hydroxy-Cts-cycloalk(en)yl-C
taalk(en/yn)yl,
hydroxy-Ctralk(enryn)yl-Cts-cycloallc
(en)yl, cyano-Cts-allc(en/yn)yl,
cyano-Csa-cycloalk(en)yl,
5cyano-C38-cycloallc(en)yl-C14-alk(en
ryn)yl, NRI122(P-C1-6-alk(endn)yl and
Hle1211 C38-cycloalk(en)yl etc.
designate groups in which the
Cts-alk(en/yn)yl, C3_8-
cycloallc(en)yl and aryl are as
defined above.      In another
embodiment of the present invention,
the following definitions are applied
10 for formula 2: The term heteroatom
refers to a nitrogen, oxygen or
sulphur atom. Halogen means fluoro,
chitin), bromo or iodo. 



15 The expressions C16-alk(enryn)yl
and C1s-alk(anien/yn)yl mean a
Cts-alkyl, Caralkenyl or a
Cts-alkynyl group.    The term
C:_r-alkyl refers to a branched or
im-branched alkyl group having from
one to six carbon atoms inclusive,
including but not limited to methyl,
ethyl, 1-propyl, 2- 20 propyl,
I-butyl, 2-butyl, 2-methyl-2-propyl
and 2-methyl-l-propyl. Similarly,
C2s-alkenyl and C24-allcynyl,
respectively, designate such groups
having from two to six carbon atoms,
including one double bond and one
triple bond respectively, including
but not limited to erlaenyl,
propenyl, butenyl, ethynyl, propyn.y1
25 and butynyl. The expression
Clasalk(en/yr)yl means a C3-allcyl,
C3-alkenyl or a C3-alkynyl group. 30
The term Cts-alkyl refers to a
branched or un-branched alkyl group
having from one to three carbon atoms
inclusive, including but not limited
to methyl, ethyl, 1-propyl and
2-propyl.  88          Cia-alkenyl
and C23-a11cynyl, respectively,
designate such groups having from two
to three carbon atoms, including one
double bond and one triple bond
respectively, including but not
limited to ethenyl, propenyl, ethynyl
and propynyl. 5 The expressions
C3_8-cycloallc(en)yl and
C3is-cyc1oalli(anien)yl mean a
cycloalicyl- or cycloalkenyl group.
The term Cm-cycloallcyl designates a
monocycle or bicyclic carbocycle
having three to eight C-atoms,
including but not limited to
cyclopropyl, cyelopentyl, cyclohexyl,
10etc. The expressions
C35-cycloalk(en)il and C34-
cycloalk(an/en)yl mean a C 3-6-
cycloalkyl- or cydoalkenyl group. 15
The term C3_6-cycloalkyl designates a
monocycle or bicyclic carbocycle
having three to six C-atoms,
including but not Minted to
cyclopropyl, cyclopentyl, cyclohexyl,
etc. The term C34-cycloalkenyl
designates a monocycle or bicyclic
carbocycle having three to eight
C-atoms and including one double
bond. 20 The term
heterocycloalk(en)yl designates
monocycle or bicyclic ring systems
wherein the ring is formed by 5 to 8
atoms being selected from the 'group
consisting of earbonatoms and
heteroatoms; with the proviso that
one or two of the ring forming atoms
are independently selected hetero
atoms. The term heterocycloalk(en)yl
may 



25 thus designate a monocycle or
bicyclic ring system wherein the ring
is formed by 5 to 8 atoms selected
from 3-7 carbonatoms and 1 or 2
heteroatoms selected from N, S, or 0.
Examples of such ring systems are
moipholine, pyrrolidine, piperidine
and piperazine. 30 The term
halo-C14-alle(en/yn)yl designates
C1_6-allt(en/yn)yl being substituted
with one or more halogen atoms,
including but not limited to
trifluoromethyL Similarly,
halo-Cm-cycloalk(en)yl designates
C3i8-cycloalk(en)yl being substituted
with one or  WO
2007/090409PCWDK2007/050013 89 more
halogen atoms and
halo-heterocycloalk(en)yl designates
heterocycloalk(en)yl being
substituted with one or more halogen
atoms. The term
bIR1R10'-CI-s-alk(en/y0y1 designates
C1is-alk(entyn)yl being substituted 5
with10R'' NR12-12'-
Ciis-alli(en/yli)yl designates
C1_6-allc(en/yn)yl being with
mt12-.-42'; substitutedtc. and
Nlefe-C16-allc.(en/yn)yl designates
Ct..6-alk(en/yn)yl being substituted
with NRIRT. 2-amino-4-methyl-pentane
is an example of such group, the
example is not intended to be
construed as limiting. 10 The term
Nuto.-ao,_ Csircycloallc(en)yl
designates Cm-cydoalk(en)yl being
substituted with NR 'R10';
NRI2R121-C34-cycloalk(en)yl
designates CI.8- cycloall<ten)yl
being substituted with NR12R12'; and
NR7117'-C34-cycloalk(en)yl designates
C34-cycloalk(en)yl being substituted
with NR71e. 1-amino-eyelopropane is
an example of such group, the example
is not intended to be construed as
limiting. 15 The term
Neler-C34-cycloa1k(en)yl-Ciis-alk(en/
yn)y1 designates C34-
cycloalk(en)yl-Ci_6-alk(aVyn)yl being
substituted with Nelev;
NRI21112'-C35cycloalk(en)yl-C1ts-alk(
en/yn)yl designates
C34-cycloalk(en)yl-Cits-alk(en/yn)yl
being substituted with NRI2R12'; and
NieR7'-C3_8-eyeloalk(en)yl-C14-allc(e
n/yn)y1 20 designates
C8-cycloalk(en)yl-C15-alk(en/Y11)yl
being substituted with N1i71e. 



When any of
Nle2R12'-C-alk(en/yn)y1,1511212R12'-C
iircycloalk(en)yl, NRI2R12'-C3_
reyeloallc(en)yl-C14-allt(en/yn)yl is
optionally substituted, then any of
C14- alk(enlyni)yl,
C34-cycloalk(en)yl,
C34-cycloalk(en)yl-C1-6-alk(en/yn)yl
is optionally 25 substituted with one
or more substituents independently
being Cli6-a1li(en/yn)Y1,
Ca-acycloalk(en)yl,
C3..8-cyc1oal1c(en)y1-Ciis-alk(en/yn)
yl or Ar. As used herein, the term
acyl refers to formyl,
C34-alk(en/yn)ylcarbonyl,
cycloalk(en)ylcarbonyl, Ar-carbonyl,
Ar-Cis-alk(en/yn)ylcarbonyl or a C34-
30
cycloallc(en)yl-Q-s-alk(en/yn)yl-carb
onyl group, wherein
C1i6-alk(erilyn)yl, C3_8-
cycloaken)yl and Ar are as defined
above.  90 When two substituents
together with a nitrogen atom form a
5-8 membered saturated or unsaturated
ring which optionally contains one
further heteroatom, then a monocyclic
ring system is formed by 5 to 8
atoms, one or two of said atoms are
heteroatoms selected from N, S, or 0.
Examples of such ring systems are
pyrrolidine, 5piperidine, piperazine,
morpholine, pyrrole, oxazolidine,
thiazolidine, irnidazolidine,
azetidine, beta-lactame, tetrazole
and pyrazole. When two adjacent
substituents together with an
aromatic group to which they are
attached form a 5-8 membered ring,
which optionally contains one or two
10 heteroatoms, then a ring is formed
by 5-8 atoms selected from 3-8
carbonatoms and 0- 2 heteroatoms
selected from N, 5, or 0 and. Such
two adjacent substituents may
together form: -(C112)"--CH2-,
-CH=C1-1-(C112)cf-,
-CH2-CH--CH-(CH2)p",
-(CH2)0?-0-, -0-(C1-12)0,.-0-,
-C112-0-(a12)v-0-,
-CH2-0-C112-0-C112-,
15-5-(CH2)"2,-S-,-CH2-S-CH2-5-CH2-,
,-CH2-NH-(CH2)p.-NH-, -
-0-(C112)e-NH-, -CH2-0-(CH2)",-NH- or
-0-(CH2)p--NH-CH2-, -N=C11-0- or
-N--C11-5-, wherein m" is 1, 2 or 3,
n" is 2, 3 or 4 and p" is 1 or 2. 



20 The term Ar refers to optionally
substituted aromatic systems of 5-10
carbon atoms, wherein 0, 1, 2, 3 or 4
carbon atoms may be replaced by
heteroatoms independently selected
from N, S, or 0 . Examples of such Ar
groups are optionally substituted
phenyl, optionally substituted
naphtyl, optionally substituted
guinolirte, optionally 25substituted
indol, optionally substituted
pyridine, optionally substituted
pyrimicline, optionally substituted
thiophene, optionally shbstituted
furan, optionally substituted
thiazole and optionally substituted
oxazole. Such optionally substituted
Ar groups may be substituted with one
or more substituents independently
being hydroxy, halogen,
Ct.6-alk(en/yn)yl, C38-cycloaken)yl,
C3.8-cycloalk(en)yl-C1:6-alk(en/yn)yl
, 30 halo-C1:6-alIc(en/yn)yl,
Ci_c-alk(en/yn)YlcxY,
Cg-s-allc(enlYn)yloxy, acyl, nitro,
cyano, -CO-NH-Cig-alk(eigyn)yl,
-00-N(Ct6-alk(enfyn)Y1)2, -N112,
-NH-C1_6-alk(enhm)Y1., -
N(C16-allc(en/yn)y1)2, S-
C1.6-alk(en/yr)yl,
-302N(C1:6-alk(en/yt)YD2 and
-502NHC1.6-alic(entyn)yl,
502-Q.6-alk(enlyn)y1 and
5020-Chc-alk(en/yn)y1; or two
adjacent  91 substituents may
together with the aromatic group form
a 5-8 membered ring, which optionally
contains one or two heteroatoms and
which may be saturated or
unsaturated. 5The terms
C3_a-cycloa1k(en)y1-C1.4-allc(en/yn)y
l,
C1,6-alk(en/yn)y1-C34-cycloalk(en)y1,
Ci_6-alk(en/yn)yl-heterocycloalk(en)y
l, Ar, Ar-C14-alk(en/yn)yl,
Ar-Csiscycloallc(en)yl,
Ar-heterocycloaken)yl,
Ar-C3-8-cycloalk(en)yl-C15-alk(en/yn)
yl, Ar-
Cxs-alk(en/yn)yl-Ca_rcycloalk(en)yl,
Ar-CL6-aik(en/yn)yl-heterocycloalk(en
)yl, s-alk(en/yn)yloxy,
C74-allrenyloxy, C-2-6-alkynyloxY,
Ca-s-cycloaken)yloxy, C1-5- 10
alk(en/yn)yloxy-C1_6-aken/yn)yl,
Caa-cycloalk(en)yloxy-Cie-aken/yn)yl,
C1-6- alk(en/yn)ylox-y-C3
a-cycloalk(en)yl,
C1s-akeni319)34oxy-heterocycloalk(en)
yi, Aroxy-Ci_s-alk(en/yn)yl,
Ar-C1-allc(enIyn)yloxy-Cjs-a1k(enIyn)
yl,Ciealk(en/yn)ylcarbonyl,
C34-a1k(en(yn)ylcarbonyl,
Ar-cathonyl, Ar-Ci
alk(en/yn)ylcarbonyl,
C38-cyc1oalk(en)y1-C1,6-alk(en/am)y1c
arbonyl, 15alk(en/yn)yl,
S-C1.6-alk(en/yr)yl,
S02-C14-alk(en/ythyl and
S020-C14-alk(en/yn)yl,
0_6-alk(en/yn)yloxy-carbonyl-Cis-alk(
en/yn)yl,
C34-cycloaken)yloxy-carbonyl6-alk(en/
yn)yl,
C3x-cyc1oalk(en)y1-Ci_s-alk(en/yn)ylo
xy-carbony1-C1-6-alk(eil/Yn)Y1, acyl,
acyl-Chs-alk(en/yn)yl,
acyl-C34-cycloalk(en)yl,
acyl-heterocycloallc(en)yl,
acylCaircycloalk(en)yl-Cra-alk(en/yth
yl,
acyl-C14-alk(en/yMyl-C38-cycloalk(en)
yl, acyl- 20
C15-allx(elidyn)yl-heterocycloaken)yl
, hydroxy-Ci_G-alk(en/yn)yl,
hydroxy-C34- cycloalk(en)yl,
hydroxy-heterocycloalk(en)yl,
hydroxy-05_8-cycloallc(en)yl-C1-6-
allc(en/yn)yl,
hydroxy-Cr6-aken/yn)y1-Ca_a-cycloalic
(en)yl,
hydroxy-Ci-salk(en/yn)yl-heterocycloa
lk(en)yl, halo-Ci_6-alk(en/yn)yl,
halo-C34-cycloalk(en)yl, 



halo-heterocycloallc(en)yl,
halo-C3x-cycloaken)yl-Cis-aken/yn)yl,
halo-C16-
25alk(en/yr)yl-Caa-cycloalk(en)yl,
halo-C1-6-aken/ynbil-heterocycloallc(
en)yl, halo-C1- 6-alk(en/yn)yl-Ar,
halo-C34-cycloalk(en)yl-Ax,
halo-C33-cyc1oalk(en)y1-C1.6-
alk(en/yn)yl-Ar,
halo-Crs-alk(en/yn)yl-C3x-cydoalk(en)
yl-Ar, haloheterocycloallc(en)yl-Ar,
cyano-Ci_s-alk(en/yn)yl,
cyano-Cm-cycloalk(en)yl,
cyanoheterocycloalk(ead,
cyano-C3x-cycloaken)Y1-C1-6-alk(eu/Yt
)yl, cyano-Ci-s-
30alk(en/yn)yl-C3.8-cycloalk(en)yl,
cyano-C14-alk(en/yn)yl-heterocycloalk
(en)yl etc. designate such groups in
which the C1"6-alli(en/yn)yl,
Cxs-alkenyl C26-allrynyl, CM'
cycloallc(en)yl, heterocycloaken)yl,
Ar, cyano, halo-Cirsi-alk(en/yn)yl,
halo-Ca_acycloalk(en)yl,
halo-heterocycloalk(en)yl and acyl
are as defined above.  92 In another
embodiment of the present invention,
the following definitions are applied
for formula 3: The term hetero atom
refers to a nitrogen, oxygen or
sulphur atom_ 5 Halogen means fluor,
chloro, bromo or iodo. The
expressions Ci-s-allarilyn)yl and
C16-alk(anferilyn)yl mean a
Cl_s-allcyl, Cm-alkenyl or a
Cm-alkynyl group. 10 The term
C1_6-alkyl refers to a branched or
unbranched alkyl group having from
one to six carbon atoms inclusive,
inclorling but not limited to methyl,
ethyl, 1-propyl, 2-propyl, 1-butyl,
2-butyl, 2-methyl-2-propyl,
2-2-dimethyl-l-propyl and
2-methyl-1-propyl. 15 Similarly, C2
s-alkenyl and Cm-alltynyl,
respectively, designate such groups
having from two to six carbon atoms,
including one double bond and one
triple bond respectively, including
but not limited to ethenyl, propenyl,
butenyl, ethynyl, propynyl and
butynyl. 20 The expressions
C1.4-alkyl and Cm-alkanyl refer to a
branched or unbranched alkyl group
having from one to four carbon atoms
inclusive, including but not limited
to methyl, ethyl, 1-propyl, 2-propyl,
1-butyl, 2-butyl, 2-methyl-2-propyl
and 2-methyl-1-propyl. 25 The
expression C13-alk(erdyn)yl means a
Cia-alicyl, Cm-alkenyl or a
C2-3-allirilY1 group.    The term
Cm-allcyl refers to a branched or
unbranched allcyl group having from
one to three carbon atoms inclusive,
including but not limited to methyl,
ethyl, 1-propyl 30 and 2-propyl.  



93 Similarly, C23-allcenyl and
C23-allcynyl, respectively, designate
such groups having from two to three
carbon atoms, including one double
bond and one hiple bond respectively,
including but not limited to ethenyl,
propenyl, ethynyl and propynyl. 5 The
expressions C35-cycloalk(en)yl and
C38-cycloallc(an/en)yl mean a
C38-cycloallcyl- or cycloalkenyl
group.    The term Csrcycloalkyl
designates a monocyclic or bicyclic
carbocycle having three to eight
C-atoms, including but not limited to
cyclopropyl, eydopentyl, cyclohexyl,
10etc. The expressions
C3.6-cycloallc(en)yl and
C3_6-cycloalk(an1en)yl mean a
C36-cycloalkyl- or eycloalkenyl
group.  15 The term C3.6-cycloalkyl
designates a monocyclic or bicyclic
earbocycle having three to six
C-atoms, including but not limited to
cyclopropyl, cyelopentyl, cyclohexyl,
etc. The term C3s-cycloalkenyl
designates a monocyclic or bicyclic
carbocycle having three to eight
C-atoms and including one double
bond. The expression
C5mcycloallc(en)y1 means a
C54-cycloalkyl- or cycloalkenyl
group. The term C58-cycloallryl
designates a monocyclie or bicyclic
carbocycle having five to eight
C-atoms, including but not limited to
cyclopentyl, cyclohexyl, etc. The
term C55-cycloallcenyl designates a
monocyclic or bicyclic carbocycle
having five to eight C-atoms and
including one or two double bonds.
In the term
64-eyeloallc(en)yl-Cis-allc(en/yn)yl,
Csrcycloalk(en)yl and 30
Clmalldeniyn)yl are as defined above.
94 heteroatoms. Examples of such Ar
groups are optionally substituted
phenyl, optionally substituted
naphtyl, optionally substituted
thiophene, optionally substituted
fin-an, optionally substituted
thiazole, optionally substituted
pyridine, optionally substituted
pyrimidine, optionally substituted
pyrrole and optionally substituted 5
oxazole. Ax may be substituted with
one or more substituents
independently being hydroxy, halogen,
C1.6-afir(erilyn)yl,
Cm-cycloalk(en)yl,
Cs-cycloalk(en)yl-Ci.e-allden/yrdyl,
halo-C1.6-alk(en/yn)yl,
C1.6-alldanietfiyloxy,
C3.5-alldanientyn)yloxy, acyl, cyano,
-CO-NII-C1.6-allc(en/yn)yl,
-CO-N(C1..6-alk(en/yOYD2,
-NH-C1-6-a110115/I1)Y1, 



10 -N(C1.6-alk(enlyn)y1)2, -NH2,
-S-C1.6-alk(en/YD)y1,
-S02-C16-alk(endyn)Y1,
-SO2N(C14-allr(en/yn)yll2,
-S02NH-C1.6-alk(en/yn)yl and
-S020-C1.6-afiden/ynly1; or two
substituents may together form a 5-8
membered saturated or unsaturated
ring which optionally contains one or
two heteroatoms. Such two ringforming
substituents may be adjacent and may
together form:
15-C1-12-CH=CII-(CH2)r,
-(CH2)r0-,-CH2-0-C112-0-0-12-,
-(CH2)",n-S-,-C112-S-(ClI2)pn-S-,
-CH2-NH-(CH2)"..-N1l-, - CH=CH-NH-,
-CI-12-0-(CH2),,,,.-NIT or
-0-(CH2),,..-NH-CH2-, 20
-S-(CH2)",,*-Nli-,-N=CH-0- or
-N=CH-S-, wherein m** is 1, 2 or 3,
n** is 2, 3 or 4 and p** is 1 or 2.
As used herein, the term acyl refers
to formyl, C1-6-aketn)ylcarbonyl,
C3.5-cycloalk(en)ylcarbonyl,
Ar-carbonyl,
Ar-C1.6-alk(eniyn)ylcarbonyl or a 25
C3.8-cycloalk(en)yl-C1.6-alk(en/yn)yl
-carbonyl group, wherein
Ci_s-allc(en/yn)yl,
C3.5-cycloalk(en)yl and Ar are as
defined above. The term
halo-C14-alk(en/yn)yl designates
Chs-allc(enlyn)yl being substituted
with one or more halogen atoms
including but not limited to
trifluoromethyl. 30
halo-C3.8-cycloallc(en)yl designates
C34-cyc1oallc(en)yl being substituted
with one or more halogen atoms and
ha10-C3-8-cycloalk(en)yl-C1-6-81k(en5
fi)yl, designates
C5-cycloalir(en)yl-Cis-alk(en/yn)yl
being substituted with one or more
halogen atoms.  95 The terms
hydroxy-Cis-alk(en/yn)yl,
hydroxy-C34-alk(en/yn)yl,
hydroxy-C3.8-cycloaken)yl,
Ar-C15-allOen/Yr0y1,
AtiC35-cycloalSen)yl,
C1.6-allc(aitientyn)Y108Y,
C14-allcanyloxy, C2.6-allrenyloxy,
C2-6-211(394Y1oxY,
C3_&-a1k(anien/Yn)yloxY,
Ci-s-alk(en/yn)ylcarbonyl,
C34-allc(eniy11)yIcarbonyl, 5
Ar-carbonyl,
AsC1.6-alk(en/yr)ylcarbonyl,
C38-cycloalk(en)3/1-CT5-alk(enlyn)ylc
arbonyl etc. designate such groups in
which the CT6-allc(en/Y10311,
C2-6-allcenyl,C3-s-cyc1oaken)yi and
As are as defined above. 10 The term
"two substituents together form a 5-8
membered saturated or unsaturated
ring, which optionally contains one
or two heteroatoms," refers to
aliphatic or aromatic carbocyclic or
heterocyclic systems wherein the ring
is formed by 5 to 8 atoms which may
be substituted by one or more
substituents independently being
C1.6-allr(en/yn)yl,
C3.8-alk(erilyn)yl,
C3ticycloalk(en)yl-Cie-allc(entyn)yi,
halogen, 



15 halo-Cs-alk(en/yn)yl,
halo-Cm-alk(en/yn)yl or
C3.8-cycloalk(en)yl-C1.6-alk(en/yn)yl
. The ring forming atoms are selected
from 3-8 carbon atoms and 0-2 hetero
atoms selected from N, S, or 0. When
the two ring forming substituents are
attached to the same nitrogen atom,
then said nitrogen atom becomes one
of the atoms forming the ring. When
two ring forming substituents are
attached to an aliphatic or aromatic
20 carbocyclic or heterocyclic group,
then the two ringforming substituents
are conveniently attached adjacent to
each other and the ring formed by the
two substituents is fused to the
aliphatic or aromatic carbocyclic or
heterocyclic group. Two ring forming
substituents may together be
represented by:  (C142)..-CHr,
-CH=C11-(CH2)m'-, -C112-CH=CH4C112%",
25 -CH=CH-CH=CH-,
-(C112V-0-,-CH2-0-(CH2)p,-0-,
CH2-0-CH2-0-CH2-,-C142-8-(CH2)/,,-S-,
-C112-S-CH2-S-CH2-, -(CH2),f-NH- ,
-NH-(CH2)1n-NH-, -CH2-NH-(CH0r,-NH-,
CH=CH-NH-,-CH2-0-(CH2),,,-NH- or
-0-(C112)3,--NH-CH2-, -N-CH-0- or
-N=CH-S-, wherein m" is 1, 2 or 3, 30
n" is 2, 3 or 4 and p" is 1 or 2.  WO
2007/090409PCT/DK2007/050013 96 The
term heteroatom refers to a nitrogen,
oxygen or sulphur atom. Halogen means
fluom, chloro, bromo or iodo. 5 The
expressions C1_6-alk(en/yn)yl and
C1_6-alk(anien/yr)y1 mean a
Cis-alkyl, Cmalkenyl or a
C2-6-alkynyl group. The term
Cis-alkyl refers to a branched or
unbranched allcyl group having from
one to six carbon atoms inclusive,
including but not limited to methyl,
ethyl, 1-propyl, 2-propyl, 1-butyl,
2-butyl, 2-methy1-2-propyl and
2-methyl-l-propyl. Similarly,
C2-5-alkenyl and C24-alkynyl,
respectively, designate 10 such
groups having from two to six carbon
atoms, including one double bond and
one triple bond respectively,
including but not limited to ethenyl,
propenyl, butenyl, ethynyl, propynyl
and butynyl. The expression
Ci_3-alk(en/yn)yl means a Cis-alkyl,
024-alIcenyl or a C2_3-allcynyl 15
group. The term Cis-alkyl refers to a
branched or un-branched alkyl group
having from one to three carbon atoms
inclusive, including but not limited
to methyl, ethyl, 1-propyl and
2-propyl. Similarly, Cis-alkenyl and
Caralicynyl, respectively, designate
such groups having from two to three
carbon atoms including one double
bond and one triple bond
respectively, including but not
limited to ethenyl, 1- 



20 propenyl, 2-propenyl, 3-propenyl,
ethynyl, 1-propynyl and 3-propynyl.
The expressions C3.8-cycloalk(en)yl
and Csa-cycloalk(anien)yl mean a C34-
cycloalkyl- or cycloalkenyl group.
The term C3.8-cycloalkyl designates a
monocyclic or bicyclic carbocycle
having three to eight C-atoms,
including but not limited to 25
cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, etc. The term
C38-cycloalkenyl designates a
monocyclic or bicyclic carbocycle
having three to eight C-atoms and
including one double bond. The
expressions C3.6-cycloalk(en)yl and
C36-cycloalk(anien)yl mean a 30
cycloallcyl- or cycloallcenyl group.
The term C3.6-cycloalkyl designates a
monocyclic or bicyclic carbocycle
having three to six C-atoms,
including but not limited to
cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, etc.  97 The term
heterocycloalk(en)yl designates a
mono cyclic or bicyclic ring system
wherein the ring is formed by 4 to 8
atoms selected from 2-7 carbonatoms
and 1 or 2 heteroatoms selected from
N, S, or 0. 5 When two substituents
together with a carbon atom to which
they are attached form a 3-8 membered
saturated or unsaturated ring which
optionally contains 1 or 2
heteroatoms, then a monocyclic ring
system is formed by 3 to 8 atoms
selected from 1-8 carbonatoms and 0-2
heteroatoms selected from N, S, or 0.
Examples of such ring systems are
cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl. lO The term
halo-C1-6-al1anlyiny1 designates
C1-6-alk(eniri)y1 being substituted
with one or more halogen atoms,
including but not limited to
trifluoromethyl. Similarly,
halo-C3e-cycloalk(en)yl designates
C3.8-cycloalk(en)yl being substituted
with one or more halogen atoms and
halo-heterocycloalk(en)yl designates
heterocycloalk(en)yl 15 being
substituted with one or more halogen
atoms. The term
NeRl2tet-s-alif(elli3m)yl designates
C56-alk(en/yn)yl being substituted
with meiRir. The term me2-12'-
C3.8-cycloalk(en)y1 designates
C38-cycloalk(en)y1 being substituted
with NituR 12'. The term NR32-12'_ ic
C3.8-cycloallc(en)yl-CTs- 20
akeo/y03/1 designates
C3_s-cycloalk(en)yl-C1.6-alle(en/yiny
l being substituted with NRI2R12'.
When any of
NRI2R12'-C(6-alk(en/yn)yl,
NR121112'-C3.8-cycloalk(en)yl and
NRI2R12'-C3.rcyc1oalk(en)yl-C(4-alk(e
n/3m)yl is optionally substituted,
then any of C1.6-alk(en/yn)yl,
C3_5-cycloalk(er)yl,
Css-cycloalk(en)yl-CTs-alk(en/yn)yl
is optionally substituted with one or
more substituents independently being
Ci-s- 



25 allc(en/yn)yl, Cm-cycloaken)yl,
C3_3-cycloaken)yl-Ci_5-a1k(en/yn)yl
or Ar. As used herein, the term acyl
refers to formyl,
Cps-alk(enlyn)ylcarbonyl, C34-
cycloalk(en)ylcarbonSd, Ar-carbonyl,
Ar-C1.6-alk(en/yn)ylcarbonyl or a
C3_2-
CydOalltn)34-C1441KenlYarl-Carbonyl
group, wherein C1.6-a1k(en/y7)1/1,
C3-r 30 cycloalk(en)yl and Ar are as
defined above.  98 further
heteroatoms, then a monocyclic ring
system is formed by 4 to 8 atoms
selected from the nitrogen atom, 1-7
carbonatoms and 0-3 further
heteroatoms selected from N, S, or 0.
Examples of such ring systems are
azetidine, beta-lactame, pynolicline,
pipericline, piperazine, morpholine,
pyrrole, oxazolidine, thiazolidine,
imidazolidine, 5azeticline,
beta-Metame, tetrazole and pyrazole.
When two adjacent substitueuts
together with the aromatic group to
which they are attached form a 4-8
membered ring, which optionally
contains one or two heteroatoros,
then a ring system is formed by 4-8
atoms selected from 3-8 10
carbonatoms and 0-2 heteroatoms
selected from N, S, or 0. Such two
adjacent substituents may together
form:
(CH2)",-CHz-,-CH2-CHH-(C1-12)pn-,
-CH=CH-CH-CH-,
(CH2)"--0-,-C112-0-(CF12)0,-0-,
-C112-0-CH2-0-CH2-,
-C1-12-S-(CH2)1,'--S-,
-C112-S7C112-S-CH2-,
15-C1-12-NH-(C112)9--NH-, -
-C112-0-(CHs)r-NH- or
-0-(CE12)p.-NH-C1-12-,- N=CH-NH-,
-N=0-1-0- or -N=CH-S-, wherein m" is
1,2 or 3, n" is 2,3 or 4 and p" is 1
or 2. 20 The term Ar refers to
optionally substituted aromatic
systems of 5-10 carbon atoms, wherein
0, 1, 2, 3 or 4 carbon atoms may be
replaced by heteroatoms independently
selected from N, S, or 0. Examples of
such Ar groups are optionally
substituted phenyl, optionally
substituted naphtyl, optionally
substituted pyridine, optionally
substituted pyrrole, optionally
substituted pyrimidine, optionally
substituted 25 quinoline, optionally
substituted indole, optionally
substituted thiophene, optionally
substituted futon, optionally
substituted thia2ole and optionally
substituted oxazole. Ar may be
substituted with one or more
substituents independently being
hydroxy, halogen, C1.6-alk(en/yn)yl,
C3.8-cycloalk(en)T1,
C3-s-cydoalls(en)yl-C1.6-alk(en/yn)yl
, halo-C1.6-alk(en/yn)yl,
Ci_6-al1c(en/y0TioxY,
Cs-s-alk(en/yn)yloxy, acyl, nitro or
30 cyano, -CO-NH-C1.6-allc(en/yn)yl,
-CO-N(Cts-alk(en/Yn)Y1)2, -NH2,
-NH-C1-6- alk(SYT)Y1,
-N(C1-6-alk(erilY0Y02, -8-
C1-6-RlIc(en/Yll)yi,
-802-C1-6-alk(en/YIHY1, -
SO2N(C1_6-alk(en/yn)y1)2 and
-SO2NH-C1.6-alk(en/yn)y1; or two
adjacent substituents may together
with the aromatic group to which they
are attached form a 4-8 
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membered ring, which optionally
contains one or two heteroatorns and
which may be saturated or
unsaturated. The terms
C35-cycloallc(en)34-C1_6-alk(en/YL)YI
,
Ch6-a1k(en/yn)YI-Csa-cyc1oa1k(en)y1,
5
C1_6-aik(en/yn)y1-heterocycloa1k(en)y
1, Ar, Ar-C1_6-a1k(en/yn)yl, Ar-C3_6-
cycloallc(en)yl,
Ar-heterocycloalk(en)yl,
Ar-C34-cyc1oa1lden)yl-C1-6-a1k(en/yn)
y1, Ar- 6
C14-aliden/yn)yl-C3_8-cycloalk(en)yl,
Ar-C1.6-alk(en/yn)yl-heterocycloallc(
en)yl, 6-alk(en/y11)3doxy,
C6-alkenyloxy,
Cs-s-cycloalk(en)yloxy,
Ci-salk(enlyn)yloxy-Q-6-alk(en/yn)yl,
es-s-cycloa1k(en)y1oxy-Q.6-a1k(en/yn)
y1, C1-6- 10
alk(en/ya)yloxy-C34-cycloal4en)yl,
C1_6-a1k(en/3m)y1oxy-heterocycloalk(e
n)y1, Aroxy-C16-allc(en/yn)yl,
Ar-C14.-alken/ynlyloky-Q.6-alk(en/yn)
yl, C1-6- allc(edyn)ylcarbonyl,
C3.8-allc(en/yn)ylcarbonyl,
At-carbonyl, Ar-C14-
allc(en/yn)ylcarbonyl,
C34-cycloalk(en)YI-C14-allOen/Y11)ylc
arbonyl, -CO-C15alk(en/yn)yl,
-S-C14-allc(en/w0y1, -802-C1
6-alk(en/yn)yl and -S020-C16- 15
allc(en/yn)yl,
C14-alk(en5i11)Yloxy-carbonyl-CJA-alk
(en/yifiyl,
C3.8-cyc1oa1k(en)y1oxycarbonyl-C166-a
lk(en/yn)yl, Csa-cycloallc(en)yl-C1
6-alk(en/yn)ylony-carbonyl-Ci
alk(entyn)yl, acyl,
acyl-C1_6-allc(en/ya)YI,
acyl-C3.8-cycloalk(en)yl,
acylheterocycloalk(en)yl,
acyl-C3.1-cycloallden)yl-Ci4-alk(en/r
i)yl, acyl-C1-6-
alk(en/yn)yl-Cs_s-cycloallc(en)yl,
acyl-C1.4-alk(en/yn)yl-heterocycloalk
(en)yl, 20 hydroxy-C1 6-alk(en/yn)yl,
hydroxy-C3_8-cycloalk(en)yl, hydroxy-
heterocycloalk(en)yd,
hydroxy-C34-cycloallc(en)yl-C14-alk(e
n/yn)yl, hydroxy-C1_6-
alk(enlyn)yl-C3-6-cycloalk(en)yl,
hydroxy-C1_6-allc(erilyn)yl-heterocyc
loalk(en)yl, halo-C6.6-alk(en/yn)yl,
halo-C3a-cycloalk(en)yl,
halo-heterocycloalk(en)yl,
cycloalk(en)yl-C1.6-aik(en/yn)yl,
ha10-C1_6-a1k(en5'n)yl-C3a-cyc1oalk(e
u)yl, halo-C1- 25
6-aken/yn)yl-heterocycloalk(en)yl,
ha10-Cl_6-alk(enlyn)yl-Ar, halo-C34-
cycloallden)yl-Ar,
ha10-C34-cycloalk(en)y1-Ci-5-alk(elli
fl)YI-Ar,
halo-Civallden/yn)yl-Cm-cycloalk(en)y
l-Ar, halo-heterocydoalk(en)yl-Az
cyano-Cmalk(erilyn)yl,
cyano-Cm-cycloalk(en)yl,
cyano-heterocycloalk(en)yl,
cyano-Cnscycloalk(en)yl-Ch6-allc(en/y
n)yl,
cyano-Q.6-alk(en/yn)yl-Csa-cycloalk(e
n)yl, cyano- 30
C14-allc(en/yn)Y1-heterocycloalk(en)y
l etc. designate such groups in which
the C1.6- alk(en/yn)yl, C2_6-alkenyl,
C2,6-alkyny1, C3_rcyc1oalk(en)yl,
heterocycloalk(en)yl, Ar, cyano,
halo-C1_6-alk(en/3m)yl,
halo-C368-cycloallc(en)yl,
halo-heterocycloalk(en)yl and acyl
are as defined above.  WO
20071090409PCT/DIC2007/050013 100 



In another embodiment of the present
invention, the following definitions
are applied for fonnuLa 5: The term
heteroatom refers to a nitrogen,
oxygen or sulphur atom. 5 Halogen
means fluor, chloro, bromo or iodo.
The expression C1.6-alk(en/yn)yl
means a C15-alkyl, C24-allcenyl or a
C2.5-allcynyl group. The term
Cis-alkyl refers to a branched or
un-branched alkyl group having froin
one to six carbon atoms inclusive,
including but not limited to methyl,
ethyl, 101-propyl, 2-propyl, 1-butyl,
2-butyl, 2-methy1-2-propyl and
2-methyl-1-propyl. Similarly,
C2-6-alIcenyl and C2.6-al.kynyl,
respectively, designate such groups
having from two to six carbon atoms,
including one double bond and one
triple bond respectively, including
but not limited to ethenyl, propenyl,
butenyl, ethynyl, propynyl and
butynyl. 15 The expression
Cmo-alk(erilyn)yl means a
CiC2-15-alkenyl or a C2-10-alkynyl
group. The term Cis-alkyl refers to a
branched or un-branched alkyl group
having from one to six carbon atoms
inclusive, including but not limited
to methyl, ethyl, 1-propyl, 2-propyl,
1-butyl, 2-butyl, 1-pentyl, 1-hexyl,
I-heptyl, 1-octyl, 1-nonyl, 20
1-decyl, 2-methyl-2-propyl and
2-methyl-l-propyl. Similarly,
C240-alkenyl and C24 cralkynyl,
respectively, designate such groups
having from two to six carbon atoms,
including one double bond and one
triple bond respectively, including
but not limited to ethenyl, propenyl,
butenyl, pentenyl, hexenyl, heptenyl,
octenyl, nonenyl, decenyl, ethynyl;
propynyl, butynyl, pentynyl, hexynyl,
heptynyl, octynyl, nonynyl, 25 and
decynyl. The expression
Cm-cycloalk(en)yl means a
C38-cycloallcyl- or cycloallcenyl
group. The term C3.5-cycloalkyl
designates a monocyclic or bicyclic
carbocycle having three to eight
C-atoms, including but not limited to
cyclopropyl, cyclopentyl, cyclohexyl,
30cycletheptyl, cyclooctyl,
[1.1.1]bicyclopentyl,
bicyclo[2.2.1]heptyl,
[2.2.2]bicyclooctyl and
[3.3.0]bicyclooctyl, etc. The term
Cxrcycloalkenyl designates a
monocyclic or bicyclic carbocycle
having three to eight C-atoms and
including one double bond.   101 The
term halo-Cr_s-all(en/yn)yl
designates Ci.s-a&(en/yn)yl being
substituted with one or more halogen
atoms, including but not limited to
trifluoromethyl. 



Similarly, halo-C3-5-cycloallc(en)yl
designates C34-cycloalk(ofiy1 being
substituted with one or more halogen
atoms 5In the expression
halo-C3_2-cycloalk(en)yl-Cis-alk(en/y
ifiy1 the terms Ci.s-alk(en/yn)yl and
halo-Cm-cycloalk(m)yl are as defined
above. When two adjacent sub
stituents together with the aromatic
group to which they are attached form
a 4-8 membered ring, which optionally
contains one, two or three 10
heteroatonas, then a ring system is
formed by 4-8 atoms selected from 4-8
carbonatoms and 0-3 heteroatoms
selected from N, S, or 0. Such two
adjacent substituents may together
form: -(CH2)a-CH2-, -CH-CH-(CH2)tr,
-CH2-CH=CH-(CH2)0, -CH=C1-1-CH=CH-,
-CH2-04C110c-0-, -CH2-0-CH2-0-CH2-,
15 -(CHA-S-, -S-(CH2)b-S-,
-CH2-S-(CH2)0-S-, -CH2-S-CHrS-CH2-,
-(CI42)a-N11- ,-C1-12-NH-(CH2)e-N11-,
-CH=CH-NH-, -0-(012)5-NH-,
-C142-0-(CH2),-NH- or
-0-(C1-12)0-NTI-CH2-, -N=CH-0- or
-NCH-S- or -NN-NI-I-, wherein b is!,
2 or 3, a is 2, 3 or 4 and c is 1 or
2. 20 The term Ar refers to
optionally substituted aromatic
systems of 5-10 carbon atoms, wherein
0, 1, 2, 3 or 4 carbon atoms may be
replaced by heteroatoms independently
selected from N, S, or 0. Examples of
such Ar groups are optionally
substituted phenyl, optionally
substituted naphthyl, optionally
substituted pyridine, optionally 25
substituted thiophene, optionally
substituted furan, optionally
substituted thiazole, optionally
substituted quinoline, optionally
substituted indole, optionally
substituted 2,3-dihydro-benzofuran,
optionally substituted pyrinaidine,
optionally substituted pyrrole and
optionally substituted oxazole. Ar
may be substituted with one or more
substituents independently being
hydroxy, halogen, C1.6-alk(en/yn)yl,
30Cs_s-cycloalk(en)yl,
Cm-cycloallc(en)y1-0L6-alk(en/yn)yl,
halo-C1_6-allc(entyn)yl,
C1..6-a1k(en/yn)ylozy,
C34-alk(en/yifiyloxy, acyl, nitro or
cyano, -CO-NH-Cis-allc(en/yifiyl,
-CO-N(C1.6-anc(en/yn)y1)2, -NH2,
-NH-Ci_s-alk(en/yn)yl,
-N(C1-6-ailt11/570Y1)2,
-S-C14-frik(e11/327)Y1,
-S02-C1.6-alk(en/pqyl, 



102 -SO2N(C:_s-allc(en/Yn)yfi2 and
-SO2NH-C1.6-alk(en/yn)y1; or two
adjacent substituents may together
with the aromatic group to which they
are attached form a 4-8 membered
ring, which optionally contains one,
two or three heteroatoms. When Ar is
substituted with
CO-NH-Cis-alk(en/yn)yl or
CO-N(C14-allc(en/Y:1)3702, 5 then the
carbon atom of the CO group is
attached to Ar. When Ar is
substituted with 111e12,
NII-C15-alk(en/yn)yl or
N(C1u-a1k(en/yn)Y1)2, then the
nitrogen atom is attached to Ar. When
Ar is substituted with
-S-C1.6-alk(entrfiY1,
-802-C1.6-alk(eMyn)Y1,
-SO2N(Cru-alk(eniyn)y1)2 or
-SO2NH-C1.6-alk(en/yn)yl then the
sulphur atom is 10 attached to Ar.
The term acyl refers to formyl,
C1.6-alk(en/Y11)y1carbonyl,
C34-cycloa1lc(en)ylcarbonyl,
Ar-carbonyl,
Ar-C16-alk(en/yn)ylcarbonyl or a
C3u-cycloallc(en)yl-C1.6-alk(en/yn)yl
-carbonyl group, wherein
Ciu-alk(eniynVis 15 C3
s-cycloallc(en)yl and Ar are as
defined above. The terms
C3_8-cycloallc(en)yl-C1.6-alk(en(yn)y
l, Ar-C6-a1k(enlyn)yl,
C/6-a1lc(en/yn)yloxy and
C3.8-cycloa1k(en)yloxy; designate
such groups in which the
Cits-alk(en/yn)yl,
C3.8-cycloallc(en)yl and Ar are as
defined above. 20 Similarly,
C3.8-cycloalk(en)yl-C1.5-alk(en/yn)yl
oxy designate such groups in which
Cs_s-cycloallc(en)yl and
C6-allc(en/yn)yloxy are as defined
above. The expressions
Ar-Cm-cycloalk(en)yl and
Ar-C3ss-cycloalk(en)yl-Cis-alk(en/yn)
yl designate such groups in which the
C1-6-allc(en/Yn)Y1,
C3-8-cycloallc(en)y1 and Ar are as
defined above. 25 In another
embodiment of the present invention,
the following definitions are applied
for formula 6: The term heteroatom
refers to a nitrogen, oxygen or
sulphur atom. 30 Halogen means fluor,
chloro, bromo or iodo. 



Amino means NH2.  103 The expression
"C16-alk(entyn)yl" means Chs-alkyl,
Ces-alkenyl or Ce_G-allrynyl. The
term "C1_6-alkyl" refers to a
branched or unbranched alkyl group
having from one to six carbon atoms
inclusive, including but not limited
to methyl, ethyl, prop-l-yl,
prop2-yl, 2-methyl-prop-1-yl,
2-methyl-prop-2-yl,
2,2-dimethyl-prop-1-yl, but-l-yl, 5
but-2-yl, 3-methyl-but-1-yl,
3-methyl-but-2-yl, pent-l-yl,
pent-2-yl, pent-3-yl, hex-1- yl,
hex-2-y1 and hex-3-yl. The term
"C6-alkenyl" designates such groups
having from two to six carbon atoms
and one double bond including but not
limited to ethenyl, propenyl, and
butenyl. The term "C2_s-alkynyr
designates such groups having from
two to six carbon atoms and one
triple bond, including but not
limited to 10 ethynyl, propynyl and
butynyl. The expression
"C5_8-alk(en/yn)yl" means Cis-alkyl,
C24-alicenyl or Ce_s-allrynyl. The
term "CIA-allcyl" refers to a
branched or unbranched alkyl group
having from one to eight carbon atoms
inclusive, including but not limited
to methyl, ethyl, prop-l-yl, 15
prop-2-yl, 2-methyl-prop4-yl,
2-methyl-prop-2-yl,
2,2-dimethyl-prop-1-yl, but-l-yl,
but-2-yl, 3-methyl-but-1-yl,
3-methyl-but-2-yl, pent-l-yl,
pent-2-yl, pent-3-yl, hex-1- yl,
hex-2-y1 and hex-3-yl, 1-heptyl,
2-heptyl, 3-heptyl and 4-heptyl. The
term "C24- alkenyl" designates such
groups having from two to eight
carbon atoms and one double bond,
including but not limited to ethenyl,
propenyl, and butenyl. The term 20
"C25-alkynyl" designates such groups
having from two to eight carbon atoms
and one triple bond, including but
not limited to ethynyl, prommyl and
butynyl. The expression
"Cm-cycloalk(en)yl" means
Css-cydoallcyl or Cm-cycloalkenyl.
The term "C34-eyeloalkyl" designates
a monocycle or bicyclic carbocycle
having three to 25 eight
C-atoms,.including but not limited to
cyclopropyl, cyclopentyl, cyclohexyl,
bicycloheptyl such as
2-bicyclo[2.2.11heptyl. The term
"Cm-cycloalkenyl" designates a
monocycle or bicyclic carbocycle
having three to eight C-atoms and one
double bond, including but not
limited to cyclopropenyl,
cyclopentenyl and cyclohexenyl. 30
The team "Cm-heterocycloaken)yr means
Cm-heterocycloalkyl or
C34-1aeterocycloalkenyl. The term
"C34-heterocycloalkyl" designates a
monocycle or bicyclic ring system
wherein the ring is fanned by 3 to 8
atoms selected from 2-7 carbon atoms
and 1 or 2 heteroatoms independently
selected from N, S, or 0.  104
Examples of C3.8-heterocycloalkyles
are pyrrolicline, azepan, morpholine
and piperidine. The term
C38-heterocycloalkenyl" designates a
monocyclic or bicyclic ring system
with one double bond, wherein the
ring is formed by 3 to 8 atoms
selected from 2-7 carbon atoms and 1
or 2 heteroatorns independently
selected from N, 5, or 5 0. 



The term ArY1 refers to monocyclic or
bicyclic aromatic systems of 5-10
carbon atoms, including but not
limited to phenyl and naphthyl. Any
Aryl which is mentioned either alone
or as a part of a larger sub stituent
is optionally substituted and 10 may
thus be substituted with one or more
substituents such as with 0, 1, 2, 3
or 4 substituents. Any Aryl which is
mentioned either alone eras a part of
a larger substituent may thus be
substituted with one or more sub
stituents independently selected from
the group consisting of amino,
halogen, cyano, Cj.5-alk(enlyn)yl,
C34- cycloalk(en)yl,
C35-cycloalk(en)yl-C886-alk(enlyn)yl,
halo-C1.6-alk(en/yn)yl, halo-Ca 15
rcycloalk(en)yl,
halo-C3.s-cycloalk(en)yl-Cis-alk(en/y
n)yl, C38-heterocycloalk(en)yl,
C1-6-alkyl-C3rheterocycloalk(en)yl,
hydroxY, C1i8-alk(en/yn)yloxy,
Careycloallc(en)yloxy,
C3.8-cycloallc(en)ylCj.6-alk(eMyn)ylo
xy, halo-Ca6-alk(en/yn)yloxy,
halo-Carcycloalk(en)yloxy,
haloC54rcycloalk(en)yl-C186-alk(en/yn
)yloxy, Cis-alk(en/yn)ylamino, 20
di-(C,5-alk(en/yn)yl)amino,
C14-alk(en(yn)yl-CO-NH- and
C188-alk(en/yn)ylsulfonamide; or two
adjacent sub stituents may together
with the Aryl group to which they are
attached form a 4-8 membered ring,
which optionally contains one or two
heteroatoms and which is optionally
substituted with one or more
C185-alk(en/yn)yl groups. When two
adjacent sub stituents together with
the Aryl group to which they 25 are
attached form a 4-8 membered ring,
which optionally contains one or two
heteroatoms, then a ring system is
formed by 4-8 atoms selected from 3-8
carbon atoms and 0-2 heteroatoms
independently selected from N, S, or
0. Such two adjacent substituents may
together form: -(CH2)11-0-,
-04C112)88-0-, -Cf12-0-(C112)p-0-,
-CH2-
-0-C(C113)z-(012)181-8-5-(C12)88-S-,
-CH2-5-(0-12)p-5- or 30
-C112-S-CH2-5-CI-12-,
-S-C(C113)2(C1-12).-; wherein m is 1,
2 or 3, n is 2, 3 or 4 and p is 1 br
2.  105 The term teteroaryl" refers
to monocyclic or bicyclic
heteroaromatic systems of 5- 10 atoms
selected from 1, 2, 3, 4, 5, 6, 7, 8
or 9 carbon atoms and 1, 2, 3 or 4
heteroatoms independently selected
from N, S, or 0, including but not
limited to pyridine, pyrrole,
pyrimidine, quinoline, indole,
thiophene, luau, imidazoles such as
5311-imidazol and 1H-imicinzol,
triazoles such as [1,2,3]triazole and
[1,2,4]triazole, tetrazoles such as
2H-tetrazole and oxahole. Any
Heteroaryl which is mentioned either
alone or as a part of a larger
substituent is optionally substituted
and may thus be substituted with one
or more substituents such as with 0,
1, 2, 3 or 4 substituents. Any
Heteroatyl which is mentioned either
alone or as a part of a larger
substituent 10 may thus be
substituted with one or more
substituents independently selected
from the group consisting of halogen,
cyano, amino, halo-Cie-alk(entyn)yl,
halo-C3.5cycloalk(en)yl,
halo-Cm-cycloalk(en)yl-Cie-allc(en/yn
)yl, C16-allc(endyn)yl, C34-
cycloalk(en)yl,
Cs_s-cycloalk(en)yl-Cis-alk(en/yn)yl,
Aryl, Aryl-05.5-alk(en/yn)yl,
6-alk(en/3m)yloxy,
Cm-cycloalk(en)yloxy,
C35-cycloalk(en)yl-C1.6-alk(en/yn)ylo
xy, 



15 Cin-alk(entyn)yl-phenoxy,
Can-cycloalk(en)yl-phenoxy,
C34-cycloalk(en)yl-CTsalk(en/yn)yl-ph
enoxy, amino-phenoxy, halo-phenoxy,
cyano-phenoxy, halo-C1-6-
allc(entyn)yl-phenoxy,
halo-C34-cycloalk(en)yl-phenoxy,
halo-Csn-cycloalk(en)yls-allc(en/yn)y
l-phenoxy,
Cs-s-heterocycloaken)yl-phenoxy,
Cli5-alkyl-H3-8-
heterocycloallc(en)yl-phenoxy,
hydroxy-phenoxy,
C1.6-a1k(entyn)yloxy-phenoxy, C35- 20
cycloalk(en)yloxy-phenoxy,
Csn-cycloalk(en)yl-Ci.6-alk(en/yn)ylo
xy-phenoxy,
haloCin-allc(en/yn)yloxy-phenoxy,
halo-C3.5-cycloolk(en)yloxy-phenoxy,
halo-C34-
cycloalk(en)yl-Ci-s-alkfell/YOYloxY-P
henoxY,
Clia-alk(en/yn)ylamino-phenoxY,
di-(CIA-allc(enlyn)ypamino-phenoxy,
C34-alk(einyn)yl-CO-NH-phenoxy and
Ci_s-all(en/yn)yl-sulfonamide-phenoxy
. 25 The term
"halo-H3-6-allr(enfyn)yl" designates
C1.6-alk(en/yn)yl being substituted
with one or more halogen atoms,
including but not limited to
trifluoromethyl and 3,3,3-
trifluoro-l-propyl. Similarly,
halo-Cm-cycloallc(en)yl designates
C34-cycloaken)yl being substituted
with one or more halogen atoms and
"halo-phenoxy" designates 30 phenoxy
being substituted with one or more
halogen atoms.  106
1-amino-3-methyl-but-1-yl. Similarly,
amino-C34-eyeloalk(en)yl designates
C3-gcycloalk(en)yl being substituted
with one amino group and amino-C3.8-
cycloalk(en)yl-C1.6-alk(en/yn)yl
designates
C3.8-cycloa.11c(en)y1-Ct6-allc(en/yn)
ylbeing wherein C3..8-cycloallc(en)yl
is substituted with one amino group.
5 In the expressions
C35-cycloalk(en)yl-C1-6.-alk(en/Y11)Y
1,
C3-5-heterocycloallc(en)yl056-alk(en/
361))/1,
Ci-s-alk(en/yn)yl-Cs_rheterocycloalk(
en)yl-Cisalk(en/yn)yl,
Ary1C1.6-alk(en/yn)yl,
Aryl-C34-cycloalk(m)yl,
Aryl-Cm-cycloalk(en)yl-Ctsalk(en/ytt)
yl, Aryl-C3_8-heterocycloalk(en)yl,
Hetemaryl-C1.6-alk(en/yn)yl, 10
Heteroaryl-Cm-cycloalk(en)yl,
Heteroaryl-Csti-cycloalk(en)yl-Cis-al
lan/yn)yl,
halo-C3.8-cyeloalk(en)yl-C1-6-a1k(en/
y031,
ha10-Q.6-alk(en/yn)yl-Cs-sheterocyclo
a1k(en)y1-C1-6-a1lI(en/Yn)yl,
C1.6-allc(en/yn)Y10KS,
Cm-eyoloalk(en)yloxY,
C34-cycloalk(en)yl-C1ma11c(en/yn)ylos
Y, C39-heterocycloalk(en)yloxy, C3is-
allc(en/yn)yloxy-C14-alk(en/yn)yl,
C3.8-cycloalk(en)yloxy-C6-allc(en/yn)
yl, C3-8-
15CyClOanall)Y1-C1-5-alk(en/y1)y1OXY-
C1-6-alk(en/YOY1,
halo-C1-6-alk(en/S11)3110kYi
halo-C35-cycloalk(en)yloxy,
ha10-C3.8-cyc1oallc(en)y1-Cm-a1k(en/y
n)Yloxy, amino-Ct. 6-alk(en/yn)yl,
amino-C34-cycloallc(en)yl,
amino-Cs_s-cycloalk(en)y1-fi-6-
alk(en/yn)yl, R7NH-C1.6-alk(en/yn)yl,
Ctralk(en/yn)ylaraino, di-(C1..6-
alk(en/yn)yl)amino, Ci
6-alk(en/yn)yl-CO-NH-,
Ct6-a1k(en/yn)y1-su1fonamide C1-6- 20
alk(entyn)yl-phenoxy,
C34-eycloallc(en)yl-phenoxy,
C34-cycloallc(en)yl-C16-
alk(en/yn)yl-plaenoxy, halo-phenoxy,
ha10-Ct6-a1k(en/yn)yl-phenoxy,
halo-Cs-8- cycloalk(en)yl-phenoxy,
halo-C3_reye1oalk(en)yl-Ct6-a1k(en/yn
)yl-phenoxy,
heterocycloalk(en)yl-plienoxy,
C1-6-alky1-C3.8-heterocyc1oa1k(en)y1-
phenoxy, C1-6-
alk(en/yn)yloxy-phenoxy,
C35-cycloalk(en)yloxy-plionotcy,
C3z-cyc1oa1k(en)yl- 25
C56-alk(en/yn)yloxy-phenoxy,
halo-056-allc(en/yn)yloxy-phenoxy,
halo- 



C3.tcyc1oallc(en)y1oxy-phenoxy,
halo-C35-cycloalk(en)yl-Q4-allc(en/yn
)yloxyphenosy,
C16-alk(en/yn)ylamino-phenoxy,
di-(C1.6-alk(en/yn)yl)amino-phenoxy,
C1- 6-alk(eMyn)yl-CO-NH-phenoxy and
Ci.6-alk(en/yn)yl-su1fonamide-phenoxy
the tenn.s "C,6-alk(en/yn)Y1",
"C3-5-eyeloalk(en)y1",
"C33-heteroeyeloalk(en)y1", 30
"Aryl", "Heteroaryl",
"halo-05.5-alk(en/3m)y1",
"halo-C3.8-eyeloalk(en)y1",
"halophenoxy", "amino-CT
6-alk(en/yn)y1",
"arnino-C3.8-cycloalk(en)yl" and
"amino-Cmcycloalk(en)yl-C1.6-alk(eril
yn)yl" are as defined above.  107 Any
Ct_s-allc(en/yn)yl which is mentioned
either alone or as a part of a larger
substituent independently contains I,
2, 3, 4, 5 or 6 carbon atoms. Any
Cis-alk(en/yn)yl which is mentioned
either alone or as ti part of a
larger substituent independently
contains I, 2, 3, 4, 5, 6, 7 or 8
carbon atoms. 5 Any
C3.8-cycloalk(en)yl which is
mentioned either alone or as a part
of a larger substituent independently
contains 3, 4, 5, 6, 7 or 8 carbon
atoms. Any C34-heterocycloalk(en)yl
which is mentioned either alone or as
a part of a larger substituent
independently contains 2, 3, 4, 5, 6
or 7 carbon atoms and 1 or 2 hetero
atoms. 10 Any Aryl which is mentioned
either alone or as a part of a larger
substituent independently contains 5,
6, 7, 8, 9 or 10 carbon atoms. Any
Heteroaryl which is mentioned either
alone or as a part of a larger
substituent independently contains 5,
6, 7, 8, 9 or 10 atoms selected from
I, 2, 3, 4, 5, 6, 7, 8 or 9 carbon
atoms and 1, 2, 3 or 4 heteroatoms.
15 In another embodiment of the
present invention, the following
definitions are applied for formula
7: The term "heteroatorn" refers to a
nitrogen, oxygen or sulphur atom. 20
"Halogen" means fluoro, chloro, bromo
or iodo. "Halo" means halogen.
"Cyauo" designates C-=-N 



which is attached to the remainder of
the molecule via the carbon atom. 25
The expression "C1x-alk(en/yn)yl"
means Cis-alkyl, C24-alkenyl or
C24-allrynyl. The term "Cis-alkyl"
refers to a branched or unbranched
allcyl group having from one to six
carbon atoms, including but not
limited to methyl, ethyl, prop-l-yl,
prop-2-yl, 2-methyl-prop-1-yl,
2-methyl-prop-2-yl,
2,2-dimethyl-prop-1-yl, but-l-yl,
but-2-yl, 303-methyl-but-1-yl,
3-methyl-but-2-yl, pent-l-yl,
pent-2-yl, pent-3-yl, hex-1-y',
hex-2- y' and hex-3-yl.  108 The term
"Caralkenyl" refers to a branched or
unbranched a1kenyl group having from
two to six carbon atoms and one
double bond, including but not
limited to ethenyl, propenyl, and
butenyl.   The term "C2-6-alkYnyl"
refers to a branched or unbranched
alkynyl group having 5 from two to
six carbon atoms and one triple bond,
including but not limited to ethynyl,
propynyl and butynyl. The expression
"Cl_rallc(erilyn)yl" means CLralkyl,
C28-alkenyl or C25-allcynyl. The term
"Cla-alkyl" refers to a branched or
unbranched alkyl group having from
one 10 to eight carbon atoms,
including but not limited to methyl,
ethyl, prop-I-yl, prop-2-yl,
2-methyl-prop-1-yl,
2-methyl-prop-2-yl,
2,2-dimethyl-prop-1-yl, but-l-yl,
but-2-yl, 3-methyl-but-l-yl,
3-methyl-but-2-yl, pent-l-yl,
pent-2-yl, pent-3-yl, hex-l-yl,
hex-2- yl, hex-3-yl,
2-methy14,4-dimethyl-pent-1-y1 and
hept-l-yl.    The term "024-alkenyl"
refers to a branched or unbranched
alkeny1 group having 15 from two to
eight carbon atoms and one double
bond, including but not limited to
ethenyl, prop enyl, and butenyl. The
term "C24-alkynyl" refers to a
branched or unbranched alkynyl group
having from two to eight carbon atoms
and one triple bond, including but
not limited to ethynyl, proppayi and
butynyl. 20 The expression
"C34-cycloalk(en)yl" means
C3.8-cycloalley1 or Carcycloalkenyl.
The term "C34-cycloalkyl" designates
a monocyclic or bicyclic carbocycle
having three to eight carbon atoms,
including but not limited to
cyclopropyl, cyclopentyl, cyclohexyl,
bicycloheptyl such as
2-bicyclo[2.2.1]heptyl. 25 The term
"C3.rcycloalkenyl" designates a
monocyclic or bicyclic carbocyde
having three to eight carbon atoms
and one double bond, including but
not limited to cyclopentenyl and
cyclohexenyl. 



The term "Caa-heterocycloalk(en)yl"
means Cm-heterocycloallcyl or 30
Carheterocycloalkenyl. The term
"Carheterocycloalkyl" designates a
monocycLic or bicyclic ring system
wherein the ring is formed by 3 to 8
atoms selected from 2-7 carbon atoms
and 1 or 2 heteroatoms independently
selected from nitrogen, oxygen and
sulphur atoms.  109 Examples of
C3a-heterocycloalkyls are
pyrrolidine, azepan, morpholine,
piperidine, piperazine and
tetrahydrofuran. The term
"C3.8-heterocycloalkenyl" designates
a monocyclic or bicyclic ring system
with one double bond, wherein the
ring is formed by 3 to 8 atoms
selected from 2-7 5 carbon atoms and
1 or 2 heteroatoms independently
selected from nitrogen, oxygen and
sulphur atoms. Examples of
C3,8-heterocycloalicenyls are
dillydropyrrote, dihydrofuran and
dihydrothiophene.    When
C34-heterocycloalk(en)yl comprises
nitrogen then
Cs_rheterocycloalk(en)yl is attached
to the remainder of the molecule via
a carbon atom or nitrogen atom of the
10 heterocyclic ring. When
Cm-heterocycloalic(en)yl does not
comprise nitrogen then
C38-heterocycloalk(en)yl is attached
to the remainder of the molecule via
a carbon atom of the heterocyclic
ring. 15 The term
"halo-Ci-s-allanfyr0y1" designates
C14-allalliyn)yl being substituted
with halogen, including but not
limited to trifluoromethyl.
Similarly, "halo-C35-cycloalk(en)yl"
designates Ca_rcycloalk(en)yl being
substituted with halogen, including
but not limited to chlorocyclopropane
and chlorocyclohexane. Similarly,
"halo-C3_8-cycloalk(en)yl-Cis-alkIen/
YnIy1" designates halo-C3.5- 20
cycloalk(en)yl being attached to the
remainder of the molecule via
C14-alk(en/yn)yl. The term
"C1_6-alk(en/yn)yloxy" designates
C15-allc(en/yn)yl being attached to
the remainder of the molecule via an
oxygen atom.
Similarly,-"Ca_rcycloalk(en)yloxy"
designates Caa-cycloalk(en)yl being
attached to 25 the remainder of the
molecule via an oxygen atom. In the
expressions
"C3a-cycloalk(en)yl-C14-allc(en/yn)y1
", "Aryl-Cis-allc(enlyn)y1",
"Aryl-C35-cycloalk(en)y1",
"Aryl-C3.8-cycloalk(en)yl-Ci_s-alk(er
ilyn)y1",
7C3_rheterocycloalk(en)yl-Ci_a-alk(en
/yn)y1", "Ci.."--alk(en/yn)yl- 30
C35-heterocycloalk(en)yl-Ci_6-alk(en/
yn)y1",
"1Ieteroaryl-Cha-alk(en/yn)y1",
"Heteroaryl-C35-cycloallc(en)y1",
"lleteroaryl-C34-cycloallc(eMyl-Ci_6-
ark(en/yn)y1",
"NR4R5-054-alk(en/yn)yl",
"NR4R5-C3_8-cycloallc(en)y1",
1'4R4R5- C3_8-CYClOalk(en)Y1-C1-6-
alk(entyn)y1",
"C34-cycloalk(en)yl-C16-allantyn)ylox
Y",  



110
"Ch6-alk(enlyn)yloxy-C1.s-alk(en/yn)y
l",
"C3s-cyc1oa1k(en)y1oxy-Ctrallc(en/yn)
y1" and
"C3rcycloalk(en)y1-C1.6-alk(en/ym)y1o
xy-Ci_ralk(en/yn)yl" the terms
"Ctralk(en/rfiy1",
"C3s-cycloalk(en)y1", "Aryl",
"Cm-heterocycloallc(en)y1",
"Heteroaryl", "Cts-alk(en/yn)yloxy"
and "C3.8-cycloalk(en)yloxy" are as
defined 5 above. The term
"Heteroaryl" refers to monocycle or
bicyclic heteroaromatic systems being
selected from the group consisting of
pyridine, thiophene, furan, pyrrole,
pyrazole, triazole, tetrazole,
oxazole, imidazole, thiazole,
belizofiaran, benzothiophene and
10indole. The tern Aryl designates
monocycle or bicyclic aromatic
systems being selected from the group
consisting of phenyl and naphthyl. 15
The term "optionally substituted
Aryl-Chralk(en/yn)yl" designates
Aryl-Ctrallc(en/yn)yl wherein the
Aryl moiety is optionally
substituted, such as with 1, 2 or 3
substituents independently selected
from the group consisting of halogen,
cyano, C1_6- alk(en/y0Y1,
C3s-cycloalk(en)V1,
C3-8-cYc1oalk(en)y1-Ch6-allden/3m)yl,
haloCxs-alk(en/yn)yl,
halo-C3s-cycloalk(en)yl,
ha10-C3-3-cyc1oalk(en)yl-Cps-alk(en()
m)yl, 20 C1.6-alk(en/yn)yloxy,
C3_5-cycloalk(en)yloxy and
C3_3-cycloalk(en)ylCxralk(en/yn)yloxy
. Similarly, "optionally substituted
Aryl-C3.rcycloalk(en)yl" designates
ArylC3.2-cycloalk(en)yl wherein the
Aryl moiety is optionally
substituted, such as with 1, 2 or 3
substituents independently selected
from the group consisting of halogen,
25 cyano, CtrallalifYlOYL
Css-cycloalk(en)yl,
C35-cycloallc(en)yl-C1-5-aken/YliW1
halo-C14-alk(en/3/n)yl,
halo-C34-cycloallden)yl,
ha10-C34-cycloalk(en)ylexr-alKelifY10
Y1, C16-allc(en/yn)ylozY,
C34-cycloalk(en)yloxy and
C35cycloalk(en)yl-Q-6-akentyn)yloxy.
Similarly, "optionally substituted
Aryl-C35cycloallc(en)yl-Crralk(en/yn)
yl" 30 designates
Aryl-C34-cyc1oalk(en)yl-Cis-alk(en/yn
)yl wherein the Aryl moiety is
optionally substituted, such as with
1, 2 or 3 substituents independently
selected from the group consisting of
halogen, cyano, Ctralk(en/yn)yl,
Csreyeloalk(en)yl,
C34-cycloallc(en)yl-Cl_rallc(en/yn)yl
, halo-Ci_rialk(en(yn)yl,
ha10-C3s-cycloalk(en)yl,
halo-C3.8-cycloalk(en)yl-C1-6-alk(enr
yn)yl, Ci_c-allflenryn)yloxy, Cs_r
cycloallc(en)yloxy and
C3_2-cycloallc(en)yl-Cis-alltnryn)ylo
xy. 



In another embodiment of the present
invention, the following definitions
are applied 5 for fonnula 8: The term
"heteroatom" refers to a nitrogen,
oxygen or sulphur atom. "Halogen"
means fluoro, ehloro, bromo or iodo.
"Halo" means halogen. 10 "Cyano"
designates CN which is attached to
the remainder of the molecule via the
carbon atom.      "Amino" designates
NH2, which is attached to the
remainder of the molecule via the 15
nitrogen atom. The expression
"C14-alk(en/yr)y1" means Ct.-alkyl,
C4.6-allcenyl or C2.5-alkynyl. The
term "C,..6-alkyl" refers to a
branched or unbranched alkyl group
having from one to six carbon atoms,
including but not limited to methyl,
ethyl, prop-l-yl, prop-2-yl, 20
2-methyl-prop-1-yl,
2-methyl-prop-2-yl,
2,2-climethyl-prop-1-yl, but-1 -yl,
but-2-yl, 3-methyl-but-1-yl,
3-methy1-but-2-y1, pent- hyl,
pent-2-yl, pent-3-yl, hex-I-yl,
hex-2- yl and hex-3-yl.    The term
"02_6-alkenyl" refers to a branched
or unbranehed allonyl group having
from two to six carbon atoms and one
double bond, including but not
limited to 25 ethenyl, propenyl, and
butenyl. The term "C6-alkynyl" refers
to a branched or unbranehed aligns/
group having from two to six carbon
atoms and one triple bond, including
but not limited to ethynyl, propynyl
and butynyl. 30 The expression
"Cmo-allc(enryn)yl" means Cmo-alicYl,
C240-alkenyl or C210-allrynyl. The
term "Ctio-alkyl" refers to a
branched or unbrancbed allryl group
having from one to ten carbon atoms,
including but not limited to methyl,
ethyl, prop-l-yl, prop-2- yl,
2-methyl-prop-1-yl,
2-methyl-prop-2-yl,
2,2-climethyl-prop-1-yl, but-l-yl,
112 but-2-3d,3-methyl-but-2-yl,
pent-l-yl, pent-2-yl, pent-3-yl,
hex-1- yl, hex-2-yl, hex-3-yl,
2-methy1-4,4-dimethyl-pent-did and
hept-l-yl. The term "C240-allcenyl"
refers to a branched or unbranched
alkenyl group haying from two to ten
carbon atoms and one double bond,
including but not limited to 



5 ethenyl, propenyl, and butenyl. The
term "C230-alkynyl" refers to a
branched or unbranched alkynyl group
having from two to ten carbon atoms
and one triple bond, including but
not limited to ethynyl, Propynyl and
butynyl. 10 The expression
"C3.8-cycloalk(en)yr means
Cm-cycloalkyl or C34-cycloallrenyl.
The term "C3.8-cyc1oalky1" designates
a mono cyclic or bicyclic carbocycle
having three to eight carbon atoms,
including but not limited to
cyclopropyl, cyclopentyl, cyclohexyl,
bicycloheptyl such as
2-bicyclo[2.2.1]heptyl.    The term
"C34-cycloallcenyl" designates a
monocyclic or bicyclic carbocycle
having 15 three to eight carbon atoms
and one double bond, including but
not limited to cyclopentenyl and
cyclohexenyl. The term
"halo-C1.6-alk(en/yn)yl" designates
C16-alk(en/yMyl being substituted
With halogen, including but not
limited to trifluoromethyl. 20 The
term "halo-C1.6-alk(en/yn)yloity"
designates C1-6-alli(en/yOyloxy being
substituted with halogen, including
but not limited to
trifluoromethyloxy. - Similarly,
"halo-Cm-cycloalk(en)yl" designates
C3.8-cycloalk(en)yl being substituted
with halogen, including but not
limited to chlorocyclopropane and
chlorocyclohexane. Similarly,
"halo-C3.5.-cycloalk(en)yloxy"
designates C38-cycloalk(en)yloxy
being 25 substituted with halogen,
including but not limited to
chlorocyclopropyloxy and
chlorocyclohexyloxy. Similarly,
"ha10-C34-cyc1oa1k(en)y1-Q.6-alk(en/y
n)yloicy" designates ha10-C34-
cycloallc(en)yl being attached to the
remainder of the molecule via
C1.6-alk(en/yn)yloxy. 30  WO
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Similarly, "C3,s-cycloallt(en)yloxy"
designates C34-cycloalk(en)yl being
attached to the remainder of the
molecule via an oxygen atom.   The
term "aryl" designates monocyclic or
bicyclic aromatic systems being
selected 5 from the group consisting
of phenyl, naphthyl, thiophen, furan,
benzothiophen and benzofuran. The
term "optionally substituted
aryl-C36-alk(en/yn)yl" designates
aryl-C1-6- alk(entyn)yl wherein the
aryl moiety is optionally
substituted, such as with 1, 2 or 3
10 substituents independently
selected from the group consisting of
halogen, cyano, Ctealk(en/yn)yl,
C3,8-cycloalk(en)yl,
C3,3-cycloalk(en)yl-Ci_s-atk(eniyn)yl
, haloCl_rallc(en/yn)yl,
halo-C3a-cycloallc(en)yl,
halo-C34cycloalle(en)yl-Ci_ralk(en/yn
)yl, C1.6-allc(en/yn)yloxy,
Carcycloalk(en)yloxy and
C3.8-cycloalk(en)yl-
C16-alltn/3n)yloxy. 



15 Similarly, "optionally substituted
aryl" designates aryl wherein the
aryl is optionally substituted, such
as with 1, 2 or 3 substituents
independently selected from the group
consisting of halogen, cyano,
Otralk(en/yn)yl, C38-cycloalk(en)yl,
C3_r
cycloalk(en)yl-Ci_e-alk(en/yn)yl,
halo-C34-allk(enipn)yl,
halo-C35-cycloalk(en)yl,
halo-C38-cycloalk(en)yl-Q.6-allc(en/y
nbdi C1-6-all4en/Yn)YlottYi 20
C34-cycloallc(en)yloxy and
C3,3-cycloalltnbrl-Ci_s-alk(entyn)ylo
xy. In the expressions
"C3,8-cycloalk(en)yl-Ci-ralk(en1Yn)Y1
", "aryl-C1,6-allc(eniyn)yl" and
"Ca8-cycloalk(en)yl-C3rallc(en/yn)ylo
xy" the terms "C16-allc(en/yn)y1",
"C3wcycloallc(en)yl", "aryl" and
"Ctralk(en/yn)yloxy" are as defined,
above. 25 The present invention
covers any combination of the
mentioned embodiments as weel as any
combination of the mentioned
embodiments together with any aspect
of the invention. 30 The salts of the
invention are preferably
pharmaceutically acceptable salts
Such salts include pharmaceutical
acceptable acid addition salts,
pharmaceutically acceptable metal
salts ammonium and alkylated ammonium
salts.  114 The pharmaceutically
acceptable salts of the invention are
preferably acid addition salts. The
acid addition salts of the invention
are preferably pharmaceutically
acceptable salts of the compounds of
the invention formed with non-toxic
acids.Acid addition salts include
salts of inorganic acids as well as
organic acids. 5 Representative
examples of suitable inorganic acids
include hydrochloric, hydrobromic,
hydroiodic, sulfuric, sulfamic,
phosphoric and nitric acids and the
like. Representative examples of
suitable organic acids include
formic, acetic, trichloroacetic,
trifluoroacetic, propionic, benzoic,
cinnamic, citric, fumaric, glycolic,
lactic, inaleic, malic, malonic,
mandelic, oxalic, picric, pyruvic,
salicylic, succinic, 10
ethanesulfonic, tartaric, ascorbic,
pamoic, gluconic, citraconic,
aspartic, stearic, palmiric, EDTA,
glycolic, p-aminobenzoic, glutamic,
bis-methylenesalicylic,
methanesulfonic, ethanedisulfonic,
itaconic, benzenesulfonic,
p-toluenesulfonic acids, theophylline
acetic acids, as well as the
8-halotheophyllines, for example 8-
bromotheophylline and the like.
Further examples of pharmaceutical
acceptable 15 inorganic or organic
acid addition salts include the
pharmaceutically acceptable Salts
listed in J. Pharm Sci. 1977,66,2,
which is inccaporated herein by
reference. Examples of metal salts
include lithium, sodium, potassium,
magnesium salts and the like. 20
Examples of ammonium and alkylated
ammonium salts include ammonium,
methyl-, clinaethyl-, trimethyl-,
ethyl-, hydroxyethyl-, diethyl-,
n-butyl-, sec-butyl-, tert-butyl-,
tetramethylammonium salts and the
like. 25 Also intended as
pharmaceutically acceptable acid
addition salts are the hydrates,
which the present compounds are able
to form. 



The compounds of the present
invention may have one or more
asymmetric centres and it is intended
that any optical isomers, as
separated, pure or partially purified
30 optical isomers or racemic
mixtures thereof are included within
the scope of the invention.
Furthermore, when a double bond or a
fully or partially saturated ring
system is  115 present in the
molecule geometric isomers may be
formed. It is intended that any
geometric isomers, as separated, pure
or partially purified geometric
isomers or mixtures thereof are
included within the scope of the
invention. Likewise, molecules having
a bond with restricted rotation may
form geometric isomers. These are
also 5 intended to be included within
the scope of the present invention.
Furthermore, some of the compounds of
the present invention may exist in
different tautomeric forms and it is
intended that any tautomeric forms
that the compounds are able to form
are included within the scope of the
present invention. 10 The compounds
of this invention may exist in
unsolvated as .siv ell as in solvated
forms with solvents such as water,
ethanol and the like. In general, the
solvated forms are considered
equivalent to the unsolvated forms
for the purposes of this invention.
Racemic forms can be resolved into
the optical antipodes by known
methods, for 15 example, by
separation of diastereomeric salts
thereof with an optically active
acid, and liberating the optically
active amine compound by treatment
with a base. Another method for
resolving racemates into the optical
antipodes is based upon
chromatography on an optically active
matrix. Racemic compounds of the
present invention can also be
resolved into their optical
antipodes, e.g. by fractional 20
crystallization of d- or 1-
(tartrates, mandelates or
camphorsulphonate) salts. The
compounds of the present invention
may also be resolved by the formation
of diastereomeric derivatives.
Additional methods for the resolution
of optical isomers, known to those
skilled in the 25 art, may be used.
Such methods include those discussed
by J. Jaques, A. Collet and S. Wilen
in "Enantiomers, Racernates, and
Resolutions", John Wiley and Sons,
New York (1981).      Optically
active compounds can also be prepared
from optically active starting 30
materials.  



116 The invention also encompasses
prodmgs of the present compounds,
which on administration undergo
chemical conversion by metabolic
processes before becoming
pharmacologically active substances.
5 The present invention also relates
to a pharmaceutical composition. The
compounds of the invention or salts
thereof may be administered alone or
in combination with pharmaceutically
acceptable carriers or diluents, in
either single or multiple doses. The
pharmaceutical compositions according
to the invention may be formulated
with pharmaceutically acceptable
carriers or diluents as well as any
other known adjuvants 10 and
excipients in accordance with
conventional techniques such as those
disclosed in Remington: The Science
and Practice of Pharmacy, 19 Edition,
Gennaro, Ed., Mack Publishing Co.,
Easton, PA, 1995. The pharmaceutical
compositions may be specifically
formulated for administration 15 by
any suitable route such as the oral,
rectal, nasal, pulmonary, topical
(including buccal and sublingual),
transdermal, intracisternal,
intraperitoneal, vaginal and
parenteral (including subcutaneous,
intramuscular, intrathecal,
intravenous and intradermal) route,
the oral route being preferred. It
will be appreciated that the
preferred route will depend on the
general condition and age of the
subject to be 20 treated, the nature
of the disorder or disease to be
treated and the active ingredient
chosen. - The pharmaceutical
compositions formed by combining the
compound of the invention and the
pharmaceutical acceptable carriers
are then readily administered in a 25
variety of dosage forms suitable for
the disclosed routes of
administration. The formulations may
conveniently be presented in unit
dosage form by methods known in the
art of pharmacy. The compounds of
this invention are generally utilized
as the free substance or as a 30
pharmaceutically acceptable salt
thereof. One example is an acid
addition salt of a compound having
the utility of a free base. When a
compound of the invention contains a
free base such salts are prepared in
a conventional manner by treating a
WO 20071090409PCT/0K2007/050013 117
solution or suspension of a free base
of the invention with a chemical
equivalent of a pharmaceutically
acceptable acid. Representative
examples are mentioned above.
Pharmaceutical compositions for oral
administration may be solid or
liquid. Solid 5dosage forms for oral
administration include e.g. capsules,
tablets, clragees, pills, 



lozenges, powders, granules and
tablette e.g. placed in a hard
gelatine capsule in powder or pellet
form or e.g. in the form of a troche
or lozenge. Where appropriate,
pharmaceutical compositions for oral
administration may be prepared with
coatings such as enteric coatings or
they can be formulated so as to
provide controlled release 10 of the
active ingredient such as sustained
or prolonged release according to
methods well known in the art. Liquid
dosage forms for oral administration
include e.g. solutions, emulsions,
suspensions, syrups and elixirs.
Formulations of the present invention
suitable for oral administration may
be 15 presented as discrete units
such as capsules or tablets, each
containing a predetermined amount of
the active ingredient, and which may
include a suitable excipient.
Furthermore, the orally available
formulations may be in the form of a
powder or granules, a solution or
suspension in an aqueous or
non-aqueous liquid, or an
oil-in-water or water-in-oil liquid
emulsion. 20 Suitable pharmaceutical
carriers include inert solid diluents
or fillers, sterile aqueous solution
and various organic solvents.
Examples of solid carriers are
lactose, terra alba, sucrose,
cyclodextrin, talc, gelatine agar
pectin, acacia, magnesium steamte,
stearie acid, lower alkyl ethers of
cellulose, corn starch, potato
starch, gums and the 25like. Examples
of liquid carriers are syrup, peanut
oil, olive oil, phospho lipids, fatty
acids, fatty acid amines,
polyoxyethylene and water. The
carrier or diluent may include any
sustained release material known in
the art, such as glyceryl mono
stearate or glyceryl distearate,
alone or mixed with a wax. 30 Any
adjuvants or additives usually used
for such purposes such as colourings,
flavourings, preservatives etc. may
be used provided that they are
compatible with the active
ingredients.  WO
20071090409PCT/DIC20071050013 11.8
The amount of solid carrier may vary
but will usually be from about 25 mg
to about 1 g. If a liquid carrier is
used, the preparation may be in the
form of a syrup, emulsion, soft
gelatine capsule or sterile
injectable liquid such as au aqueous
or non-aqueous liquid 5 suspension or
solution. Tablets may be prepared by
mixing the active ingredient with
ordinary adjuvants or diluents and
subsequently compressing the mixture
in a conventional tabletting machine.



10 Pharmaceutical compositions for
parenteral administration include
sterile aqueous and nonaqueous
injectable solutions, dispersions,
suspensions or emulsions as well as
sterile powders to be reconstituted
in sterile injectable solutions or
dispersions prior to use. Depot
injectable formulations are also
contemplated as being within the
scope of 15 the present invention.
For parenteral administration,
solutions of the compound of the
invention in sterile aqueous
solution, aqueous propylene glycol,
aqueous vitamin E or sesame or peanut
oil may be employed. Such aqueous
solutions should be suitably buffered
if necessary 20 and the liquid
diluent first rendered isotonic with
sufficient saline or glucose. The
aqueous solutions are particularly
suitable for intravenous,
intramuscular, subcutaneous and
intraperitoneal administration_ The
sterile aqueous media employed are
all readily available by standard
techniques known to those skilled in
the art. 25 Solutions for injections
may be prepared by dissolving the
active ingredient and possible
additives in a part of the solvent
for injection, preferably sterile
water, adjusting the solution to the
desired volume, sterilising the
solution and filling it in suitable
ampoules or vials. Any suitable
additive conventionally used in the
art may be added, such as tonicity
agents, preservatives, antioxidants,
etc. 30  119 A typical oral dosage is
in the range of from about 0.001 to
about 100 mg/kg body weight per day,
preferably from about 0.01 to about
50 mg/kg body weight per day, and
more preferred from about 0.05 to
about 10 mg/kg body weight per day
administered in one or more dosages
such as 1 to 3 dosages. The exact
dosage will 5 depend upon the
frequency and mode of administration,
the sex, age weight and general
condition of the subject treated, the
nature and severity of the disorder
or disease treated and any
concomitant diseases to be treated
and other factors evident to those
skilled in the art. 10 The
formulations may conveniently be
presented in unit dosage form by
methods known to those skilled in the
art A typical unit dosage form for
oral administration one or more times
per day such as 1 to 3 limes per day
may contain from 0.01 to about 1000
mg, such as about 0.01 to 100 mg,
preferably from about 0.05 to about
500 mg, and more preferred from about
0.5 mg to abouti200 mg. 15 For
parenteral routes such as
intravenous, intrathecal,
intramuscular and similar
administration, typically doses are
in the order of about half the dose
employed for oral administration. 20
Typical examples of recipes for the
formulation of e invention are as
follo  1) Tablets containing 5.0 mg
of a compound of the invention
calculated as the free base: Compound
of the invention 5.0 mg 



25Lactose60 mg Maim- starch 30 mg
Hydroxypropylcellulose2.4 mg
Microcrystalline cellulose19.2 mg
Croscannellose Sodium Type A2A mg
30Magnesium stearate 0.84 mg  2)
Tablets containing 0.5 mg of a
compound of the invention calculated
as the hue base:  120 Compound of the
invention 0.5 mg Lactose 46.9 mg
Maize starch 23.5 mg Povidone 1.8 mg
5IVEcrocrystalline cellulose14.4 mg
Croscannellose Sodium Type A1.8 mg
Magnesium stearate 0.63 mg 3) Syrup
containing per millilitre. 10Compound
of the invention 25 mg Sorbitol500 mg
Hydroxypropyleellulose15 mg
Glycerol50 mg 



MethyTparaben1 mg 15Propyl-paraben0.1
mg Ethanol0.005 mL Flavour0.05 mg
Saccharin sodium0.5 mg Water ad 1 mL
20 4) Solution for injection
containing per millilitre: Compound
of the invention 0.5 mg Sorbitol5.1
mg Acetic Acid 0.05 mg 25Saccharin
sodium0.5 mg Waterad ImL  121
Experimental section. In the
following, seven examples of
scientific evidence in support of the
present invention will be presented.
All findings listed are
unprecedented, that is, have not
found written material showing
similar results. 5 Example 1.
Electrophysiology, rat. 



Reports have suggested that
inhibition of the number of
spontaneously active dopaminergic
neurones in the ventral tegmental
area (VTA), i.o the mesolimbie
system, in rats may account for an
antipsycholdc potential of a compound
(Chiodo and 10 Bunney 1983, J.
Neurosci., 5, 2539-2544.). In the
mesolimbic system, all clinically
used neuroleptics initially increase
the firing rate of dopamiuergic
neurons (Tung et al., 1991, J. Neural
Transna. Gen Sect., 84(1-2), 53-64,
). After chronic administration, such
neuroleptics eventually (after 3-4
weeks of treatment) decrease the
firing rate to below pre-treatment
levels (Skarsfeldt 1992, Synapse, 10,
25-33; White and Wang 151983,
Science, 221, 1054-1057). This
inhibitory effect on dopaminergic
neurones, which is believed to be
mediated by a depolarisation
blockade, is thought to be of
therapeutic significance to the
antipsychotic effect of neuroleptics
(Grace and Bunney 1986, J. Phannacol.
Exp Ther. 238, 1092-1100). By
inference, a compound that causes an
acute decrease in spontaneous firing
rate of mesolimbic dopaminergic 20
neurones could be anticipated to
possess a fast-onset anlipsychotic
potential. The presence of KCNQ
subunits on DA neurons in the VTA in
rodents is well- documented but their
functionality is unknown (Saganich et
al. 2001, J.. Neurosci.
21(13)4609-4624; Cooper et al. 2001,
J. Neurosci, 21(24)9529-9540).
Consequently, it was studied in vivo
whether KCNQ openers could acutely
inhibit spontaneous 25 activity of DA
neurons in the VTA. Subjects. Male
Wistar rats (Harlan, The Netherlands)
weighing 270-340 g were used. The
animals were housed under a 12-hr
light/dark cycle under controlled
conditions for regular in-door
temperature (212C) and humidity
(55W5%) with food and tap water
available ad libitum. 30 Experimental
procedure. The rats were
anaesthetised with an intraperitoneal
injection of chloral hydrate (400
nag/kg). A femoral vein catheter was
then inserted for supplementary
anaesthetic injections (100 mg/kg)
and drug administration. Animals were
then mounted in a stereotaxic frame,
the skull was exposed, and a hole
(0.5 x 0.5  122 cm) was drilled above
the ventral tegmental area.
Extracellular single-cell recordings
were performed using electrodes
pulled from glass capillaries and
filled with 2% Pontamine Sky Blue in
2 M NaCI. The tip of the electrode
was broken under microscopic control,
yielding an impedance of 2.0 -8.0 MO
at 135 Ilz; The electrode 5 was then
lowered into the brain, using a
hydraulic microdrive, aimed at the
following 



coordinates; 5.5 - 5.0 nun posterior
to Bregma; 0.5 -0.9 num lateral to
the midline. Extracellular action
potentials were amplified,
discriminated and monitored on an
oscilloscope and an audiomonitor.
Discriminated spikes were collected
and analysed using Spike 2 software
(Cambridge Electronic Design Ltd.,
Cambridge, UK) on a PC- 10 based
system connected to a CED 1401
interface unit (Cambridge Electronic
Design Ltd.). Presumed dopamirtergic
neurons were typically found 7.0 -
8.5 nun beneath the brain surface and
were characterised by (I) a slow and
irregular firing pattern (0.5 - 10
Hz), and (2) triphasic action
potentials with a predominant
positive component, a negative
component followed by a minor
positive component, with an overall
15 duration > 2.5 ms (Bunney et al.
1973, J. Pharmacol. Exp. Thor., 185,
560-571.). Administration of
compounds. Once a stable basal firing
rate was obtained, cumulated doses of
N-(2-amino-4-(4-fluorobenzylamillo)-p
henyl) carbamic acid ethyl ester;
dose range 0.3-6.0 mg/kg; volume
range 0 15-1 0 ml/kg),
2-Cyclopentyl-N-(2,6-climethyl4-morph
olin4-yl-pheny1)-acetamide (dose
range 0.03-0.3 mWkg; volume range 0
1- 20 1.0 ml/kg) or
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
yl)-3,3-dimethyl-butyramide (dose
range 0.03-0.5 mg/kg; volume range
0.12-1.0 ml/kg) were administered
i.v., each injection being separated
by at least 3 min. These iv. doses
match the s.c. dose range of 0-10
mg/kg. Statistical analysis. Drug
effects were assessed by statistical
comparison of the mean 25 firing rate
calculated from the 2 - 3 min period
immediately before the first drug
administration (baseline) to the mean
firing rate calculated from at least
60 s at the maximal drug effect. Data
were analysed statistically by a
one-way ANOVA followed by
Student-Newman-Kmils posthoc test. A
p-value less than 0.05 was considered
'significant 30 Results. As can be
seen from Table 1,
N-(2-amino-4-(4-fluorobenzylamino)-ph
enyl) carbarnic acid ethyl ester,
2-Cyclopentyl-N-(2,6-dirnethy1-4-morp
holirt-4-yl-pheny1)- acetatuide,und
N-(2,6-Dimethy1-4-mmpholin-4-yl-pheny
l)-3,3-dimethyl-butyramide all
significantly, and dose-dependently
inhibited the spontaneous DA cell
firing in the  WO
2007/090409PCT/DK2007/050013 123 VTA
of anaesthetised rats following acute
administration of compound. This data
support a potential for these
compounds to posses a fast-onset
antipsychotic potential. Table 1.
Effects of compounds on spontaneous
DA cell fixing in the VTA of
anaesthetised rats. Cumulated dose
(mg/kg) N-(2-amino-4-(4-
fluorobenzylamino)- phenyl) carbamic
acid ethyl ester 2-Cyclopentyl-N-
(2,6-dimethy1-4- morpholin-4-yl-
phenyl)-acetamide N-(2,6-Dimethy1-4-
moipholin-4-ylpheny1)-3,3-dimethytbut
yramide 



0 (Vehicle) 97.5 Jr 1.2 (6)  97.8 Jr
0.7 (8)  97.5  0.8 (10)   0.03 -
95.1 Jr 1.9(4)  89.8 Jr 4.5 (5)  0.1



88.2 12.8 (5) * 81.0  4.0 (5) ** 025
741 Jr 6.3 (4) *** 0.3 95.4 Jr 5.0
(4)  74.6 Jr 3.6 (4) 



***    0.5     68.1 6.0 (4) *** 0.6
64.1 Jr 7.1 (2) ***  



0.9   55.8 1 6.5 (2) ***    1.0 90.5
Jr 4.6 (5)    57.1 Jr 7.9 (3) *** 



2.0 81.1 1 5.1 (5)*      4.0 67.1
3.7 (4) ***      6.0 60.6 + 0.7 



(2) ***      5 Mean Jr standard error
of the mean. Spontaneous DA cell
firing rates expressed as a
percentage of baseline firing rate; n
is indicated in brackets; * p<0.05,
** p<0.01, *** , p<0.001 compared to
baseline (pre-drug administration
activity). Example 2. Amphetamine
challenge, rat 10 D-amphetamine
administration to rodents stimulates
an increase in locomotor activity via
mesolimbic dopamine receptors in the
nucleus accumbens. While
psychostimulant psychosis may not
model all forms of schizophrenia, it
may have applicability to paranoid
schizophrenia and non-schizophrenic
psychotic disorders (Kaystal at aL
pp. 214-224 in Neurobiology of Mental
Illness ISBN 0-19-511265-2). It is
believed that 15 inhibition of the
amphetamine-induced increase itt
locomotor activity is a reliable
method for the evaluation of
compounds with an antipsychotic
potential (Ogren at al.,  124
European J. Pharmacol. 1984,
102,459464)- In the following
experiment, it was tested if the
inhibition of spontaneous DA neurons
in the mesolimbic circuit that was
assessed above, could be translated
into behavioral antipsychotic
endpoint. Subjects. Male Wistar rats
(Taconic, Denmark) weighing 170-240 g
are used. The 5 animals were housed
under a 12-hr light/dark cycle under
controlled conditions for regular
in-door temperature (21-12C) and
humidity (555%) with food and tap
water available ad libitum. Eight
rats were used at each dose level and
in the parallel control group
receiving the vehicle to the test
compound plus d-amphetanaine and the
group receiving vehicle injections
only. 10 Experimental procedure. The
experiment is made in normal light
conditions in an undisturbed room The
test substance is injected 30 min
before s.c. before the injection of
d-amphetamine sulphate (0.5 mg/kg).
Immediately after injection
ofd-amphetamine, the rats are placed
individually in the test cages that
are placed in a U-frame, equipped
with 4 infrared light sources and
photocells. The light beams cross the
cage 4 cm above 15 the rage floor.
Recording of a motility count
requires interruption of adjacent
light beans, thus avoiding counts
induced by stationary movements of
the rat. Motility (counts) is
recorded for a period of 2 hours. The
mean motility induced by vehicle
(saline) treatment in the absence of
d-amphetamine is used as baseline.
The 100 per cent 



effect of d-amphetamine is
accordingly calculated to be total
motility counts minus 20 baseline.
The response in groups receiving test
compound is thus determined by the
total motility counts minus baseline,
expressed in per cent of the similar
result recorded in the parallel
amphetamine control group. The per
cent responses are converted to per
cent inhibition from which ED50
values are calculated by illeanS of
log-probit analyses. In a parallel
set of data, the potential sedative
properties (motility inhibition) of
the test 25 compounds are evaluated
using essentially the same procedure
with the exception of not
administering d-amphetamine-sulphate
at the initiation of locomotor
assessment Results. As can be seen
from Table 2,
N-(2-amino-4-(4-fluombenzylamino)-phe
nyl) carliamic acid ethyl ester,
N42,6-Dinnethy1-4-morpholin-4-yl-phen
y1)-3,3-climethylbutyrainide,
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
olin-4-yl-pheny1)-acetamide all 30
produced an inhibition of the
d-amphetamithe induced hyperactivity
in rats. The potency with which their
effects were exerted was stronger
than their potency to inhibit  WO
2007/090409PCT/DIC2007/050013 125
locoraotor activity, that is, the
inhibition of amphetamine-induced
hyperactivity could not be explained
by sedative properties of the
compounds. Rather, their efficacy
would reflect an antipsychotic
potential of
N-(2-amino-4-(4-fluorobenzylamino)-ph
enyl) carbamic acid ethyl ester,
N-(2,6-Dimethyl-4-morpholin-4-yl-phen
y1)-3,3-dimethyl- 5 butyramide and
2-Cyclopentyl-N-(2,6-dimethyl-4-morph
olin-4-yl-phen34)-acetamide. Since
lithium is well accepted as
efficacious for the treatment of
acute mania and the prophylaxis of
bipolar disorders (Goldberg 2000, S.
Clint Psychiatry 61 (SuppL 13), 12-
18), while olanzapine is accepted for
its efficacy for the treatment of
schizophrenia, and both lithium and
olanzapine were efficacious in this
model, these data support a potential
10 for
N-(2-amino-4-(4-fluombenzylamino)-phe
nyl) carbamic acid ethyl ester,
N-(2,6-
Dimethy1-4-morpholin-4-3/1-pheny1)-3,
3-climethyl-butyramide,
2i-Cyclopentyl-N-(2,6-
dimethy1-4-mcupholin-4-yl-pheny1)-abe
tamide to treat mania and bipolar
disorder as well as schizophrenia.
Table 2. Effects of compounds on
amphetamine-induced hyperactivity in
the rat. Compound Amphetamine
antagonism ED50 (mg/kg) k std.dev.
Motility inhibition ED50 (mg/kg)
std.dev. 



N-(2-arnino-4-(4- fluorobenzylamino)-
phenyl) carbamic acid ethyl ester 2,3
(1,2) >8,1 N-(2,6-Dimethy1-4-
mcapholin-4-yl-pheny1)-3,3-climethyl-
butyramide 2,1 (1,5) 7,6 (4,8)
2-Cyclopentyl-N-(2,6-
dimethy1-4-morpholin4-yl-pheny1)-acet
amide 2,6 (2,3) 5,3 (2,6)
Lithium-chloride 12 (1,7) >40
Olanzapine 0,21 (1,7) 0,72 (2,4)  15
xample 3. Microdialysis, rat 



126 It is well-known that
psychostimulants increase locomotor
activity via an increase in
extracellular DA levels in the
nucleus accumbens, which is the
terminal area of the mesolimbic DA
projections (Unix et al., 1992,
Neurosci. Lett., 138(1), 137-140;
Moghaddam et al., 1989, Synapse,
4(2), 156-161). It is also known,
that the 5antagonistic effect of
antipsychotics on stimulant-induced
hyperlocomotion is related to the
effect of antipsychotics to inhibit
the stimulated DA levels in the
nucleus accumbens (Broderick et al.,
2004, Prog. Neuropsychophannacology
and Biol. Psych., 28, 157-171). Thus,
the nucleus accunabens is an accepted
neuroanatotnical site for testing
reversal of positive symptoms of
psychosis. Consequently, the 10
following experiments were conducted
to investigate the effect of
N-(2-amino-4-(4-
fluorobenzylamino)-phenyl) carbarrdc
acid ethyl ester,
2-Cyclopentyl-N-(2,6-
dimethy1-4-morpholin-4-yl-pheny1)-ace
tamide,
N-(2,6-Dimethy1-4-morpholin-4-ylpheny
1)-3,3-dimethyl-butyramide on
baseline and amphetamine-evoked
levels of DA in the nucleus accumbens
of freely moving rats. The
experiments were conducted 15 such
that the data may be associated with
the behavioural data obtained above.
- Subjects. Male Sprague-Dawley rats
(Chattels River), initially weighing
275-300 g, were used. The animals
were housed under a 12-hr light/dark
cycle under controlled conditions for
regular in-door temperature (21+2C)
and humidity (5515%) with food and
tap water available ad libitum. 20
Surgery. Animals were anaesthetized
with hypnorm/donnicum (2 mllkg s.c.)
and intracerebral guide cannulas
(CMAJ12) were stereotaxically
implanted, positioning the dialysis
probe tip in the nucleus accumbens
(co-ordinates: 1.7 mm anterior to
bregina, -1,2 'ma lateral to bremna,
8.0 min ventral to the dura). Anchor
screws and acrylic cement was applied
for fixation of the guide cannula.
The body 'temperature of 25 the
animals was maintained at 37C by
means of a rectal probe and a heating
plate. The rats were allowed to
recover from surgery for 2 days,
housed singly in cages. Experimental
procedure. On the day of the
experiment, a microdialysis probe
(CMA/12, 0,5 min diameter, 2 rum
length) was inserted through the
guide cannula of  the conscious
animal. The probes were connected to
a microinjection pump via a dual 30
channel swivel which allowed the
animals unrestricted movements.
Perfusion of the microclialysis probe
with filtered Ringer solution (145 mM
NaCl, 3 mM KC!, 1 ruM MgC12, 1,2 naM
CaC12) was maintained for the
duration of the experiment at a
constant flow rate of 1 pL/min. After
180 min_ of stabilisation, the
experiments were  127 initiated.
Dialysates were collected every 20
min. After the experiments the rats
were sacrificed by decapitation,
their brains removed, frozen and
sliced for probe placement
verification. Administration of
compounds.
2-Cyclopentyl-N-(2,6-dinaethy1-4-morp
holin-4-5,1- 



5 phenyl)-acetamide (5 mg/kg),
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
y0-3,3- dimethyl-butyramide (5
mg/kg), retigabine (8,1 mg/kg) or
vehicle (10% 2-hydroxy-
propyl-beta-cyclodextrin, isotonic,
pH 5-7) was administered
subcutaneously in a volume of 2.5
ml/kg. Thirty min after the first
administration dex-amphetamine
sulphate (0.5 mg/kg sc.) was
administered. 10 AnalYsis of
clialysate. The concentration of
dopamine (DA) in the dialysates was
assessed by means of HPLC with
electrochemical detection. The
dialysate constitutents were
separated by reverse phase liquid
chromatography (ODS 150x 3 mm, 3
g24). Mobile phase consisted of 90 mM
NaH2PO4, 50 rnM sodium citrate, 367
mg/1 sodium 1-octanesulfonic acid, 50
iM EDTA and 8% acetonitrile (pH 4.0)
at a flow 15 rate of 0.5 ml/min.
Electrochemical detection of DA was
accomplished using a coulometric
detector; potential set at El = -75
mV and E2 = 300 mV (guard cell at 350
mV) (Coulochem II, ESA). The
clialysate levels of DA in the three
dialyse samples preceding the
administration of compound were
averaged and used as baseline level
of DA (100%) 20Statistical analysis.
The dialysate levels of DA in the
three dialyse samples preceding the
administration of compound were
averaged and used as baseline level
of DA (100%) Data were analysed using
repeated measure analyses of variance
followed by post hoc tests (Tukey
test); when appropriate. *I' <0.05
were considered significant. 25
Results. As can be seen in Table 3,
N42-amino-4-(4-fluorobenzylansino)-ph
enyl) carbamic acid ethyl ester (P
<0.001),
2-Cyclopentyl-N-(2,6-climethy1-4-morp
holin-4- yl-phenyl)-acetanside (P
<0.05) and
N-(2,6-Dimethy14-morpholin-4-yl-pheny
1)-3,3- dimethyl-butyranside (P =
0.002) significantly dampened the
amphetamine-induced increase in
extracellular levels of DA in the
nucleus accumbens of freely moving
rats. 30 Neither
2-Cyclopentyl-N-(2,6-dimethy1-4-motph
olin4-yl-phenylPacetamide, N42,6-
Dimethy1-4-morpholin-4-yl-pheny0-3,3-
dimethyl-butyramide nor retigabine
significantly affected the basal
extracellular DA level in this region
(data not shown). These data suggest
that the antagonistic effect of
N-(2-amino-444-  128
fluorobenzylamino)-phenyl) carbamic
acid ethyl ester,
2-Cyclopentyl-N-(2,6-
climethy1-4-morpholin-4-yl-pheny1)-ac
etamide, and
N-(2,6-Dimethy1-4-morpholin-4-
yl-pheny1)-3,3-dincethyl-butyramide
on amphetamine-induced activity in
rats seen above, i.e. antipsychotic
activity, is indeed associated with a
dampening of provoked 5 DA levels in
the nucleus accumb ens which further
strengthens the antipsychotic
potential of these compounds. The
observation that merely provoked
levels of DA were affected, but not
basal levels of DA, suggests a low
risk of causing anhedonia a trait
that is transiently, but frequently,
observed with clinically used
antipsychotics (Guys: I have heard
this mentioned at several lectures
but am searching for a 10reference!).
Table 3. Effects of compounds on the
amphetamine-evoked increase in DA
levels in the nucleus accumbens of
freely moving rats. Time (min)
Amphetamine + vehicle 



% of baseline Amphetamine +2-
Cyclopentyl- N-(2,6- dimethy1-4-
mmpholin-4- yl-phenyl)- acetamide (5
mg/kg) % of baseline Amphetamine +
N-(2,6- Dimethy1-4- morpholin-4-yl-
phenyl)-3,3- climethyl- butyramide (5
mg/kg) % of baseline Amphetamine +
N-(2-amino444- fluorobenzylam
ino)-phenyi) carbamic acid ethyl
ester (8,1 mg/kg) % of baseline -40
91 1 6 95+6 108  5 105  3 -20 



96 1 5 106 + 5 100 1 3 99 1 6 0 112 1
7 99 1 4 91+4 96 1 6 20 .168 1 19 125
1 9 112 + 12 160 1 11 40 338 1 r 264
1 39 227 + 46 



241 t 33 60 375  46 26517* 262  53*
221  26* 80 319 1 59 231 1 22 195 1
38* 217 + 14* 100 232 1 48 167 1 25
172  24 173 1 9 120 162  37 



109 1 11 166 1 32 139 / 9 140 129 th
27 93  15 129 1 35 120 + 9  WO
2007/090409PCT/DK2007/050013 129
Normalised DA levels in the nucleus
accumbens of freely moving rats are
shown. * P <0,05 compared to
amphetamine-vehicle group, same time.
Example 4. Amphetamine sensitisation,
mouse. 5 Clinical data imply that
amphetamine-naive schizophrenic and
bipolar patients display an
exaggerated response to a first dose
of amphetamine implying that these
patients may show a dopaminergic
sensitisation (Strakowsld et al.
1996, Biol. Psychiatry 40, 872-880,
Lieberman et al. 1987,
Psychophamaacology, 91, 415-433,
Strakowski et al., 2001, CNS Drugs
15, 701-708). This phenomenon is
modelled in rodents when 10 repeated
intermittent administration of
amphetamine leads to a progressive
increase in the behavioral response
to an amphetamine challenge, a
phenomenon known as behavioral
sensitisation (Robinson and Berridge,
Brain Research Rev. 1993,
18(3):247-91). The mesolimbic
dopamine pathway is believed to be
the major neural circuit involved ha
this behavioral sensitisation
(Robinson and Becker, Brain Research
15 1986, 396(2):157-98) Inhibition of
the behavioral response to an acute
amphetamine challenge in sensitised
animals is proposed as a model for
evaluating the antipsychotic or
antiznanic potential of compounds.
Subjects. Male NMRI mice (Charles
River) weighing approx. 35 g are
used. The animals were housed 6 mice
pr cage in a 12-hr light/dark cycle
under controlled 20 conditions for
regular in-door temperature (21+2C)
and humidity (5515%) with food and
tap water available ad libitum. 12
mice are used pr experimental group.
Experimental procedure. All mice are
pre-treated once daily for five days
with either d-amphetamine sulphate
(2.5 mg/kg S.C.) or saline (10
ml/kg). For the 17 days - between the
last day of pre-treatment and the
test day, the animals are kept in
their 



25 homecage receiving the startard
care as described above. The
experiment is performed under normal
light conditions in an undisturbed
room. The mice are treated with test
substance or vehicle and placed
individually in the test cages for 30
min_ The mice are then challenged
with D-amphetamine sulphate (1.25
mg/kg s.c.) or saline (5 nil/kg) and
replaced in the test-cage and data
acquisition is begun. 5 x 8 infrared
light sources 30 and photocells
interspaced by 4 cm monitor the
locomotor activity. The light beams
cross the cage 1.8 cm above the
bottom of the cage. The recording of
a motility count requires
interruption of adjacent light beams,
thereby avoiding counts induced by
stationary movements of the mice.
130 Administration of compounds
Amphetamine-pretreated mice and
vehicle-pretreated mice were s.c.
treated with
N-(2-amino-444-fluorobenzylarnino)-ph
enyl) carbarnic acid ethyl ester
(0-10 mg/kg),
2-Cyclopentyl-N-(2,6-dimethy1-4-moiph
olin-4-ylpheny1)-acetainide (0-5
mg/lcg) or
N-(2,6-Diraethy1-4-morpholin-4-yl-phe
ny1)-3,3- 5 dimethyl-butyramide (0-5
mg/kg) or vehicle (10%
2-hydroxy-propyl-betacyclodextrin,
isotonic, pH 5-7, 5 ml/kg) 30 min
prior to the data acquisition. Data
analyses. The total counts obtained
in the 30 min test were avenged pr
animal group and used for calculation
of drug effects in the following
manner: The average motility induced
by an amphetamine challenge in
amphetamine-pretreated animals is 10
used as the sensitised response. The
average motility induced by a vehicle
challenge to vehicle-pretreated
animals is used as a baseline
motility response. The baseline value
is subtracted from the sensitized
amphetamine response value and set as
100% i.e. the sensitised response.
This calculation is repeated for each
dose group and the value for each
dose-group is subsequently expressed
relative to the 100% value. That is,
the 15 response in
amphetamine-sensitized groups
receiving test compound is thus
determined as the sensitised response
minus the baseline motility,
expressed in per cent of the similar
result recorded in the sensitized
amphetamine response group. The
percent responses are converted to
percent inhibition and exposed to
log-probit analysis thus producing an
ED50 for inhibiting the sensitised
response. Similarly an ED50 for 20
inhibiting baseline motility is
calculated by expressed the motility
response in vehicle- pretreated,
vehicle-challenged, drag-treated
animals relative to the baseline
motility response. A therapeutic
index value can subsequently be
calculated by dividing the first ED50
by the second. 



Results. As can be seen in Table 4,
N-(2-amino-4-(4-fluorobenzylanaino)-p
henyl) 25 carbamic acid ethyl ester,
N-(2,6-Dimethy1-4-morpholin-4-54-phen
3B-3,3-dimethylbutyrami. de and
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
olin-4-yl-Phenyl)acetamide as well as
that antimanic compound lithium, and
the antipsychotic olanzapine, all
inhibit the hyperactivity induced by
an amphetamine challenge in
sensitised mice. The potency with
which these compounds exert this
effect is stronger than the potency
30 with which these cornpounds
inhibit baseline motility. That is,
the compounds posses a calming
effect, i.e. antipsychotidantimanic
effect, that is separable from its
sedative effects (i.e. therapeutic
index > 1). This separation is
characteristic for neuroleptics
([(spur and Mama 2003, Biol. Psych.
27(7), 1081-1090) and thus support an
WO 20071090409PCT/DK2007/050013 .31
antipsychotidantimatic potential for
N-(2-amino-4-(4-11uorobenzylaraino)-p
henyl) carbsrnie acid ethyl ester,
N-(2,6-Dimethy1-4-morpholin-4-34-phen
y1)-3,3-dinsethylbutyramide,
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
o1in-4-y1-pheny1)-acetamide. Table 4.
Effects of compounds on a sensitised
behavioural response to amphetamine
5in mice. Compound Inhibition of
amphetamine sensitised response. ED50
( S.D.) (mg/kg) Inhibition of
baseline motility. ED50 (L SD.)
(mg/kg) Therapeutic index
N-(2-arnino-4-(4- fluorobenzylamino)-
phenyl) carbamic acid ethyl ester 4,4
(1,4) 7,6 (1,3) 



2 N-(2,6-Dimethy1-4-
morpholin-4-ylphenyl)-3,3- .dimethyl-
butyraroid.e 1,6 (1,2) >2,5 >1
2-Cyclopentyl-N- (2,6-dinsetliy1-4-
morpholin-4-ylpbeny1)-acersinide 1,2
(1,3) 2,2 (1,3) 2 N-(4,6-Dimethy1-2-
morpholin-4-ylpyrimidin-5-y1)-2-
(4-fluoro-heny1)- acetamide 0,4 2,2 5
Hexanoic acid (2,6- clifluoro4-
morpholin-4-ylpheny1)-amide 2,4 >5 >2



2-Cyclopentyl-N- 0,9 2,5 3  WO
2007/090409PCT/D1C2007/050013 132
(4,6-climethy1-2-
morpholin-4-ylpyrimidin-5-y1)-
acetamide    N-(2-Bromo-4-
rnorpholiri-4-y1-6-
trifluoromethylphenyl)- propionamide
3,1 6,0 2 N-(2,4-Dimethy1-6-
morpholim4-ylpyridin -3-y1)-3,3- 1,4 



3,1 2 dimethylbutyramide
[2-Amino-4-(2,4,6-
trimethylbenzylamino)-
phenyThcarbamic acid ethyl ester 1,7
4,3 3 2-Cyclopentyl-IN- (2-methoxy-6-
methy1-4-
morpholin-4-ylpheny1)-acetamide 1,7
3,0 2 Lithium-cloride 34 (7,2) >>40
>>1 



Olanzapine 0,11 (1,4) >0,31 >3
Example 5. Conditioned avoidance,
rat. In the conditioned avoidance
response (CAR) model, rats are
trained to respond to a stimulus
within a fixed time by moving from
one place to another in order to
avoid a 5 footshock. Antipsychotics
selectively suppress the avoidance
response within a certain dose-range
without suppressing escape behavior
elicited by the appearance of  133
the footshock_ The CAR model is
considered to be a predictive and
reliable animal model that is
sensitive to compounds with an
antipsychotic potential. Thus, all
clinically effective antipsychotics
have been shown to inhibit CAR
(Wadenberg and Hicks, Neuroscience
and Biobehav Rev 23, 851-862, 1999).
5 Subjects. Male Wistar rats
(Taconic, Denmark) weighing 150 g at
the beginning of the study are used.
The rats are housed in pairs and
maintained on a 12 blight/dark cycle
(lights 011 06:00). The animals are
fed once daily (approx. 6
pellets/rat) in order to keep the
rats at 80% of their free-feeding
weight Water is available ad libitum.
10 Temperature (21 -1 1C) and
relative humidity (55 + 5%) are
automatically controlled.
Experimental procedure. Conditioned
avoidance testing is conducted using
four automated shuttle-boxes
(ENV-010M., MED-Associates) each
placed in a sound-attenuated chamber.
Each box is divided into two
compartments by a partition with an
opening. The position of the animal
and crossings from one compartment to
the other 15 are detected by two
photocells placed on either side of
the dividing wall. Upon presentation
of the conditioned stimuli (CS), tone
and light, the animals have lOs to
cross to the other compartment of the
shuttle-box in order to turn the CS
off (end the trial) and avoid the
appearance of the unconditioned
stimulus (UCS). If the rat remains in
the same compartment for more than
10s, the UCS is presented as 0.5 mA
20 scrambled foot-shocks until escape
is performed or 102 in maximal
duration. The following behavioural
variables are evaluated: avoidance
(response to CS within 10s); escape
(reponse to CS + UCS); escape
failures (failure to respond);
intertrial crosses and locornotor
activity. The rats are habituated to
the shuttle-box 3 min before each
test session. During training each
test session consists of 30 trials
with intentrial 



25 intervals varying randomly between
20s and 30s. Training is carried
until the rats display an avoidance
of 80% or more, on 3 consecutive
days. A test is preceded by a
pre-test the day before giving rise
to a baseline value for each animal,
thus the animals serve as their own
control. Seven to eight rats are used
at each dose level. A parallel
control group receiving the vehicle
of the test compound is also
included. 30 Administration of
compound.
N-(2-amino-4-(4-fluorobenzylamino)-ph
enyl) carbamic acid ethyl ester (5
and 10 mg/kg),
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
y1)-3,3- dimethyl-butyramide (2,5 and
5 nag/kg) and
2-Cyclopentyl-N-(2,6-dirnethy1-4-
134 morpholin-4-yl-phenyl)-acetamide
(2,5 and 5 mg/kg) were administered
s.c. 30 min before the test, in a
volume of 5 nil/kg. All compounds
were dissolved in a vehicle of 10%
2-hydroxy-propyl-beta-cyclodextrin
(isotonic with glucose, pH 5-7). 5
Statistical analyses. The effects of
compounds on avoidance and escape
failure behaviours were statistically
evaluated by means of a two-way
repeated measures ANOVA followed by
post hoc comparisons
(Student-Newman-Keuls Method) when
appropriate. P-levels <0.05 were
considered statistically significant.
Results. As can be seen in Table 5,
N-(2-amino-4-(4-fluorobenzylamitio)-p
henyl) 10 carbamic acid ethyl ester,
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
olin-4-yl-pheny1)- acetamide, and
N-(2,6-Dimethyl-4-morpholin-4-yl-phen
y1)-3,3-dimethy1-butyramide all
significantly reduced the number of
avoidances indicative of an
antipsychotic-like activity of
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
olin-4-yl-pheny1)-acetamide and
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
y1)-3,3-climethy1-butyramide (5
mg/kg) and 15
N-(2-amino-4-(4-fluorobenzylamino)-ph
enyl) carbamic acid ethyl ester (10
mg/kg). None of the tested doses
caused any incidences of escape
failures corresponding to a lack of
effect on motor performance (data not
shown). In conclusion, these data
support an antipsychotic potential of
N-(2-amino-4-(4-11uoMbenzylamino)-phe
nyl) carbamic acid ethyl ester,
N-(2,6-Dimethy1-4-morpholin-4-yl-phen
y1)73,3-climethyl- 20 butyramide,
2-Cyclopentyl-N-(2,6-dimethy1-4-momho
lin-4-yl-phenyfi-acetamide. Table 5.
Effects of compounds on the
conditioned avoidance response in
rats. Treatment % inhibition of
avoidance (Std.dev.) Relative to
baseline. Vehicle (10%Hpbeta) -2(4,2)



N-(2-amino-4-(4- fluorobenzylamino)-
phenyl) carbamic acid ethyl ester, 5
mg/kg 1(6,7)    N-(2-amino-4-(4-
fluorobenzylamino) phenyl) carbamic
acid ethyl ester, 10 nag/kg 59 (37)
*** 13 < 0.001  135
2-Cyclopentyl-N-(2,6-
dimethy1-4-morpholin-4-
yl-pheny1)-acetamide, 2,5 mg/kg 5
(3,5) 



2-Cyclopentyl-N-(2,6-
dimethy1-4-morpholin-4-
yl-pheny1)-acetamide, 5 111F/kg 65
(36) *** P <0.001 N-(2,6-Dinaethy1-4-
mcapholin-4-yl-pheny1)- 3,3-dimethyl-
butyramide, 2,5 mg/kg 1 (14)
N-(2,6-Dimethy1-4-
morpholin-4-yl-pheny0- 3,3-dimethyl-
butyramide, 5 mg/kg 71 (26) *P <0.001
Example 6. Forced swim test, mouse.
The schizophrenic spectrum of
symptoms involves a cluster of
negative symptoms including
anlaedonia, social withdrawal and
emotional flattening. Such symptoms
are 5 inadequately treated by
currently available antipsychotics
(Duncan et al. 2004, Schizoph. Res.,
71(2-3), 239-248; Meltzer et at 1986,
3. Clin. Psychopharmacol., 6(6),
329-338). The forced swim is test is
a widely and frequently used model
for preclinical evaluation of
antipressant activity (Porsolt et al.
1977, Arch. Int. Pharmacodyn. 229,
327-336). In order to test whether
N-(2-amino-4-(4- 10
fluorobenzylamino)-phenyl) carbamic
acid ethyl ester,
2-Cyclopentyl-N-(2,6-
dimethy1-4-morpholin-4-yl-pheny1)-ace
tamide or
N-(2,6-Dimethy1-4-morpholin-4-ylpheny
0-3,3-dimethyl-butyramide could have
an antidepressant-like or mood
elevating effect, these compounds
were tested in the mouse forced swim
test. 



Subjects. Male NMRI mice (Charles
River) weighing 23-25 g were used.
The mice 15 were kept 8 mice pr cage
in a 12-hr light/dark cycle under
controlled conditions for regular
in-door temperature (21+2C) and
humidity (55+5%) with food and tap
water available ad libitum. 8 mice
weree used pr experimental group.
136 E erimental procedure. The mice
were placed in 2000 ml beaker
containing 1200 ml of tempered water
(25C) and left to swim for 6 min. The
performance of the mice was
videorecorded, digitalized and
analysed by means of a digital
analysis system (Bioobserve). The
time spent immobile for the last 3
min. of the test session was 5
quantified for each mouse. Treatment.
30 min. before the test, mice were
treated s.c. with N-(2,6-Dimethy1-4-
moipholin-4-yl-pheny1)-3,3-climethyl-
butyramide,
2-Cyclopentyl-N-(2,6-dimethy1-4-
morpholin-4-yl-pheny1)-acetamide or
vehicle
(10-%-2-0H-propyl-cyclodextrin, 10
nil/kg). In addition as positive
control, imipraraine-HCI (40 rag/kg)
and a saline 10 control (10 ml/kg)
was included Analyses. The time spent
immobile was statistitally compared
across the experimental groups
against the relevant control group by
means of one-way analysis of
variance. A post-hoc test
(Student-Newman-Keuls) was employed
when appropriate. P-levels <0.05 were
considered significant. 15Results. As
can be seen from Table 6,
2-CycIopentyl-N-(2,6-dimethy1-4-morph
olin- 4-yl-phenyfi-acetainide and
N-(2,6-Dimethy1-44morpholin4-yl-pheny
1)-3,3-dimethyl- butyramide both
significantly reduced the time spent
immobile during the 3-6 min swim in
mice. Their efficacy was inferior to,
yet comparable to, the effect of an
antidepressant dose of
imipramine-HC1. In contrast, the
antipsychotM olanzapine had 20 only a
weak effect in this test which is in
line with the observation that this
compound has an inadequate effect on
negative symptoms in humans. These
data support an antidepressant
potential of
2-Cyclopentyl-N-(2,6-dimethy1-4-morph
olin4-yl-pheny1)- acetamide and
N-(2,6-Ditnethy1-4-morpholin-4-yl-phe
ny1)-3,3-climethyl-butyramide which
may translate into a potential to
treat negative symptoms in
schizophrenic 25patients. Table 6.
Effects of compounds on immobility in
the mouse forced swim test. 



Dose: mg/kg 2-Cyclopentyl- N-(2,6-
Olanzapine Imipramine-  N-(2,6-
Dimethy1-4- Immobility in HC1
climethy1-4- morpholin-4- % (t SD.)
Immobility in  morpholin-4-yl-
phenyl)- acetamide yl-pheny1)-3,3-
climethylbutyramide 



% (W S.D.)  WO
2007/090409PCT/DK2007/050013 137
Immobility in %(dS.D.) Immobility in
% (+S.D.)     Vehicle 100 (6,6)  100
(6,6)  



100 (6,61) 100 (7,1)  0,31      96
(14)    1,3 97,5 (6,3)  102 



(4,6)  95 (11)    2,5 97 (6,7)  96,7
(7,5)      5,0 81,0 (18) 



* 82,3 (20) * -    40       73,8 (22)
* 



Example 6. Relative efflux through
the KCNQ2 channel. 5 This exemplifies
a KCNQ2 screening protocol for
evaluating compounds of the present
invention. The assay measures the
relative efflux through the KCNQ2
channel, and was carried out
according to a method described by
Tang et al. (Tang, W. et. al., J
Biome!. Screen. 2001, 6, 325-331) for
hERG potassium channels with the
modifications described below. 10 An
adequate number of CHO cells stably
expressing voltage-gated KCNQ2
channels were plated at a density
sufficient to yield a mono-confluent
layer on the day of the experiment.
Cells were seeded on the day before
the experiment and loaded with 1
uCi/m1 [86R15] over night. On the day
of the experiment cells were washed
with a 15 111388-containing buffer.
Cells were pre-incubated with drug
for 30 minutes and the 86Rb+ efflux
was stimulated by a submaximal
concentration. of 15 ruM Ka in the
continued presence of drug for
additional 30 minutes. After a
suitable incubation ' period, the
supernatant was removed and counted
in a liquid scintillation counter
(Tricarb). Cells were lysed with 2 mM
NaOH and the amount of 86R1't was
counted. 20 The relative efflux was
calculated ((CPM,p,d(CPM.81",m.+
CPMfaupcopg (CPM,"p"./(CPM,"+
CPMce.$))istamxcft*100-100. The
compounds of the invention have an
ECro of less than 20000nM, in most
cases less than 2000 nM and in many
cases less than 200 nM. Accordingly,
the compounds  138 of the invention
are considered to be useful in the
treatment of diseases associated with
the KCNQ family potassium channels.
All non-patent references, patents,
and patent applications cited and
discussed in this 5 specification are
incorporated herein by reference in
their entirety and to the same extent
as if each was individually
incorporated by reference.  139
CLAIMS 1. Use of a pharmaceutical
composition comprising a selective
KCNQ potassium channel opener in the
manufacture of a medicament for the
treatment of schizophrenia 5 wherein
said selective KCNQ potassium channel
opener is a compound able to
selectively increase the ion flow
through KCNQ potassium channels
wherein said compound is a compound
according to formula 1, 2, 3, 4, 5,
6, 7, 8 or 9 where formula 1 is:  



wherein     RI is selected from the
group consisting Of hydrogen,
C1_6-alk(erilYr)Y1,
C3515cycloalk(en)yl,
C3.5-c3icloalk(en)yl-C1.6-alk(en/yr)y
l, acyl, hydroxy-C1_6- alk(en/yn)yl
and hydroxy-C3.8-cycloalk(en)y1; R2
and R2' are independently selected
from the group consisting of
hydrogen, C1_ 6-alk(en/yn)yl,
C3_8-cycloaken)y1, aryl,
C3.8-cycloalk(en)yl-C1.6-alk(en/yn)yl
, 20aryl-C1.6-alk(en/yn)yl, acyl,
hydroxy-C1_6-alk(en/yn)yl and
hydroxy-C3-8- cycloalk(en)y1; R3 is
selected from the group consisting of
hydrogen, C1_6-alk(en/yn)yl, C3_8-
cycloalk(en)yl, aryl,
C3.8-cycloalk(en)yl-C1.5-alk(en/yn)yl
, aryl-C1.6-alk(en/yn)yl,
25hydroxy-C1_6-alk(en/yn)yl,
aryl-C3.8-cycloalk(en)yl,
NR10Rim-C1_6_alk(entyn)345
NR10er-C34-cycloalk(en)yl and
hydroxy-C3_8-cycloalk(en)y1; wherein
le and Rur are independently selected
from the group consisting of
hydrogen, Ci_6-a1k(en/yn)yl,
C34-cycloalk(en)yl,
C3_8-cycloalk(en)y1-Ci_6-alk(en/yn)yl
,  140 hydroxy-C1_6-alk(en/yn)y1,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C35cycloalk(en)yl-C1-6-alk(en
/yn)yl, halo-C14-alk(etn)yl,
halo-Cm-cycloalk(en)yl,
halo-C3_8-cycloalk(en)yl-C16-alk(en/y
n)yl, cyano-Ci_6-aken/yn)y1,
cyano-C3-8- cycloalk(en)yl and
cyano-C33-cycloalk(en)yl-C1.6-alk(en/
yn)yl, or 5RI and lew together with
the nitrogen atom to which they are
attached form a 4- 8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; Xis CO or S02; 



10 Z is 0 or NR4, wherein R4 is
selected from the group consisting of
hydrogen, C14-aken/yn)yl, C3_8-
cycloalk(en)yl,
C34-cycloalk(en)yl-Ci_6-alk(enlyr)yl,
hydroxy-C14-alk(en/yn)yl and
hydroxy-C34-cycloalk(en)y1; or 15R3
and R4 together with the nitrogen
atom to which they are attached form
a 4-8 membered saturated or
unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms, the ring formed by R3
and R4 and the nitrogen atom is
optionally substituted with one or
more substhuents independently
selected from C1_5-alk(en/yn)yl, aryl
and aryl-C1_6-allc(en/r)YI; 20 q is 0
or I; and 25Y represents a heteroaryl
of formula II or III (10)p   141
wherein WisOorS; 5m is 0,1, 2 or 3; n
is 0, 1, 2, 3 or 4; p is 0 or I; and 



10 each 145 is independently selected
from the group consisting of
CI.6-a1k(en/yn)yl,
C3.8-cycloalk(en)yl, aryl,
C3_8-cyc1oalk(en)yl-C14-alk(en/yn)y1,
aryl-C1-6- allc(en/yn)yl, acyl,
halogen, halo-C1.6-alk(en/yn)yl,
C1.6-alk(en/yn)yloxy, -CONR6R6',
cyano, nitro, -NR7127', -S-R8,
-S02128, S020R8; wherein It' and R6'
are independently selected from the
group consisting of hydrogen, C1.
6-alk(en/yn)yl, C3.8-cycloalk(en)yl,
C33-cyc1oallc(en)yl-Ci_6-alk(en/y0y1
and aryl; R7 and R7' are
independently selected from the group
consisting of hydrogen, CI.
6-alk(en/yn)yl, C3.3-cycloalk(en)yl,
C3.8-cyc1oalk(en)yl-C1.6-allc(en/yn)y
l, aryl and acyl; and 25R8 is
selected from the group consisting of
C1.6-alk(en/yn)yl,
Cm-cycloallc(en)yl,
C3.8-cycloalk(en)yl-C14-alk(en/yn)yl,
aryl and -NR9R9'; wherein R9 and R9'
are independently selected from the
group consisting of hydrogen, CI_
6-alk(en/yn)yl, C34-cycloa1k(en)yl
and
C38-cycloalk(en)yl-C1.6-alk(en/yn)y1;
30 or pharmaceutically acceptable
salts thereof; and where formula 2
is:  142 R2  (2) wherein s is 0 or 1;
5 



U is 0, S, SO2, SO2NR11, CO-0 or
CONR11; wherein R" is selected from
the group consisting of hydrogen,
C2.6-a1k(en/yn)y1, C3-8-
cycloaken)yl,
C34-cycloalk(en)Y1-C1.6-alk(en/yn)y1;
or         R2 and R" together with
the nitrogen atom form a 5-8 membered
saturated or 10unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatoms; qisOorl; Xis CO or SO2;
with the proviso that q is 0 when X
is 502; 15 Z is 0 or S; RI is
selected from the group consisting of
hydrogen, Ci_6-a1k(en/yn)y1, C34-
cycloalk(en)yl,
C34-cyc1oalk(en)y1-C1_6-alk(en/yn)y1,
acyl, hydroxy-C1-6- 20allc(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-C34-cycloalk(en)yl-C1-6-
alk(en/yn)yl, halo-C14-allc(en/yn)yl,
halo-Cm-cycloalk(en)yl, halo-Cm-
cycloalk(en)yl-Ci_6-a1k(en/yn. )yl,
cyano-C1_6-alk(en/yn)y1, cyano-C34-
cycloa1k(en)yl and
cyano-C34-cycloalk(en)yl-C1_6-alk(en/
yn)y1; 25R2 is selected from the
group consisting of hydrogen,
Ci_6-a1k(en/yn)y1, C34-
cycloalk(en)yl,
C34-cyc1oa1k(en)yl-C1_6-al1c(en/yn)y1
, Ar, Ar-C1.6-alk(en/yn)yl,
Ar-C34-cycloaken)yl,
Ar-C34-cycloallc(en)yl-C1_6-alk(en/yn
)yl, acyl, hydroxy-  143
C1,6-alk(en/yn)yl,
hydroxy-C3,8-cycloalk(en)yl,
hydroxy-C34-cycloalk(en)yl-C1-6-
alk(en/yn)yl, halogen,
halo-C1,6-alk(en/yn)yl,
halo-C3.8-cycloalk(en)yl, halo-C3_8-
cycloalk(en)yl-C1_6-alk(en/yn)yl,
cyano, cyano-C1_6-alk(en/yn)yl,
cyano-C3_8- cycloalk(en)yl,
cyano-C33-cycloalk(en)yl-C1_6-alk(en/
yn)yl, Neer-C1-6- alk(en/yn)yl,
Nee'-C34-cycloalk(en)yl and
NeRltr-C3_8-cycloaLk(en)yl-C1_
6-alk(en/yn)y1; wherein R' and R10'
are independently selected from the
group consisting of hydrogen,
Ch6-alk(eMyn)yl, C34-cycloalk(en)yl,
C3-3-cycloalk(en)yl-C1_6-alk(en/yn)yl
, hydroxy-C1,6-alk(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C34- 



10 cycloalk(en)yl-C1-6-a1Men/yrOyl,
halo-C1_6-alk(en/yn)yl,
halo-C34-cycloalk(en)yl,
halo-C3_8-cycloalk(en)yl-C1,6-alk(en/
yn)yl, cyano-Ch6-allc(en/yn)yl,
cyano-Cmcycloalk(en)yl and
cyano-C3,8-cycloallc(en)yl-C1_6-alk(e
n/yn)yl, or R' and Riir together with
the nitrogen atom form a 5-8 membered
saturated or unsaturated ring which
optionally contains 1, 2 or 3 further
heteroatorns; 15provided that when R2
is halogen or cyano then s is 0; and
provided that U is 0 or S when s is 1
and R2 is a hydrogen atom or acyl; R3
is selected from the group consisting
of C1.6-alk(en/yn)yl,
C3,8-cycloalk(en)yl,
heterocycloalk(en)yl,
C3_8-cycloa1k(en)y1-C1,6-alk(en/yn)yl
, C1_6-alk(en/yn)yl-C3_
20g-cycloalk(en)yl,
C1_6-alk(en/yn)yl-heterocycloalk(en)y
l, heterocycloalk(en)y1-
6-alk(en/yn)yl, Ar,
Ar-C1_6-alk(en/yn)yl,
Ar-C34-cycloaken)yl,
Arheterocycloallc(en)yl,
Ar-C3_8-cycloalk(en)yl-C,-alk(en/yn)y
l, Ar-C1-6-
alk(en/yn)yl-C3_8-cycloallc(en)yl,
Ar-C1_6-alk(en/yn)yl-heterocycloalk(e
n)yl,6-alk(en/Yn)yloxy-C1_6-alk(en/yn
)yl,
C3.8-cycloalk(en)yloxy-Ch6-alk(en/yn)
yl, C1
256-alk(en/YrOyloxy-C3-8-cycloalk(en)
yl,
C1_6-a1k(en/yn)yloxy-heterocycloalk(e
n)yl, Ar-oxy-c1.6-alk(en/yn)yl,
Ar-C1.6-alk(en/yn)yloxy-C1.6-a1k(en/y
r)yl, C1-6-
alk(en/yn)yloxy-carbonyl-C1_6-alk(eri
lyn)yl,
C34-cycloalk(en)yloxy-carbonyl-C1_
6-alk(en/yn)yl,
C34-cycloalk(en)yl-Ci_6-alk(en/yn)ylo
xy-carbonyl-Ch6- alk(en/yn)yl,
hydroxy-C1,6-alk(en/yn)yl,
hydroxy-C3_8-cycloaken)yl, hydroxy-
30heterocycloalk(en)yl,
hydroxy-C3_8-cycloalk(en)yl-C1_6-alk(
en/yn)yl, hydroxy-C1-
6-alk(en/yn)yl-C34-cycloalk(en)yd,
hydroxy-C1_6-alk(en/yn)ylheterocycloa
llc(en)yl, halo-C1,6-alk(en/yn)yl,
halo-C34-cycloaken)yl,
haloheterocycloaken)yl,
halo-C3_8-cycloa1k(en)y1-Ci_6-a1k(en/
yn)yl, halo-C1-6-  144
alk(en/yn)yl-C34-cycloalk(en)yl,
halo-C1.6-alk(en/yn)yl-heterocycloalk
(en)yl, halo-C1.6-alk(en/yn)yl-Ar,
halo-C3.8-cycloalk(en)yl-Ar,
halo-C3.8-eycloalk(en)ylC1_6-alk(en/y
n)yl-Ar,
ha10-Ci..6-alk(en/yn)yl-C3.8-cycloalk
(en)yl-Ar, cyano-C1-6- alk(en/yn)yl,
cyano-C3_8-cycloalk(en)yl,
cyano-heterocycloalk(en)yl,
cyano-C3_8-
5cycloalk(en)yl-C14-alk(etn)yl,
cyano-C1.6-alk(en/yn)yl-C3_8-cycloall
c(en)y1,
cyano-Ci_6-allc(en/yn)yl-heterocycloa
lk(en)yl, acy1-Ci_6-alk(en/yn)yl,
acyl-C3_8- cycloalk(en)yl,
acyl-heterocycloalk(en)yl,
acyl-C3.8-cycloalk(en)yl-C1_6-
alk(en/yn)yl,
acyl-C1_6-alk(en/yn)yl-C3_8-cycloalk(
en)yl, acyl-C1.6-alk(etn)yl-
heterocycloalk(en)yl, NRI2R12',
optionally substituted NR12R12'-C1_6-



10alk(en/yn)yl, optionally
substituted
NRI2R12'-C3.8-cycloalk(en)yl,
optionally substituted
NR12R12"-C33-cycloalk(en)yl-Ci_6-alk(
en/yn)y1; wherein 141-2 and R12' are
independently selected from the group
consisting of hydrogen,
Ci_6-alk(eMyn)y1,
C3_8-cycloalk(en)yl,
C34-cycloallc(en)yl-C1.6-alk(en/yn)yl
, Ar, Ar-C1_6-alk(en/yn)yl,
Ar-C3_8-cycloalk(en)yl,
Ar-C34-cyc1oalk(en)371-C1-6-
15alk(en/yn)yl,
Ar-heterocycloalk(en)yl,
Ar-oxy-C1_6-alk(en/yn)yl,
Ar-oxy-C3_8- cycloalk(en)yl,
Ar-oxy-C3_8-cycloalk(en)yl-C1_6-alk(e
n/yn)yl, Ar-oxyheterocycloalk(en)yl,
hydroxy-C1.6-alk(en/yn)yl,
hydroxy-C3_8-cycloalk(en)yl,
hydroxy-C3_8-cycloalk(en)yl-CE.6-allo
(en/yn)yl, halo-C1_6-allc(en/yn)yl,
halo-C3_8- cycloalk(en)yl,
ha10-C34-cyc1oalk(en)yl-Ci_6-a1k(en/y
n)yl, cyano-C1-6- 20alk(en/yn)yl,
cyano-C3_8-cycloalk(en)yl and
cyano-C34-cycloalk(en)yl-C1-6-
alk(en/yn)yl, or le2 and 1212'
together with the nitrogen atom form
a 5-8 membered saturated or
unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms; with the proviso that
when I43 is NR121212' then q is 0; 25
Y represents a group of fojutula
XXIV, XXV, XXVI, XXVII, XXVIII, XXXM
or XXXXII:  145  XXIVat5)c   



XXVIXXVII  (R5>k kN% XXJOCI xxvin
Or(R5).1 N \ TY VOOCII wherein 5the
line represents a bond attaching the
group represented by Y to the carbon
atom; WisOorS;  146 V is N, C or CH; 



T is N, NH or 0; 5 ais 0,1,2 or3; b
is 0, 1, 2, 3 or 4; 10cisOorl; dis
0,1,2 or 3; e is 0, 1 or 2; 15 fis 0,
1,2,3, 4 or 5;     g is 0, 1, 2, 3 or
4; 20his 0,1,2 or3; jisO, 1 or 2; k
is 0, 1, 2 or 3; and 25 each R 5 is
independently selected from the group
consisting of a C1-6- alk(en/yn)yl,
C34-cycloalk(en)yl,
C3.8-cycloalk(en)yl-C16-alk(en/yn)y1,
Ar, Ar- C1_6-allc(en/yn)yl,
Ar-C34-cyc1oalk(en)yl,
Ar-C3-8-cyc1oalk(en)yl-C1-6-
alk(en/yr)yl, Ar-oxy,
Ar-oxy-C1_6-alk(en/yn)yl,
Ar-oxy-C3_8-cycloalk(en)yl, C1-
30allc(en/yn)yl-heterocycloalk(en)yl,
Ar-oxy-C34-cycloalk(en)yl-C1_6-alk(en
/yn)yl, acyl, C1_6-alk(en/yn)yloxY,
C34-cycloalk(en)yloxY,
C3-8-cycloallc(en)yl-C1-6-
allc(en/yn)yloxy,
C1_6-aken/yn)y1oxy-carbonyl, halogen,
halo-C1_6-alk(en/yn)yl,
halo-Cm-cycloalk(en)yl,
halo-C34-cycloa1k(en)yl-C1_6-alk(en/y
n)yl, -CO-NR6R6',  



147 cyano, cyano-C1-6-alk(en/yn)y1,
cyano-C3_8-cycloalk(en)yl,
cyano-C3-5-
cycloalk(en)yl-C1-6-alk(en/yn)yl,
NR7R7', S-R8 and S02R8, or two
adjacent R5 together with the
aromatic group form a 5-8 membered
ring which optionally contains one or
two heteroatoms; 5 R6 and R6' are
independently selected from the group
consisting of hydrogen, Ch
6-alk(erilyn)yl, C3_8-cycloalk(en)yl,
C3,8-cycloalk(en)yl-C1,6-alk(en/yn)yl
and AT; R7 and R7' are independently
selected from the group consisting of
hydrogen, C1_ 106-alk(en/yn)yl,
C3-8-cycloalken)yl,
C34-cycloalk(en)yl-C1,6-aken/yn)yl,
Ar,
heterocycloallc(en)yl-C1,6-alk(en/yn)
yl,
heterocycloaken)yl-C34-cycloalk(en)yl
,
heterocycloallc(en)yl-C3,8-cycloalk(e
r)yl-Cb6-alk(en/yn)yl,
heterocycloalk(en)ylAr and acyl; or
R7 and R7' together with the nitrogen
atom form a 5-8 Membered saturated or
15unsaturated ring which optionally
contains 1, 2 or 3 further
heterontoms; and R8 is selected from
the group consisting of hydrogen,
C1_6-allc(en/yn)yl, C3_8-
cycloalk(en)yl,
C34-cycloalk(en)yl-C14-alk(en/yn)yl,
Ar and -NR9R9'; wherein it and R9'
are independently selected from the
group consisting of hydrogen, C1_
206-alk(en/yn)yi, C3-8-cYcloaken)yl
and
C3,8-cycloalk(en)yl-C1.6-alk(en/yn)y1
; or pharmaceutically acceptable
salts thereof; and  148 where formula
3 is: R2 (u),  



R1' (3) 5wherein U is 0, S or NR2' ;
S is 0 or 1; 10 X is CO or SO2; Z is
0, S or NR4, wherein R4 is selected
from the group consisting of
hydrogen, C1_6-alk(en/yn)yl,
C3_8-cycloalk(en)yl,
C3_8-cycloa1k(en)yl-Ci_6-alk(en/yn)y1
, 15hydroxy-C1_6-alk(en/yn)yl and
hydroxy-C34-cycloalk(en)y1; q is 0
or!; RI and R" are independently
selected from the group consisting of
hydrogen, C1.. 206-alk(erilyn)yl,
C3_8-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)yl
, acyl, hydroxy-C1_6-alk(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
ha10-C1_6-a1k(en/yn)yl  and
halo-C34-cycloalk(en)y1;     R2 is
selected from the group consisting of
hydrogen, halogen, C1.6-a1k(en/yn)yl,
25C3.8-cycloalk(en)yl,
C3g-cycloalk(en)yl-Ci_6-alk(en/yn)yl,
Ar, Ar-C1-6- alk(en/yn)yl,
Ar-C34-cycloaken)yl, acyl,
hydroxy-C1_6-alk(en/yn)yl, hydroxy-
149 



Cm-cycloalk(en)yl,
halo-C1_6-allc(en/yn)yl,
halo-C3_8-cycloalk(en)yl and cyano;
provided that when R2 is halogen or
cyano, then s is 0; when s is 1 and U
is NR2' then R2' is selected from the
group consisting of 5hydrogen,
CI-6-azIklenirOYI,
C34-cycloalk(en)y1,
C35-cycloallc(en)yl-C14-
alk(en/yn)yl, Ar,
Ar-C1_6-alk(en/yn)yl,
Ar-C3_8-cycloalk(en)yl, acyl,
hydroxy6-alk(en/yn)yl,
hydroxy-C34_cycloaken)yl,
halo-Ci."5-a1k(en/yn)yl and
halo-C3-5- cycloalk(en)y1; or R2 and
Rr together form a 5-8 membered
saturated or unsaturated ring which
optionally contains one further
heteroatom; 10 143 is selected from
the group consisting of
C1_6-alk(en/yr)yl,
C34-cycloalk(en)yl,
C34-cycloa1k(en)yl-Ci_6-alk(en/yn)yl,
Ar, Ar-C1_6-alk(en/yn)yl, Ar-C34-
cycloalk(en)yl,
hydroxy-C1.6-alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl, halo-C1.
6-alk(en/yn)yl and
halo-C38-cycloalk(en)y1; 15 Y
represents a group of formulae VI,
VII, VIII, IX or XXX:  150
VIVII(R5)6     wherein 



the line represents a bond attaching
the group represented by Y to the
nitrogen atom; WisOorS; 10 ais 0,1,2
or3; b is 0, 1, 2, 3 or 4; 15cisOorl;
dis 0,1,2 or3;  151 e is 0, 1 or 2;
fis 0,1,2,3,4 or 5; g is 0, 1, 2, 3
or 4; 5 his 0, 1, 2 or 3;and each R5
is independently selected from the
group consisting of a alk(en/yn)yl,
C34-cycloalk(en)yl, Ar,
C34-cycloa1k(en)y1-C1,6-alk(en/yn)yl,
Ar- 10Cl_6-allc(en/yn)y1, acyl,
C1.6-alk(an/en/yn)yloxy, halogen,
halo-C1"6-alk(en/yn)yl, -CO-NR6R6',
cyano, nitro, -N117R7', -S-R8,
-SO2118 and 5020118, or two
substituents together form a 5-8
membered saturated or unsaturated
ring which optionally contains one or
two heteroatoms; 15R6 and 116' are
independently selected frcim the
group consisting of hydrogen, C1, 



6-alk(en/yn)yl, C34-cycloalk(en)yl,
C34-cycloalk(en)yl-C1.6-alk(en/yn)yl
and AT;     R7 and R7' are
independently selected from the group
consisting of hydrogen,
6-alk(en/yn)yl, C34-cycloalk(en)yl,
C38-cycloalk(en)yl-C1,6-alk(en/yn)yl,
Ar and 20acyl; and 118 is selected
from the group consisting of
hydrogen, Ci4-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1,6-alk(en/yn)yl
, Ar and -NR9R9'; wherein R9 and R9'
are independently selected from the
group consisting of hydrogen, C1_
256-alk(en/yn)yl, C3,8-cycloalk(en)yl
and C34-cycloaken)yl-Ci
_6-alk(en/yn)y1; with the provisos
that when R5 is S020R8 then R8 is not
-N119R9' and when fe is S02R8 , then
R8 is not a hydrogen atom; or
pharmaceutically acceptable salts
thereof; and  152 where formula 4 is:
R2 (U)s  6 RI' (4) wherein 5 the
dotted line represents an optional
bond; 



R1 and RH are independently selected
from the group consisting of
hydrogen, Cr_ 106-alk(en/yr)yl,
C34-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-allc(en/yn)y
l, hydroxy-C1.6-alk(en/yn)yl,
hydroxy-C3_8-cycloalk(en)yl,
hydroxy-C34-
cycloalk(en)yl-C1-6-alk(eniyn)yl,
halo-C1_6-alk(en/yn)yl,
halo-C34-cycloalk(en)yl,
halo-C34-cycloalk(en)yl-C1_6-alk(en/y
n)yl, cyano-C1_6-allc(en/yn)yl,
cyano-C34cycloalk(en)yl and
cyano-C3.8-cycloalk(en)yl-C16-alk(en/
yn)y1; or 15le and RH together with
the carbon atom to which they are
attached form a 3-8 membered
saturated or unsaturated ring which
optionally contains 1 or 2
heteroatoms; s is 0 or 1; 20  U is
0,S. SO2, SO2NRH, C0-0 or CO-NR";
wherein RH is selected from the group
consisting of hydrogen,
C1_6-allc(erilyn)yl,
Cm-cycloalk(en)yl, C3-8-
cycloallc(en)yl-C1_6-allc(en/yn)y1;
or 122 and RH together with the
nitrogen atom to which they are
attached form a 4-8 membered
saturated or unsaturated ring which
25optionally contains 1, 2 or 3
further heteroatoms;  153 R2 is
selected from the group consisting of
hydrogen, Cl_6-alk(en/yn)y1,
C3_gcycloalk(en)yl,
C34-cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ar, Ar-Ci_6-alk(en/yn)yl,
Ar-C3.8-cycloalk(en)yl,
Ar-C34-cycloalk(en)y1-Chs-alk(en/yn)y
1, acyl, hydroxy-
5C1_6-allc(en/yn)yl,
hydroxy-C34-cycloalk(en)yl,
hydroxy-C34-cycloalk(en)yl-C1-6-
alk(en/yn)yl, halogen,
halo-C1_6-alk(erilyn)yl,
halo-C34-cycloalk(en)yl, halo-C34-
cycloallc(en)yl-C1_6-alk(en/yn)yl,
cyano, cyano-C1_6-alk(en/yn)yl,
cyano-C3-scycloalk(en)yl,
cyano-C3_8-cycloallc(en)yl-C1_6-alk(e
n/yn)YI, -NO2, NRIoRro,-C1_6_
allc(en/yn)yl,
NR1R1'-C34-cycloalk(en)yl and
NR1R10'-C34-cycloalk(en)yl-C1_
106-alk(en/yn)y1; wherein le and Rilr
are independently selected from the
group consisting of hydrogen,
C1_6-alk(en/yr)yl,
C34-cycloalk(en)yl,
C34-cycloalk(en)y1-C1_6-alk(en/yn)yl,
hydroxy-C1_6-alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl,
hydroxy-C3-scyclok(en)yl-C1_6-alk(en/
yn)yl, halo-C1.6-alk(en/yn)yl,
halo-C3.8-cycloalk(en)yl, 



15halo-C3_8-cycloalk(en)y1-Cl_6-alk(e
n/yn)y1, cyano-C1_6-alk(en/yn)yl,
cyano-C3-r cycloalk(en)yl and
cyano-C34-cycloalk(en)yl-C1_6-alk(en/
yn)yl, or le and Rlir together with
the nitrogen atom to which they are
attached form a 4S membered saturated
or unsaturated ring which optionally
contains 1, 2 or 3 further
heteroatoms; 20with the proviso that
when R2 is NO2, halogen or cyano then
s is 0; and with the proviso that
when R2 is a hydrogen atom or acyl
and s is 1 then U is NR11, 0 or S;
wherein the group -(U),-R2 is linked
to position 4 or 6 of the indole or
indoline; 25 q is 0 or 1; is 0 or S;
30Xis CO or SO2; with the proviso
that q is 0 when X is SO2;  154
g-cycloalk(en)yl,
C1-6-alk(etilYn)yl-heterocycloalk(en)
yl, Ar, Ar-Ci_6-a1k(en/yn)yl,
Ar-C34-cycloalk(en)yl,
Ar-heterocycloalk(en)yl,
Ar-C34-cycloalk(en)yl-CI-6alk(enlyn)y
l,
Ar-C1.6-aken/yn)yl-C3_8-cycloa1k(en)y
l,
Ar-C1.6-alk(enlyn)ylheterocycloalk(en
)yl,
C14-alk(en/yn)yloxy-Ci_6-alk(en/yn)Y1
, C34-
5cycloalk(en)yloxy-C1_6-alk(en/r)yl,
C1_6-allc(en/yn)y1oxy-C3_8-cyc1oalk(e
n)yl,
C1_6-alk(erilyn)yloxy-heterocycloaken
)yl, Ar-oxy-C1_6-allc(en/yn)yl,
Ar-C1-6-
alk(en/yn)yloxy-C1_6-alk(en/yn)yl,
C1_6-alk(en/yn)yloxy-carbonyl-C1-6-
alk(en/yn)yl,
C34-cycloalk(en)yloxy-carbonyl-C14all
c(en/yn)Y1, C3-8-
cycloalk(en)yl-C1.6-alk(en/yn)yloxy-c
arbonyl-C1_6-alk(en/yn)yl,
hydroxy-C1-6- 10alk(en/yn)yl,
hydroxy-C34-cycloaken)yl,
hydroxy-heterocycloalk(en)yl,
hydroxy-C3_8-eycloaken)yl-C1_6-alk(en
/yn)yl,
hydroxy-C14-alk.(en/yn)Y1-C3-8-
cycloalk(en)yl,
hydroxy-C1_6-alk(etn)yl-heterocyc1oa1
k(en)y1, halo-C1-6- allc(en/yn)yl,
halo-C3_8-cycloalk(en)yl,
halo-heterocycloalk(en)yl,
halo-C3_gcycloalk(en)yl-C14-alk(en/yn
)yl,
halo-C1_6-alk(en/yn)yl-C3_8-cycloalk(
en)yl, halo- 



15
C1_6-aken/yn)y1-heterocycloalk(en)yl,
halo-C1_6-alk(en/yn)yl-Ar,
halo-Cmcycloalk(en)yl-Ar,
halo-C34-cycloalk(en)yl-C1_6-alk(en/y
n)yl-Ar, halo-C1-6-
alk(en/yn)yl-Cm-cycloalk(en)yl-Ar,
cyano-Cm-alk(endyn)yl, cyano-C3_8-
cycloalk(en)yl,
cyano-heterocycloaken)yl,
cyano-C34-cyc1oalk(en)y1-Cl_6-
alk(en/yn)yl,
cyano-C1_6-allc(en/yn)yl-C33-cycloalk
(en)yl, cyano-C1-6-
20a1k(en/yn)Y1-heterocyc1oa1k(en)yl,
acyl-C1_6-alk(en/3n)yl, acyl-C3-8-
cycloalk(en)yl,
acyl-heterocycloalk(en)yl,
acyl-C34-cycloalk(en)yl-C14-
alk(en/yn)yl,
acyl-C1.6-alk(en/yn)yl-C3_8-cycloalk(
en)yl,
acyl-Cl_6-a1k(en/yn)y1heterocycloalk(
en)yl and -NR12R12', optionally
substituted NR12R12'-C1_6-
alk(en/yi)y1, optionally substituted
NR12141-2'-C34-cycloalk(en)yl,
optionally 25substituted
NR121112'-C3_8-cycloa1k(en)y1-C1_6-al
k(en/yn)y1; wherein Riu and R12' are
independently selected from the group
consisting of hydrogen,
C1_6-allc(en/yn)yl,
C34-cycloallc(en)yl,
C34-cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ar, Ar-C1_6-alk(en/yn)yl,
Ar-C3_8-cycloalk(en)yl,
Ar-C3_8-cycloa1k(en)yl-C1_6-
alk(en/yn)yl,
hydroxy-C14-alk(en/yn)yl,
hydroxy-Cm-cycloalk(en)yl, hydroxy-
30C3_8-cycloalk(en)y1-C1.6-a1k(en/yn)
yl, ha10-C1_6-alk(en/yn)yl, halo-C34-
cycloalic(en)yl,
halo-C3_8-cycloalk(en)yl-C14-alk(en/y
n)yl, cyano-C1-6- alk(en/yn)yl,
cyano-C3_8-eyeloaken)yl and
cyano-C3_8-cycloallc(en)y1-C1-6-
alk(en/yn)yl, or  155  R12 and R12'
together with the nitrogen atom to
which they are attached form a 4- 8
membered saturated or unsaturated
ring which optionally contains 1, 2
or 3 further heteroatoms; with the
proviso that when R3 is NR121212'
then q is 0; and Y represents a group
of formula H, III, IV, V" VI, XXX and



IVV    Or   156 wherein the line
represents a bond attaching the group
represented by Y to the carbon atom;
WisOorS; T is N, NH or 0; L is N, C
or CH; ais 0,1,2 or3; b is 0, 1, 2, 3
or 4; 15c is 0 or 1; dis 0,1,2 or3; 



e is 0, 1 or 2; 20 f is 0, 1, 2, 3, 4
or 5;         g is 0, 1, 2, 3 or 4;
25his 0,1,2 or3; j is 0, 1, 2 or 3;
with the proviso that when T is a
nitrogen atom then j is 0, 1, 2 or 3;
and when T is NH or an oxygen atom
then j is 0,! or 2;  30k is 0, 1, 2,
3 or 4; and  157 t C1_6-aken/yn)yl,
Ar-thio, Ar-oxy, acyl,
C1_6-alk(en/yn)yloxY, C3-8-
cycloalk(en)yloxy,
C34-cyc1oalk(en)y1-C1_6-a1k(en/yn)ylo
xy, halogen, ha10-C1_6- alk(en/yn)yl,
halo-C34-cyc1oalk(en)y1,
halo-C3_8-cycloalk(en)yl-C1_6-alk(en/
yn)yl, -CO-NR6R6', cyano,
cyano-Ci_6-alk(en/yn)yl,
cyano-C34-cycloalk(en)yl, cyano-
5C3_8-cycloalk(en)y1-Ci_6-alk(en/yn)y
1, -NR7R7', -S-R8 and -S02R8, or two
adjacent R5 together with the
aromatic group to which they are
attached form a 4-8 membered ring
which optionally contains one or two
heteroatoms;         It' and R6' are
independently selected from the group
consisting of hydrogen, CI_
106-alk(en/yn)yl,
C3.8-cycloalk(en)yl,
C3_8-cyc1oalk(en)y1-C1_6-alk(en/yn)yl
and AT; R7 and R7' are independently
selected from the group consisting of
hydrogen, Ci_ 6-alk(en/yn)yl,
C3_8-cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)yl
, Ar and acyl; 15 and 



R8 is selected from the group
consisting of hydrogen,
C1_6-alk(en/yn)Y1, C34-
cycloalk(en)yl,
C3_8-cycloalk(en)yl-C1_6-alk(en/yn)yl
, Ar and -NR9R9'; wherein 20R9 and
R9' are independently selected from
the group consisting of hydrogen, C1_
6-alk(en/yn)yl, C3_8-cycloalk(en)yl
and
C3_8-cycloallc(en)y1-Ci_6-alk(en/yn)y
1; provided that when Rs is -NR9R9'
then R5 is not -S-R8; or
pharmaceutically acceptable salts
thereof; and 25 where formula 5 is:
wherein q is 0 or I;  158 Wig 0 or S;
X is CO; Z is 0; RI is selected from
the group consisting of halogen,
cyano, C1.6-alk(en/yn)yl,
C3.8-cycloalk(en)yl,
C3_8-cycloa1k(en)yl-C1_6-alk(en/yn)yl
, haloC1_6-alk(en/yn)y1,
halo-C3.8-cycloalk(en)yl,
halo-C3.8-cyc1oalk(en)ylC1.6-alk(en/y
n)yl, C1.6-alk(en/yn)yloxy,
C3.8-cycloallc(en)yloxy and
C3.8-cycloalk(en)yl-C1.6-alk(en/yn)yl
exY; 10 R2 is selected from the group
consisting of halogen, cyano,
C1_6-alk(en/yn)yl,
C3_8-cycloalk(en)yl,
C3.8-cycloalk(en)yl-C1.6-aken/yn)yl,
haloC1.6-alk(en/yn)yl,
halo-C3.8-cycloalk(en)yl,
halo-C34-cycloalk(en)ylC1_6-alk(en/yn
)y1, C1_6-alk(en/yn)yloxy,
C3.8-cycloalk(en)yloxy,
15C3-8-cyc1oalk(en)yl-C1_6-alk(en/yn)
ydoxy, optionally substituted phenyl
and optionally substituted pyridyl;
wherein phenyl and pyridyl are
optionally substituted with one or
more substituents independently being
halogen, C1.6-alk(en/yn)y1,
C34-cycloalk(en)yl or
C3.8-cycloalk(en)yl-C1.6-a1k(en/yn)y1
; 



20R3 is selected from the group
consisting of C1_10-alk(en/yn)yl,
C3_8-Cycloalk(en)yl,
C3.8-cycloalk(en)y1-Ci_6-alk(en/3m)y1
, Ar- C1.6-alk(en/yn)yl,
Ar-C3.8-cycloalk(en)yl,
Ar-C3.8-cycloalk(en)ylC1.6-alk(en/yn)
yl and AT; and 25each of R4, R5, R6
and R7 is independently selected from
the group consisting of hydrogen and
Ar; or pharmaceutically acceptable
salts thereof; and  where formula 6
is:    (6) wherein 5 ZisOorS; and q
is 0 or 1; and 



10each of R1 and R2 is independently
selected from the group consisting of
halogen, cyano, amino,
Ci_6-alk(en/yn)yl,
C34-cycloalk(en)yl, C34-
cycloalk(en)34-C1_6-alk(etn)yi,
Cm-heterocycloalk(en)yl, Aryl,
Heteroaryl, halo-Ch6-a1k(en/yn)yl,
halo-C34-cycloalk(en)yl,
halo-C34-cycloalk(en)yl-C1-6-
alk(en/yn)yl, CF.6-alk(en/yn)yloxy,
C3_8-cycloalk(en)y1oxy,
C3_8-cycloalk(en)yl-
15C1,6-alk(en/yn)yloxy,
Cm-heterocycloalk(en)yloxY; and R3 is
selected from the group consisting of
C1_8-alk(en/yn)yl, C3-8-
cycloalk(en)yl,
C3.8-cycloa1k(en)y1-C1,6-alk(en/yn)yl
, Aryl-C1_6-alk(en/yn)yl,
Aryl-C3_8-cycloalk(en)yl,
Aryl-C3_8-cycloalk(en)yl-C1_6-alk(en/
yn)yl, C38-
20heterocycloalk(en)yl-C1.6-alk(en/yn
)yl, C1,6-alk(en/yn)Y1-C34-
heterocycloalk(en)yl-C1,6-alk(en/yn)y
l, Heteroaryl-C1,6-alk(en/yn)yl,
HeteroarylC343-cycloalk(en)yl,
Heteroaryl-C33-cycloallc(en)yl-C1_6-a
lk(en/yn)yl, amino-C1-
6-alk(en/yn)yl,
amino-C3_8-cycloalk(en)yl,
amino-C38-cycloalk(en)y1-C14-
alk(en/yn)yl,
C1_6-alk(en/yn)yloxy-Ci_6-allc(en/yn)
yl, C33-cycloaken)yloxy-C1,
256-alk(en/y0y1,
C3-8-cYcloalk(en)yl-C16-alk(en/yn)ylo
xy-C15-allc(en/yn)yl, halo-
C1_6-alk(en/yn)y1,
halo-C3_8-cycloaken)yl and
halo-C3,8-cyc1oallc(en)yl-C1-6-
alk(en/yn)y1; and  160 R4 is selected
from the group consisting of halogen,
cyano, C1_6-alk(en/yn)yl,
C34-cycloalk(en)yl,
C3_8-cycloa1k(en)y1-C1.6-a1k(en/yn)yl
, C3_8-heterocycloallc(en)yl, Aryl,
Heteroaryl, Ary1-Ci_6-alk(en/yn)yl,
Aryl-C3_8-cycloalk(en)yl,
ArylC3_8-cycloa1k(en)y1-Ci_6-a1k(en/y
n)yl,
Aryl-C3_8-heterocycloallc(en)yl,
halo- 5C1_6-alk(en/yn)yl,
halo-C3_8-cycloalli(en)yl,
halo-C3_8-cycloalk(en)yl-Ci_6-a1k(en/
yn)yl,
halo-C1.6-alk(en/yn)yl-C3_8-heterocyc
loalk(en)yl-Ci_6-alk(en/yn)yl, NR5R6
and leNH-C1_6-a1k(en/yn)y1; wherein
R5 and R6 are independently selected
from the group consisting of
hydrogen, Aryl-C1_6-alk(en/yn)yl,
Aryl-C34-cycloalk(en)yl, Aryl-C3_r
cyc1oalk(en)yl-C1.6-alk(en/yn)yl,
C1_6-allc(en/yn)yl,
C3.8-cycloa1k(en)y1, C34-
10cyc1oalk(en)yl-Ci_6-a1k(erilyn)yl,
Heteroaryl-Cho-allc(en/yn)yl,
Heteroaryl-Ci-s- cycloalk(en)yl and
Heteroa1yl-C3_s-cycloa1k(en)yl-C1_6-a
lk(en/yn)yl with the proviso that R5
and R6 are not hydrogen at the same
time; and R7 is selected from the
group consisting of
C1.6-alk(en/yn)yl,
C3-8-eycloalk(en)yl,
C34-cycloalk(en)yl-C1-6-
alk(en/yn)yl, Aryl,
halo-CL6-a1k(en/yn)yl,
halo-C34-cycloalk(en)yl, halo-C38-
15cycloalk(en)yl-C1.6-alk(en/yn)yl,
Aryl-C1_6-a1k(en/yMyl,
Aryl-C34-cycloaken)yl and 



Heteroaryl; or pharmaceutically
acceptable salts thereof; and where
formula 7 is: 20 R2 R3 cN N 0 0(7)
wherein: qisOorl; each of RI and R2
is independently selected from the
group consisting of 25halogen, cyano,
C1_6-a1k(en/yn)yl,
C3.8-cycloalk(en)yl,
C34-,cycloalk(en)yl-
C1..6-alk(en/yr)yl,
halo-C1_6-allc(en/yn)yl,
halo-C34-cycloalk(en)yl, halo-C3_8-
cycloalk(en)yl-C1_6-alk(en/yn)yl,
Ch6-alk(en/yn)yloxy,
C3.8-cycloa1k(en)yloxy and
C3_8-cycloalk(en)yl-C1_6-a1k(en/yn)yl
oxy; and  161 R3 is selected from the
group consisting of
C1_8-alk(en/yn)yl, C3_8-
cycloalk(en)yl,
C3.8-cycloalk(en)y1-C1_6-alk(en/yn)yl
, optionally substituted
Aryl-C1_6-alk(en/yn)yl, optionally
substituted Aryl-C34-cycloaken)yl,
optionally substituted
Aryl-C34-cycloalk(en)yl-C1_6-alk(enly
n)Y1,
C1_6-allc(en/yn)y1-C34-heterocycloalk
(en)yl-Ci_6-alk(en/yn)yl, C34-
heterocycloallc(en)yl-C1_6-alk(en/yn)
yl,
Ci.6-a1k(en/yn)ylC34-heterocycloalk(e
n)yl-Ci_6-alk(en/yr)y1,
Heteroaryl-C1_6-a1k(en/yn)y1,
Heteroaryl-C3.8-cycloallc(en)yl,
Heteroaryl-C3_8-cycloa1k(en)y1-Ct_6-
alk(en/yn)yl,
NR4R5-C1_6-allc(en/yn)yl,
NR4R5-C34-cycloalk(en)yl, NR4R5-C3-8-



10cycloalk(en)yl-C14-allc(en/yn)yl,
C1_6-a1k(en/yn)y1oxy-Ci_6-allc(en/yn)
yl,
cycloa1k(en)yloxy-CF.6-a1k(en/yn)yl,
C34-cycloalk(en)yl-C1.6-alk(en/yn)ylo
xyCi_6-a1k(en/yn)yl,
ha10-Ci.,6-a1k(en/yn)yl,
halo-C34-cycloalk(en)yl and halo-C34-
cycloalk(en)yl-C1_6-alk(en/yn)y1;
wherein     each of R4 and R5 is
independently selected from the group
consisting of 15hydrogen,
C1_6-alk(eniy11)34, C3_8-cycloaken)yl
and C3_8-cycloalk(en)yl-
C1_6-alk(en/yn)y1; or
pharmaceutically acceptable salts
thereof; and where formula 8 is: R3
(0) Nq-R5 A 0 R' 'N R4 R2(8) 20
wherein: q is 0 or 1; RI and R2 are
independently selected from the group
consisting of hydrogen and optionally
substituted aryl-C1_6-allc(en/yn)yl,
provided that RI and R2 are not both
25hydrogen, or RI and R2 together
with the nitrogen to which they are
attached form 



a 5 to 7 membered ring optionally
containing a further heteroatom;  162
R3 and R4 are independently selected
from hydrogen, halogen, cyano, amino,
Cie alk(en/yn)yl, C3_8-cycloaken)yl,
halo-C1.6-alk(en/yn)yl,
ha10-C3.8-cycloaken)yl,
CT6-alk(en/yn)y1oxy,
C3.8-cycloalk(en)yloxy,
C3_8-cycloalk(en)ylCI.6-alk(en/yn)ylo
xy, halo-CT6-alk(en/yn)yloxy,
halo-C3.8-cycloallc(en)yloxy and
halo-C3_8-cycloalk(en)yl-C1.6-alk(en/
yn)YlexY, provided that R3 and R4 are
not both hydrogen; R5 is selected
from the group consisting of
Cmo-alk(en/yn)yl,
C3.8-cycloallc(en)ylCi.6-alk(en/yrOyl
, optionally substituted
aryl-CT6-a1k(en/yn)yl and optionally
10substituted aryl; or
pharmaceutically acceptable salts
thereof; and where formula 9 is: 15
or a pharmaceutically acceptable salt
thereof.     2. The use according to
claim 1 wherein the compound is
selected from the group 20consisting
of:
N-(2-amino-4-(4-fluorobenzylamino)-ph
enyl) carbamic acid ethyl ester;
2-Cyclopentyl-N-(2,6-dimethy1-4-motph
olin-4-ylpheny1)-acetamide;
N-(2,6-Dirnethy1-4-moipholin-4-yl-phe
ny1)-3,3-dimethyl-butyramide,
N-(4,6-Dimethy1-2-morpholin-4-yl-pyri
midin-5-y1)-2-(4-fluoro-heny1)-acetam
ide; 25Hexanoic acid
(2,6-difluoro-4-morpholin-4-yl-phenyl
)-amide;
2-Cyclopentyl-N-(4,6-dimethy1-2-morph
olin-4-yl-pyrimidin-5-y1)-acetamide;
163
N-(2-Bromo-4-morpholin-4-y1-6-trifluo
romethyl-pheny1)-propionamide;
N-(2,4-Dimethy1-6-morpholin-4-yl-pyri
din-3-y1)-3,3-dimethyl-butyramide;
[2-Amino-4-(2,4,6-trimethyl-benzylami
no)-phenyl]carbamic acid ethyl ester;
and
2-Cyclopentyl-N-(2-methoxy-6-methy1-4
-morpholin-4-yl-pheny1)-acetamide. 



3. Use according to claim 1 or claim
2, wherein positive symptoms of
schizophrenia are reduced.      4.
Use according to claim 1 or claim 2,
wherein negative symptoms of
schizophrenia 10are reduced.  5. Use
according to claim 1 or claim 2,
wherein cognitive symptoms of
schizophrenia are reduced. 15 6. Use
according to claim 1 or claim 2,
wherein one or more of positive,
negative and cognitive symptoms of
schizophrenia are reduced.    7. Use
according to claim 1 or claim 2,
wherein the symptoms of one or more
of the schizophrenia subtypes
selected from the group consisting of
the catatonic-subtype, 20 the
paranoid-subtype, the
disorganized-subtype, and the
residual-subtype, are reduced.  8.
Use according to any one of the
preceding claims, wherein said
compound able to selectively increase
the ion flow through KCNQ potassium
channels is effective in a model
predictive for an anti-psychotic
potential of said compound 25  9. Use
according to claim 8, wherein said
model is selected from the group
consisting of the acute
stimulant-induced hyperactivity test,
the sensitised amphetamine-induced
hyperactivity test, the conditioned
avoidance test, the spontaneous
firing of mesolimbic DA cells test
and the mouse forced swim test.  164
10. Use according to claim 8 or claim
9, wherein said compound is effective
in more than one model predictive for
an anti-psychotic potential of said
compound.    11. Use according to any
one of the preceding claims, wherein
said compound does 5 not to any
reasonably extent manifest any
side-effects associated with
compounds known to treat
schizophrenia.    12. Use according
to claim 11, wherein said side
effects associated with compounds
known to treat schizophrenia is
mediated directly through dopamine D2
receptor 10 modulation.  13. Use
according to any one of the preceding
claims, wherein said compound is to
be administered in an amount of more
than 1 mg/day. 1514. Use according to
any one of the preceding claims,
wherein said compound is to be
administered in an amount of more
than 5 mg/day, more than 10 mg/day or
more than 50 mg/day.       15. Use
according to any one of the preceding
claims, wherein said amount is to be
20 administered once daily or more
than once daily.  16. Use according
to any one of the preceding claims,
wherein said compound has a
fast-onset of action. 



2517. Use according to any of claims
3-6, wherein the symptoms of
schizophrenia are reduced faster than
known compounds for treating said
symptoms of schizophrenia.  18. Use
according to claim 16 or 17, wherein
the said symptoms of schizophrenia
are reduced after two weeks,
preferably after one week, even more
preferred within one 30 week, even
more preferred after two days, even
more preferred within two days and
most preferably after a day. 














