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CXCR2
inhibitors
Chemothes
are a family
of low
molecular
weight
proteins
(8-13 kDa)
that are
classified
into four
distinct
groups
depending on
the
positioning
of the
cysteine
motif at 5
the amino
laminas. The
family
members
comprise
CXC, CC, XC,
and CX3C
chemokines
of which CXC
and CC are
the largest
and most
characterize
d. The CXC
chemokines
include
interleukin-
8 (IL-8),
neutrophil-a
ctivating
protein-2
(NAP-2),
growth-relat
ed oncogenes
GRO-a,
GR0-0,
CRC-1,
epithelial
cell-derived
neutrophil
activating
factor-78
(ENA-78),
granulocyte
chemoattract
ant
protein-?
(GCP-2), y-
10interferon
-inducible
protein-10
(3IP-10),
interferon-i
nducible T
cell
a-chemoattra
ctant (I-
TAC),
monokine
induced by
rime-ricrac
(Mb) and
platelet
factor-it
(PF-4). CC
chernokines
include
RANTES
(regulated
on
activation
normal T
cell
repressed
and
secreted),
macrophage
inflammatory
proteins
MIP-la,
MIP-10,
monocyte
chernoattrac
tant
protekis
MCP-1,
MCP-2, MCP-3
and eotmdn.
The XC
family 15 _
comprises
two mem4ers
lymphotaclin
-a at
Mnpbotactiri
-8,and_the
CX3C.family
consists
only of a
single
chernokine
named
fractalkine
(Murphy at
al"
Phannacol.
Rev,
521145-178,
2000).
Chemoldnes
mediate
their
biological
effects by
binding to
cell surface
molecules,
which 20
belong to
the
superfamily
of
seven-lransm
embrane
spanning
receptors
that signal
through
coupling to
heterotrimed
c G
proteins.
Although
nest
chemokine
receptors
recognbLe
more than
one
chemokine,
they are
almost
always
restricted
to a single
subclass.
Chemokine
receptor
binding
initiates a
cascade of
intracellula
r events of
leh the
first step
is the
binding of
the receptor
by its
high-affinit
y figand.
This induces
25 a
conformation
al change
leading to a
dissoas' tbn
of the
receptor-ass
ociated
heterotrimed
c G proteins
into a and
07 subunits.
These G
protein
subunits are
able to -
activate
various
effector
proteins,
including
phosphoSpase
s leading to
generation
of inositol
trisphosphat
e, an
increase in
cytosolic
calcium, and
activation
of protein
kinases.
This cascade
of
int-900140er
events
mediates a
wide range
of functions
in 30
different
leukocytes
such as
chemotaxis,
degranulatio
n, oxidative
burst,
phagocytosis
, and lipid
mediator
synthesis.
WO
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rrfireartait
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Intedeukin-8
(IL-13) is a
key mediator
of
immunologica
l reactions
in
inflammatory
disorders
such as
atherosclero
sis,
ischerniaire
perfusbn
injury,
rheumatoid
arthritis,
chronic
obstructive
pulmonary
disease,
respiratory
distress
syndrome,
asthma,
cystic
fibrosis,
and
psoriasis
pined et at,
CUR. Med.
Chem. 2:
67-79,
2003). IL-8
is the most
5
characterize
d member of
the CXC
subfamily of
chemokines.
Leukocyte
responses to
IL-8 are
mediated via
specific
cell surface
receptors,
CXCR1 and
CXCR2.
VVhereas
GXCR1 is
selectively
activated by
IL-8, CXCFt2
responds to
several
adddional
chemokines
including
growth-relat
ed oncogenes
GRO-a,
GR0-8,
CRC-y,
neutrophil-
activating
protein-2
(NAP-2),
epithelial
cell-derived
neuirophil
activating
factor-76 



10 (ENA-78),
and
granulocyte
chemoattract
ant
protein-2
(GCP-2). The
common
denominator
shared by
all
chemoldnes
that
activate
CXCR2 is a
Glu-Leu-Ang
(ELR)
sequence in
the amino
terminus,
which
appears to
serve as a
recognition
sequence for
receptor
binding and
activation
(Herbert et
al., J. Bid.
Chem. 266:
18989-18994,
1991). 15
Early
investigatio
ns
concentrated
on the
effect of
!LB on
neutrophils,
which
respond to
IL-8 with
calcium
molonization
, actin
polymerizati
on, enzyme
release,
chemotaxis,
and the
respiratory
burst.
Despite
Similar
affinities
for IL-8 and
similar
receptor
northers of
CXCRI and
CXCR2 on
neutroptiils
, both
receptors
are
funclionally
different.
20 Responses
such as
calcium
mobilization
and the
release of
granule
enzymes are
mediated
through both
receptors,
whereas the
respiratory
burst and
the
activation
of
.phospholipa
se 0 depend
exclusively
on
stimulation-
of CXCR1
(Jones et
al., Rroo
Nat. Acad.
Sit USA 93:
6682-6686,
1996). Due
fa their
prominent
role in
neutrophil
recruitment,
CXCR1 and
CXCR2 are
thought to
be important
in several
acute - 25
neutrophikna
diated
diseases
such as
acute
respiratory
distress
syndrome and
ischemialrep
erfusion
injuries, as
well as in
chronic
diseases
such as
asthma,
psoriasis,
dermatitis,
and
arthritis.
It has been
shown that
CXCR2 is
also
expressed by
monocytes.
Despite
IL-8's 30
inactivity
in monocyte
chemotaxis
assay. This
factor
induces
calcium flux
and
respiratory
burst in
monocytes
and enhances
adhesion of
monocytes in
static
assays:
Similarly,
CRO-a
enhances
adhesion of
monncytes to
stimulated
endothelial
cells.  WO
musiumwePCTT
EP211117/110
5,6 3
Moreover,
IL-8 is able
to induce
firm arrest
of monocytes
on
endothelial
cells under
conditions
of
physiologica
l flow
(Gerszten et
al., Nature
398:
718-723,
1999). Since
CXCR2 is
strongly
expressed on
monocytes
and
macrophages
in
atherosclero
tic lesions
where it is
suggested to
play a key
role in
chemoattract
ion,
retension, 5
expansion,
and
activation
of monocytes
and
macrophages,
this
strongly
suggests
that CXCR2
and one or
more of its
ligands
GRO-e) play
a
pathophysiol
ogical role
in
atherosclero
sis (Huo et
al., J.
Olin, Invest
108:
1307-1314,
2001). Apart
from
neutrophis
and
monocyles,
numerous
cell types
have been
shown to 10
express IL-8
receptors.
These cell
types
include
neurons,
various
cancer
cells,
keratinocyte
s, and
endothelial
cells.
Several
lines of
evidence
indicate
that I1-8
plays a
direct role
in
angiogenesis
via
stimulation
of CXCR2
expressed on
endothelial
cells. IL-8
has been
shown to
bind
specifically
to
endothelial
cells and
kiduce
chemotaxis.
IL-8 is able
to induce
neovasculari
zation in
the absence
of
inflammatory
responses
(Roche 15 et
al, Science
258:
1198-1801:
1992).
Moreover,
there is
accumulating
evidence
that IL-8
could Play a
key role in
melanoma
progression
and
metastasis
as patients
with
rnelanoma
metastases
have
elevated
sense levels
of IL-8.
IL-8 is
supposed to
act as an
autocdne
drowth and
metastatic
factor for
melanoma
cells
(Schadendorf
et al., J.
Immune!:
151-157,1993
). 20 Due to
the wide
range of
actions of
11._-8, such
as
attraction
and
activation
of
neutrophils
and
monacylesima
crophages as
well as
promotion of
endothelial
cell
proliferatio
n and.cancer
cell growth,
the
inhibition
of chemoMne
receptors
CXCR1 and
CXCR2 is
expected to
be
beneficial
in the
prevention
and
treatment of
numerous 25
diseasas.
Besides
acute and
chronic
inflammatory
diseases
such as
atherosclero
sis,
ischemiafrep
erfusion
iMuries,
chronic
obstructive
pulmonary
disease,
asthma, and
. 



rheumatoid
arthritis,
chemokine
(such as,
but not
limited to
I1-8, GRO-e,
GRO-8,
(SRO-y,
NAP-2,
ENA-78 or
GCP-2)
mediated
diseases
include
adult
respiratory
distress
syndrome,
inflammatory
bowel
disease,
ulcerative
colitis,
Crohn's
disease,
30atopic
dermatitis,
cystic
fibrosis,
psoriasis,
multiple
sclerosis,
angiogenesis
,
restenosis,
osteoarthrig
s, septic
shock,
endotoxic
shook, gram
negative
sepsis,
toxic shock-
syndrome,
stroke,
glomerulonep
hritis,
thrombosis,
graft vs
host
reaction,
allograft
WO
20081000409P
CT/EP2107/00
5576 4
rejections,
alzheimers
disease
malaria,
viral
infectiots.
frauroatic
brain
injury,
pulmonary
fibrosis,
and cancer.
US 4 962 224
(American
Home)
relates to
2-0xy-N-naph
thaloyl-meth
ylglycines
useful 5 in
the
treatment of
diabetis
malrtus. FR
2 825 705
(Fiore
Fabre)
describes
inole-1-ary1
-
2-carbonyl-a
lanine
derivatives.
US
2005/059705
(Mjalli at
al.)
discloses
substituted
isoquinoline
-2-carbonyl-
alanine
derivatives
with
multiple
substitution
s on the
hetero ring
useful as
antithrornbo
tic
agents.EP 1
678 834
(Sanon-Avent
e) relates
to fused
bicyclic
aromaticv
carboxamide
derivatives
useful as
CXCR2
inhthitors
having a 10
shorter
linker B.1NO
20041108881
(Fibrogen
Inc)
describes
2-caroonyl-a
lanineisogui
nollne
deriyatrves
effective in
the
prevention
of tissue
damage
casused by
ischemia. WO
2005/023818
(Axima)
discloses
heterobicycl
ic compounds
with the
carboxamide
moiety
connected on
the passion
1 instead of
the position
2 of the
betetodng.
WO 01/58852
(Dumps Spa.)
relates to
N-(2-aryl-pr
opionyI)-ami
des useful
15in the
inhibition
of the
chemotaxis
of
nautrophils
induced by
IL-8. _
Summary The
disclosure
provides
novel
compounds
represented
by the
formula I
and
pharmaceutic
ally
acceptable
salts,
solvates.
isomers or
prodrugs
thereof,
which are
inhibitors
of chemokins
receptors,
in
particular
of
CXC-chemokin
e receptors,
more 20
particular
of CXCR2,
and
therefore
useful for
the
prevention
and
treatment of
chemoldne
mediated
diseases
According to
a first
aspect there
is prom ided
a compound
or
lortnuIrt1 8
HO 25 



wherein  WO
20081000409P
CT/EP200f7M1
5 Xis
-CR3=CR4-,
-CR5=N-,
-N=CR6-,
-NR7- or
-S-; R3, R4,
R5 and 126
are,
independentl
y of one
another,
hydrogen, F,
CI, Br, I,
allcyl
haying 1, 2,
3, 4, 5016
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,  5 6 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which .1, 2,
3, 4, 5, 6,
7, 8, 9, 19
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 8 carbon
stems, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13
14 or 1015
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4,5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkozy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kozy haying
9, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, B, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by
20fluorine
atoms, OH,
CN, NO2.
NR27R2B,
0(0)R29,
C(0)N.R3OR31
,
5(0)9R32,-S(
0)pNR33R34,
aryl,
he-ternary!,
arylalkyl
with alkyl
haying -1,
2, 3 or 4
carbon atoms
or
heteroarylal
kyl with
alkyl having
1, 2, 3 or 4
carbon
atoms; .
1227 is
hydrogen or
allcyl
having 1, 2,
3 or 4
carbon
25atoms;
1128 is
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon
atoms, aryl,
C(0)H"C(0)al
lryl with
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)aryl;
1129 is
hydrogen,
OH, alkyl
with 1, 2, 3
or 4 carbon
30atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl;
1130, 1131,
1133 and
1134  WO
2008/000409P
CT/EP2007/11
05S76 6 are,
independentl
y of one
another,
hydrogen,
akyl having
1, 2,3 or 4
carbon atoms
or aryl; 



R32 is OH,
alkyl haying
1, 2, 3 or 4
carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl; 5o
and p are,
independentl
y of one
another, 1
or 2; R7is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R35;
R35 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or awl;. 10
Y1 Y2, Y3
and Y4 ate,
independentl
y of one
another,
-CR8- or
nitrogen,
with the
proviso that
at least two
of lel, Y2,
ya and Y4
are defined
as .  H8is
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon -
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
15atoms may
be
substituted
by-fluorine
atoms,
cycbalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 1 0
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylel
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4,5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
20substitute
d by
fluorine
atoms,
a/kbxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms. in
which 1. 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or t3
.
hydrogenatom
s may by
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 1,1
hydrogen
atoms may be
substituted
by fiuodne
atoms,
25cycloalkyl
alkoxy
having 4, 5,
6, 7 or
carbon
atoms, in
which 1, 2,
3, 4, 5,
6,7, 8, GI,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-allcyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
ON, 30NO2,
NR361337,
C(0)R38,-C(0
)NR39R40,
$(0)qR41,
S(0)rNR42H43
, aryl,
heteroaryl,
arylailryi
with alkyl
having 1, 2,
3  WO
20087000409P
C17FP20070M1
55% 7 or 4
carbon atoms
or.heteroary
lalkyl with
alkyl having
1, 2, 3 or 4
carbon
atoms; R36
is hydrogen
or alkyl
haying 1. 2,
3 or 4
carbon
atoms; 



5R37 is
hydrogen,
allcyl
haying 1, 2,
3 or 4
carbon
atoms, aryl,
C(0)H,
C(0)alkyl
with alkyl
haying 1, 2,
3 or 4
carbon atoms
or C(0)aryl;
R38 is
hydrogen.
OH, alkyl
with 1,2,3
or 4 carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl; 10
.R39, R40,
R42 and R43.
are,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or aryl; R41
is OH,
allcyl
having 1, 2,
3 or 4
carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl; 15g
and r are,
independentl
y of one
another, 1
or 2; it
-0(0), 'SPY
or 26 Ais
cycloalkyl
having 3, 4,
5, 6, 7 or 3
carbon
atoms,
hetarocyclyl
having 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
haying 5 or
6 atoms; in
which the
said
cycloalkyl,
heterocyclyl
, phenyl or
heteroaryl
can be
condensed to
a cycloalkyl
radical
having 3, 4,
5, 6 ,7 or
astorns. a
heterocycly1
radical
having 5, 6;
7 or 8
atoms, a
phenyl
radical or a
25heteroaryl
radical
ha?Ang 5 or
6 atoms, and
in which
said
cycloalkYl,
heterocyclyl
, phenyl or
heteroaryl
and the
optionally
condensed
cycloallbyl
radical,
heterocycly1
radical,
phenyl
radical or
heteroaryl
radical am
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group 30
consisting
of F. Cl,
Br, I, OH,
CN, NO2, SF,
alkyl having
1, 2, 3, 4,5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
subslituted
by fluorine
atoms,  ItO
200511ffiO40
9PCT/EP2007/
005576 8
cycloallcyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which  1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms 5 may
be
substituted
by fluorine
atoms.
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms. in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,-8, 9, 10
or 11
hydrogen
Stoma thay
be
substituted
by fluorine
atoms,
10cycloalkyl
alkoxy
having 4, 5,
6, 7 or 8
carbon
atoms, in
which 1, 2, 



3. 4, 5, 6,
7. 8, 9, 10.
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms or
-5-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
bY fluorine
atoms; 15
Bis a linear
linker
consisting
of 3,4 or 5
carbon
atoms, in
which 1 or 2
carbon .
atoms can be
replaced by
a member of
a heteroatom
containing
group
consisting
of O. NI219
or S(0)y and
which linker
may contain
0, 1 or 2
double or
triple bonds
between
carbon atoms
within the
linker, with
the
provisos,
that 2 of 20
said
heteroatom
containing
groups-are
separated by
at least 2
carbon
atoms, that
heteroatom
containing
groups are
not adjacent
to a double
or triple
bond within
the linker
or to a
non-aromatic
double bond,
which might
be part of
A, that
doublaor
titsle bonds
are not
cumulated,
and that, if
A is
connected to
the linker
Via a
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
.and in
which linker
saturated
carbon
atoms, which
are not
adjacent to
heterOatom
containing
groups,
which are
not adjacent
to double or
lrtpka bonds
within the
linker or
which are
not adjacent
to a
heteroatom,
which might
be part of
A, can,
independentl
y of one
another, be
substibited
by hydrogen,
F, OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1. 2,
3. 4, 5, 6,
7, 8, 9. 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon  WO
20118/000411
9PCIAP2007/0
05576 9
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 5
2, 3. 4, 5
or 6 carbon
atoms, in
whicb 1, 2,
3, 4, 5,6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
cycloalkoxy
having 3,
4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
kmry having
4, 5,13, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, -109,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; and
in which
linker
saturated
carbon
atoms, which
are adjacent
to ,
heteroatom
containing
groups,
which are
adjacent to
double or
triple bonds
in the
Inter, or
which are
adjacent to
a
heteroatom,
which might
15be part of
A. or carbon
atoms being
part of a
double bond,
can,
independentl
y of one
another. be
substituted
by hydrogen,
F, ethyl-
having 1, 2,
3, 4, 5 or 6
carbon
'atoms, in
which 1, 2,
3, 4,5, 6,
7, 8, 9, 10,
11, 12 or
13bydrogen
atoms may be
substituted
by fluorine
atoms,
cycioalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 209,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or,
cydoalkylalk
yl haying 4,
5, 6, 7 or B
carbon
atoms, in
which 1,
2,.3, 4, 5,
6, 7, 8, 9,
10, 11, 12,
13, 14Or 15
hydrogen
atoms maybe
subStiluted
by fluorine
atoms; R19
is hydrogen,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 25 1,
2, 3, 4, 5,
6, 7, 8, 9,
10. 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms , may
be
substituted
by fluorine
atoms,
cycloallcyla
lkyl having
4, a, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 



3013, 14 or
15 hydrogen
atoms may be
substituted
by flumine
atoms,
C(0)R44 or
C(0)14R45R46
; R44, R45
and R46  WO
200510004VC7
PEPN1417/111
5.576 10 we,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon
atoms, in
which 1,2 3,
4, 5, 6 or 7
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkyl
haying 3 or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substituted
byfluorine
atones; yis
0, 1 or2,
11:1 161 is
ethyl having
1, 2, 3, 4,5
or 6 carbon
atoms; which
can be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I,
-Orn.(6H2)n-
R26: misOor
1;- nisd, 1,
2 or 3;
15R26is
hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
having 3,4,5
or 6 carbon
atoms or
heterocyclyi
having 3,4
5,.6, 7 or 8
atoms, in
which the
phenyl,
heteroaryl.,
cycloalkyl
or
heterocyclyl
are
unsubstitute
d or
substituted
by 1, 2 or 3
radicals
selected
from F, Cl,
Br or I; 20
R2 is alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms,
phenyl,
heteroaryl
having 5. or
6 atoms;
cycloalkyl
having 3,
4,-5, 6, 7
or 8 carbon
atoms or
heterocydyl
having 3, 4,
5, 6, 7 or 8
atoms;
, wherein
alkyl is
unsubdtitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
25'selected
from the
group
consisting
of F, Cl,
Br, I,
-DmdCH2)n-R2
6; misoon;
nis 0, 1, 2
Or 3; R26 is
hydrogen,
phenyl,
heteroaryl
haying 5 or
6 atoms,
cycloallcyl
having 3,4,5
or 6 carbon
atoms or
heterocycly1
30haying 3,
4 5, 6, 7 or
t atoms, in
which the
phenyl,
heterderY1,
CYCloalkyl
or
heterocycly1
are
unsubstttute
d or
substituted
by 1, 2 or 3
radicals
selected
from F, Cl,
Br or I;  
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wherein
phenyl,
heteroaryl
haying 5 or
6 atoms,
cycloalkyl
haying 3,
4, 5, 6, 7
or 8 carbon
atoms or
heterocycly1
haying 3, 4
5, 6, 7 Of B
atoms are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I, OH,
ON, NO2,
SCE,. SF,,
alkyl
haying- 51,
2, 3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 3, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluodne
atoms,
cycloalkylaI
kyl having
4, 5, 6, 7
or 8 carbon
stoma, in
Whichl, 2,
3, 4, 5, 6,
7, 8. 9, 10,
1011, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine-
atoms,
alkory
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4,  5, 6,
7, B, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by .fluorine
atoms,
cycloalkozy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, B. 9, 10
or 11
hydrogen-ato
ms may be
substituted
by
15fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, if!
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
it 12, 13,
14 or 15
hydrog- en
atoms may be
substituted
by fluodne
atoms; Of R1
and R2
20form,
together
with the
carbon atom
to which
they are
attached, a
3-, 4-, 3-
or 6-
membered
carbon ring,
wherein one
carbon atom,
which is not
adjacent to
the  carbon
atom, to
which R1 and
P.2 are
attached,
tan be
replaced by
-0- ,
-NR57- or
'S(0)w- ,
and in which
the formed
ring can be
saturated or
partially
unsaturated,
and in which
the formed
ring can
optionally
be condensed
to -
25phenyl,
hetercand
haying 5 or
6 atoms,
cycloalkyl
having 3, 4,
5, 6,7 or 8
carbon
atoms or
herocycly1
haying 3, 4,
5, 6, 7 or 8
atoms;
wherein the
formed ring
and The
optionally
condensed
phenyl,
heteroaryl,
cycloalkyl
or
heterocycly1
radical can
be
unsubstikite
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
8r, I, ON,
30NO2, SCEs,
SF, or alkyl
having 1, 2,
3 or 4
carbon
atoms; R57
is hydrogen,
alkyl haying
1, 2, 3 or 4
carbon atoms
or C(0)R5B; 



12 R58 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or phenyl; w
is 0, 1 of
2; and/ore
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof.
According to
a second
aspect there
is provided
a compound
of the
formula I
and/or a
phammecutica
lly
acceptable
salt and/or
a modals
therrof as
defined
above for me
as a
medicament
According to
a third
aspect, them
is provided
the am of a
composed of
the formula
I and/or a
phannaceufic
ally
acceptable
salt and/or
a pmdrug
thereof as
defined
above alone
or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the .
treatment Or
prOpilyi.IS
uf
eliemokine
mediated
diseased.
According
Lea fourth
aspect, Were
is providml
the use of a
compound of
the Munula I
end/or
pharmaceutic
ally
acceptable
salt andror
a prodrug
thereof as
defined
above eilone
or in
combination
with other
medicaments
or active,
ingredients
liar
producing a
medicament
for the
treaRlea or
prophylaxis
of acuteand
drools
inflammatory
diseases.
According to
a fifth
/mama, there
in provided
a medicine
for human,
velatad/or
phytoprotect
ive use
comprising
an effemive
amount of a
compound of
the form]
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof as
defined
above,
together
with
Pharmaceutic
ally
FICOeptilble
carriers and
additives.
According Co
a sixth
morsel,
there is
provided a
medicine for
human,
vetexinary
andgfi
phytoproteet
iao use
comprising
an effective
smarms of at
least one
compound of
the formula
I and/or a
pharmaceLlti
Cally
UUCLISING
salt mid/or
a prudrug
thereof as
defined
above,
together
with
pharrilaceut
ioally
acceptable
canters and
additives in
combination
with nt lean
one atm
pharmacoloci
cal active
ingredient
or
medicament.
According to
a seventh
aspect,
there is
provided she
use of a
compound of
the formula
It      1 24
A, y2R1 Y3 0
HO wherein
Xis -CR3R4-,
-CR5=N-,
-N--CR6-,
-NR7- or
-s-; R3, FM,
R5 and R6
are,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
subsIttuted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9. 10
or 11
hydrogen
atoms may be
substftuted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, B, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 5, 9, 10,
11, 12 or 13
hydrogen
atoms may be
subsfituted
by 



125 WO
211418100610
95C11EPA107N
05576
fluorine
atoms,
cycloakoxy
haying 3, 4,
5 or 6
carbon
adorns, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoatlrylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1,
2,3, 4, 5,
6, 7, 3, 9,
10, 11, 12,
13, 14 5  or
15 hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5 orG
carbon
atoms, in
which 1, 2,
3, 4, 5, 13,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
UN, NO2,
NR27823,
C(0)R29,
C(0)NR3OR31,
S(0)0R32,
S(0)9N933R34
, aryl,
heteroaryl,
arylalind,
With alkyl
haying 1, 2,
3 or 4
carbon atoms
or
heteroarylal
kyl with
alkyl haying
1, 2, 3 or 4
carbon
atoms; R27
is hydrogen
or alkyl
having 1, 2,
3 or 4
carbon
atoms;
R28 is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms, 15_
.. .
aryl,C(C6FLZ
(0)alkykyith
alkyl-having
t, 2,3 or4 -
carbon atoms
or C(0)aryl;
929 is
hydrogen,
OH, alkyl
with 1, 2, 3
or 4 carbon
atoms,
alkozy with
1, 2, 3 or 4
carbon atoms
or aryl;
930, R31,
R33 and 934
20am,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or aryl; 932
is OH, alkyl
having 1, 2,
3 or 4
carbon
atoms,
alkozy with
1, 2, 3 or 4
carbon atoms
or aryl; o
and p 25are,
independentl
y of one
another, 1
or 2; 97is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R351
935 is
hydrogen,
alicyl with
1, 2, 3 or 4
carbon atoms
or aryl; Y1,
12, 13 and
14 30are,
independentl
y of one
another,
-CR8- or
nitrogen,
with the
proviso that
at least two
of Y1, 12,
13 and 14 am
defined as
-CRI3-:  12c
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05576 R8is
hydrogen, F.
Cl, Br, I,
alklf having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,6,
7, 8, 9, 10,
11, 12c 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3,
4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
lcyl haying
4, 5, a 7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkmry
having 1, 2,
3, 4, 5 or 5
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 13, 9,
10, 11,12 or
13 10
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 3, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloallcyla
lkory haying
4. 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3 4,-5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-9-ok4Y1
baving.l.
2,3, 5 or& -
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
ON, NO2,
NR36R37,
C(0)R313,
C(0)NR39840,
S(0)qR41,
S(0),-NR42R4
3, aryl,
heteroaryl,
arylalkyl
with alkyl
having 1, 2,
3 20or 4
carbon stems
or
heteroaryhkc
yl with
alkyl haying
1, 2, 3 or 4
carbon
atoms; R36
is hydrogen
or alkyl
having 1, 2,
3 or 4
carbon
atoms;
R37 is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms,
25aryl,
0(0)11,
0(0)alkyl
with alkyl
having 1, 2,
3 or 4
carbon atoms
or C(0)aryl;
R38 is
hydrogen,
OH, alkyl
with 1,2,3
or 4 carbon
atoms,
alkoocy with
1, 2, 3 or 4
carbon atoms
Or arYl;
239, 240,
242 and 043
30are,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon atoms
or aryl;
12a WO
20051-50409P
C114Y2007/01
15676 841 is
OH, alkyl
having 1, 2,
3 or 4
carbon
atoms, Amy
with 1, 2, 3
or 4 carbon
atoms or
anft; q and
r are,
independentl
y of one
another, 1
or 2; 5 is
-C(0)-,
8(0)- or Ais
cycloallcyl
haying 3, 4,
5, 6, 7 or 8
carbon
atoms,
heterocycly1
haying 5, 6,
7 or 



8 atoms,
phenyl or
heleroaryl
haying &or 8
atolls; 10in
which the
said
cycloallcyl,
heterdcyclyl
, phenyl cc
heteroaryl
can be
condensed to
a cycloalkyl
radical
haying 3, 4,
5, 6 .7 or B
atoms, a
heterocycly1
radical
haying 5, 6,
7 or 8
atoms, a
phenyl
radical or a
heteroaryl
radical
having 5 or
8 atoms,
and in which
said
cycloalkyl,
heterocyclyl
, phenyl or
heteroawl
and 15the
optionally
condensed
cycloallgd
radisal.bete
rocyclylraSa
l, phenyl
radical or
beteroaryl
radical are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I, OH,
ON, NO2, SF,
alkyl haying
1, 2, 3, 4,5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 20or
13 hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, '
6, 7, B. 9,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloallcyla
tiwl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms 25 may
be
substituted
by fluorine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 5, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3,4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms, 30
cycloalkylal
koxy haying
4, 5, 5, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms or
-S-alkyl
having 1, 2,
3, 4, 5 or 6
12c
cv02003/0004
119PLeinteel
71005576
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11.12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms; Bis a
linear
linker
consisting
of 3, 4 or 5
carbon
atoms, in
which 1 or 2
carbon
5atoms can
be replaced
by a member
of a
heteroatom
containing
group
consisting
of 0, NR19
or 8(0)y and
which linker
may contatn
0, 1 or 2
double or
triple bonds
between
carbon atoms
within the
linker, with
the
provisos,
that 2 of
said
heteroatom
containing
groups are
separated by
at least 2
carbon
atoms, that
heteroatom
containing
groups are
not adjacent
to a double
or tiple
bond  10
within the
lirtifer or
to a
non-aromatic
double bond,
which might
be part of
A, that
double or
triple bonds
are not
cumulated,
and that, if
A is
connected to
the linker
via a
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
and 'an
which linker
saturated
carbon
atoms, which
are not
adjacent to
15
_hetematorn
containing
groups,
.whichare
not
adjacentto
double or
triple .
bonds within
the linker
or which are
not adjacent
to a
heteroatom,
which might
be part of
A, can,
independentl
y of one
another, be
substituted
by hydrogen,
F. OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3. 4, 5,
6,7, 8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
20substitute
d by
fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8. 9. 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms.
cycloallwIal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4. 5, 6,
7, El, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1,
25 2, 3, 4,
5 orS carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
cydoalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
6,7, 8, 9,10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 



309, 10, 11,
12, 13, 14
or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
121 WO
20050500409P
C115F2007/00
5574 and in
which tinker
saturated
carbon
atoms, which
are adjacent
to
heteroatom
'containing
groups,
which are
adjacent to
double or
Ingle bonds
in the
linker, or
which are
adjacent to
a
heteroatom,
which might
be part of
A, or carbon
atoms being
part of a
double bond,
can,
5independent
ly of one
another, be
substituted
by hydrogen.
F, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, M
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
db,ns,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms. in
which 1, 2,
3, 4, 5, 6,
7, 13, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or  10
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
Which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R19
is hydrogen,
alkyl haying
1, 2, 3,4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
5
substfluterl
by fluorine
atoms,
cycioaikyi
having 3, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cyclaallryla
lkyl having
4, 5, 6,7 or
ti carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,13, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
20atoms,
C(0)R44 or
C(0)NR45646;
R44, R45 and
R46 are,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon
atoms, in
which 1, 2,
3, 4, 5, S
or 7
hydrogen
atoms may be
substituted
by  25
fluorine
atoms or
cycloalkyl
having 3 or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substiNted
by fluorine
atoms:. yis
0, 1 or 2;
30 RIis
hydrogen;
and  12g WO
211081110041
.19PCT/E1299
3005576 



12is alkyl
having 1, 2,
3, 4, 5 or S
carbon
atoms,
phenyl,
heteroaryl
having 5 or
6 atoms,
oycloalkyl
haying 3, 4,
5, 8, 7 or 8
carbon atoms
or
heterocycly1
haying 3, 4,
5, 6, 7 or 8
atoms;
wherein
alkyl is
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
5selected
from the
group
consisting
of F, CI,
Br, I,
-0m-(CHg)n-R
26; on0 or
1; nis 0, 1,
2 or 3; R26
is hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
haying 3,4,5
or 8 carbon
atoms or
heterocycly1
10haying 3,
4 5, 6, 7 or
8 atoms, in
which the
phenyl,
heteroaryl,
cycloakyl or
heterocyclyl
are
unsubstitute
d or
substituted
by 1,2 or 3
radicals
selected
from F, CI,
Br or I; and
wherein
phenyl,
heteroaryl
having 5 or
S atoms,
cycloalkyl
haying 3,
4, 5, 6, 7
or 8 carbon
atoms or
heterocyclyl
haying 3, 4
5, 6, 7 or 8
atoms
5are.unsubst
ituted"or
substituted
by_1, 2, 3,
4 or 5
radicals
selected
horn . the
group
consisting
of F, Cl,
Br, I, OH,
ON, NOz,
SCEs, SF5,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloallcyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11  20
hydrogen
atoms inay
be
substituted
by fluorine
atoms,
cycloakylaky
l haying 4,
5, 6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7: 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by
25fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9,
11), 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; -
12h andkr a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of chemokine
mediated
diseases. In
one
embodiment X
in compounds
of formula I
is denoted
by
-CR3=0R4-,
-CR6=N-,
-N=CR6-,
-NB?- or
-S-, wherein
R3, R4. R5
and R6, are
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3 or 4
carbon atoms
or alkim
having 1, 2,
3 or 4
carbon
atoms, and
R7 is
hydrogen or
alkyl having
1, 2, 3 or 4
carbon
atones,
preferably
hydrogen;
preference
is given to
compounds,
in which X
is described
by
-CR3=CR4-,
-CR5=N-, -
N=CR6-, -NH-
or -S-,
wherein R3,
R4, R5 and
116 am,
independentl
y of one
another,
hydrogen F,
Cl, Br, I or
alkyl haying
1, 2, 3 or 4
carbon
atoms,
preferably
R3, R4, 115
and R6 are,
independentl
y of one
another,
hydrogen, F.
CI or en 



particular
preference
is given to
compounds,
in which Xis
described
as- CH=11-,
-N=CH, NH or
-S-, wherein
113 is
defined as
hydrogen, F,
Cl or Br;
more
particular
preference
is given to
compounds,
in which X
is described
as -CR3=CH-
or -6-,
wherein 113
is defined
as hydrogen,
F, CI or Br.
In another
embodiment X
in
compounds-of
forinula I
is
-CR3=CR4-.
or.-S-;
wherein 113
-and-1t4
are,
independentl
y of one
another,
hydrogen, F,
Ci, Br, I,
aiiofi
having 1, 2,
3, 4, 5 or 6
carbbn
atoms, in
which 1, 2,
3, 4, 5, 6,
7, B., 9,
10; 11,12 or
13 hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or S
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 13,9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cyoloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by. fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atorne, in
which 1, 2,
3, 4, 5, 6,
7, 6, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy haying
4,-5, 6, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 6, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
WO
211118/01114
D9PCTIEP2007
/005576 13
substituted
by fluorine
atoms,
-5-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which  1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
lay fluorine
atoms, OH,
CN or NO2;
preference
is 'given to
compounds,
in which R3
and R4 are.
independentl
y of one
5another,
hydrogen, F,
CI, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1,  2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may he
substituted
by fluorine
atoms,
cycicalkyl
having 3, 9,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms 10 -
may be
sdbatituted
by fluorine
atoms;
particular
preference
Is given to
compounds,
wherein R3
and R4 are,
independentl
y of one
another,
hydrogen, F,
CI, Br, I or
alkyl having
1, 2, 3 or 4
carbon
atoms; more
particular
preference
is given to
compounds,
wherein R3
and R4 are,
independentl
y of one
another,
hydrogen, F,
CI or Br. -
15 Linker X
is attached
with its
left hand
side to the
carbon atom
in the
six-membered
ring and
with its
right hand
side to the
other carbon
atom. In a
further
embodiment
Y1, Y2, nand
Y4 in
compounds of
formula
late, 20
independentl
y of one
another,
described by
-CR8- or
nitrogen,
with the
proviso that
at  least
two Of Vi,
Y2, Y3 and
Y4 are
defined as
-CR8-,
wherein REI
is hydrogen,
F, Ci, Br, I
or alkyl
haying 1, 2,
3 or 4
carbon
atomei
preferably
at least
three of Y1,
Y2, Y3 and
Y4 are
defined as
-GR8,
wherein R8
is hydrogen,
F. Cl, Br, I
or akyl
having 1, 2,
3 or 4
carbon
atoms,
preferably
hydrogen or
Cl, for
example
hydrogen;
for example
Y1, 25 Y2
and Y3 are
Chl and Y4
is N or Y1,
Y2, Y3 and
Y4 are CR8,
wherein R8
is hydrogen,
F or Cl, in
particular
hyothgen. In
another
embodiment
Y1, Y2, Y3
and Y4 in
compounds of
formula I
are,
independentl
y of one
another,
-CR8-,
wherein R8
is hydrogen,
F, Cl, gr,
I, alkyl
having 301,
2, 3, 4, 5
or 5 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
WO
2003/000109P
C
1130.3733071
01376 



14
stibstituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1,2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
5 atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycicalkyblk
oxy having
4, 5, 6, 7
orG carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-5-alkyl
having 1, 2,
3, 4, 5 or6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms 10 may
be
substituted
by fluorine
atoms, OF!,
ON or NO2;
preference
is given to
compounds,
wherein R8
is hydrogen,
F. CI, Br,
I, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1. 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by 15
fluorine
atoms or
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
particular
preference
is given to
compounds,
wherein R8
is hydrogen,
F, CI, Br, I
or akyl
having 1, 2,
3 or 4
carbon
atoms:
more
particular
preference
is given to
compounds,
wherein R8
is,
independentl
y of one 20
another,
hydrogen, F
or Cl, in
particular
hydrogen..
In a further
embOdiment X
in compounds
of formula I
is described
by
-CR3=CR4-,
-CR5=N-,
-N=CR6-,
-NR7- or-B-,
wherein R3,
R4, R5 and
R6, are
independentl
y of one
another,
hydrogen, F.
Cl, Br, I,
alkyl having
1, 2, 3 or 4
carbon atoms
or arkoxy 25
having 1, 2,
3 or 4
carbon
atoms, and
R7 is
hydrogen or
alkyl having
1, 2, 3 or 4
carbon
atoms,
preferably
hydrogen;
and- Y1,
112, Y3 and
Y4 in
compounds of
formula
tare,
independentl
y of one
another,
descrbed by
-CR8- or
nitrogen,
with the
proviso that
at least two
of Y1, Y2,
Y3 and Y4 30
are defined
as -CR8-,
wherein RI
is hydrogen,
F, Cl, Br, I
or alkyl
haying 1, 2,
3 or 4
carbon
atoms.  WO
20081000409P
CT/5P2007/00
5576 15 In a
preferred
embodiment
3< in
compounds of
formula I is
described by
-CR3=GR4-, -
CR5=N-,
-N=CR6-,
-NH- or -S-,
wherein R3,
R4, R5 and
R6 are,
independentl
y of one
another,
hydrogen, F.
Cl, Br, I or
alkyl having
1.23 or 4
carbon
atoms,
preferably
Na. R4, R5
and R6 are,
independentl
y of one
another.
hydrogen, F,
CI or Br;
more - 5
preferably X
is described
as -CR3=CH-,
-CH=14-.
-N=CH, NH
orwherein R3
is defined
as hydrogen,
F, Cl or Br,
more
preferably X
is described
as -CR3=CH-
or -S-,
wherein R3
is defined
as hydrogen,
F, CI or Br:
and `11, Y2,
Y3 and Y4 in
compounds of
formula I
are,
independentl
y of one
another, .10
dSCribed by
-CR8- or
nitrogen,
with the
proviso that
at least
three of Y1,
Y2, Y3 and
Y4 are
defined as
-CR8-,
wherein R8
is hydrogen,
F, CI, Br, I
or alkyl
haying 1, 2,
3 or -4
carbon
atoms,
preferably
hydrogen or
Cl, for
example
hydrogen;
for example
Y1, Y2 and
Y3 are CH
and Y4 is N
or Yl, Y2,
Y3 and Y9
are CR8,
wherein R8
is hydrogen,
F or CJ, in
particular
hydrogen._
15 



- fri
another
embodiment X
in
coin-pounds
of formula I
is TCR3=CR4-
or -6-;
wherein R3
and R4 are,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3,
4,5 or 6
carbon
atoms, in 20
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 8; 7
or 8
C8113011
atoms, in
which 1, -2,
3, 4, 5..8-,
7, 8, 9,10;
11, 12,
13.14 or 15
hydrogen
atoms may be
substituted
by fluotir;e
atoms,
alkcory
having 1, 2,
3, 4, 5 Or 6
carbon
atoms, in
which 1, 2,
3, 4. 5. 6,
7, 8, 9;10,
11, 12 or 13
hydrogen
atorns may
be
Substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 25
4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4,5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloanrylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
30 atoms,
OH, CN or
NO2; and  WO
MALMOPCFP,P2
007/005576
16 71, 72,
73 and Y4 in
compounds of
formula I
are,
independantl
y of one
another, -
CR8-,
wherein RS
is hydrogen,
F. Cl, Br,
I, alkyl
having 1, 2,
3, 4, Sore
carbon
atoms, In
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalk0
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 5 8, 9,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
orB carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms, alkow
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakoxy
haying 3, 4,
5 or 6
carbon
atoms, in 10
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluodne
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
13,-14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
haying 1,
2.3, 4, 5 or
6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
It 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
CN or NO2;
15 Ins
preferred
embodiment X
in compounds
of forrnula
I is
-CR3=CR4- or
-S-, in
which 123
and R4 ace,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3. 4,
5 or 6
carbon 20
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9,
10.or
11-hydrogen
atoms may be
substituted
by - -
flumine
atoms Or
8*mq/having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
.  7, 8, 9:
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by famine
atoms;-
preferably
R3 and R4
am,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I or
alkyl having
1, 2, 3 or 4
carbon
atoms; more
preferably,
113 and R4
are,
independentl
y of 25 one
another,
hydrogen. F,
CI or Br;
and 71, 72,
73 and 74 in
compounds of
formula I
are,
independentl
y of one
another,
-CR8- ,
wherein R8
is hydrogen,
F, Cl, Br,
I, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by 



30 fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,  8, 9,10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
VO
20081000409P
CTIEP2007/00
5576 17
hydrogen
atoms may be
subslituted
by fluorine
atoms;
preferably
R8 is
hydrogen, F,
CI, Br, or
alkyl having
1, 2, 3 or 4
carbon
atoms; more
preferably,
R8 Is is
hydrogen, F
orti, most
preferably
hydrogen. 5
In a further
embodiment
of compounds
of forrnula
I Z is
-S(0)2- or
-C(0)-. In a
preferred
embodiment Z
is '0(0)-.
In the
embodiment,
where Z is
-0(0)-, the
compound of
formula I
has the
formula A,
10 j_ x 7 R1
1,22 Fl/  In
a further
embodiment
of the
compounds of
formula IA
is
cycloalkyl
haying 3, 4,
5, 6, 7 or 8
carbon
atoms,
heterocycly1
having 5, 8,
7 or 8
atoms,
phenyl or
heteroaryl
haying 5 or
8 atoms; .
in which the
said phenyl
can be
condensed to
a cycloalkyl
radical
haying 3, 4,
5, 156, 7 or
8 atoms, a
heterocyclyi
radical
haying 5, 6,
7 or 8
atoms, a
phenyl
radical . or
a heteroaryl
radical
haying 5 or
6 atoms;
preferably,
the said
phenyl is
not
condensed or
condensed to
form a
naphthyl or
an indanyl,
more
preferably,
the said
phenyl is
not
condensed;
and in which
saidoycloalk
yl,
heterocyclyl
, phenyl or
heteroaryl
and the
optionally
condensed
cycloalkyl
radical,
heteraCyclyi
radical,
phenyl
radical or
heteroan4
radical are
unsUbstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
groun
consisdng of
F, CI, Br,
I, 01-1,
CM,, NO2,
5E5, alkyl
having 1,2;
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by 



25 fluorine
atoms,
cynically'
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
subslauted
by fluorine
atoms,
cycbalkylalk
yl haying 4,
5, 6, 7 or 6
carbon
atoms, in
which 1, 2,
ISO
2008/09[1109
PCl/I12007/0
(8.576 18 3,
4, 5, 8, 7,
8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
allwxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 6  5
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluodne
atoms,
cydoallwIalk
m having 4,
5, 6, 7 or 8
carbon
atoms, in
which 1. 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
13,14 Of 15
hydrogen
atoms may be
subsbtuted
by fluorine
atoms,
-S-allwl
baying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 10or
13 hydrogen
atoms may be
substituted
by fluorine
atoms; In a
preferred
embodiment A
is
cycloalkyl
haying 3, 4,
5, 5, 7 or 8
carbon
atoms,
heterocycly1
haying 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
haying 5 or
6 atoms; in
which the
said phenyl
can be
condensed to
form a
naphthyl or
an
15indanyl,
more
preferably,
the said
phenyl is
not
condensed;
in which
said
cycloalkyl,
heterocyclyl
, phenyl,
heteroaryl
or the
optionally
formed
naphthyl or
indanyl are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F. CI,
Br, I, 01-1,
CM, NO2,
SF5, SCF3,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10,
- 11, 12 or
13 hydrogen
atoms may be
substituted
by fluorine
atoms or
aflcoxy
having 1, 2,
3, 4, Soy 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms May be
substituted
by fluorine
atoms. - 25
n a more
preferred
embodiment
Ais
cyclohexyl,
piperidyl,
phenyl,
naphthyl,
indanyl,
thienyl,
pyddinyl or
imidazol51;
hi which the
phenyl
radical is
unsubstitute
d or
substituted
by 1, 2 or
3D3 radicals
selected
from the
group
consisting
of F, CI,
Br,
rnethoxy,
alkyl haying
1,2 or 3
carbon atoms
in which 1,
2. 3, 4, 5,
6 or 7
hydrogen
atoms may be
substituted
by fluorine
atoms;  wo
200/61610609
6 19 



in which
pyridinyi is
unsubstitute
d or
substituted
by Cl. In a
most
preferred
embodiment
Ais
cyclohexyl,
phenyl.
naphthyl.
indanyl or
thienyl; 5in
which the
phenyl
radical is
unsubstitute
d or
substituted
by 1, 2 or
3nadicals
selected
horn the
group
consisting
of F, Cl,
Br, methoxy,
methyl,
ethyl,
propyl,
iso-propyl
or
hdlluorometh
yl. In some
of the
embodiments
of A there
is the
possibility
that A is
cycloalkyl
having 3, 4,
10 5, 6, 7
or B carbon
atoms,
heterocycly1
having 5, 6,
7 or 8
atoms.
phenyl or
heteroaryl
having 5 or
6 atoms in
which the
said
cycloalkyl,
heterocyclyl
, phenyl or
heteroaryl
can be
condensed lb
a
cycloalkyira
dical having
3, 4, 5. 6,
7 or 8
atoms, a
heterocycly1
radical
having 5, 6,
7 or 8
atoms, a
phenyl
radical or a
heterdaryl
radical
having 5 or
6 atoms.
Representati
ve examples
for
condensed
radicals
resulting
from the
mentioned 15
combhations
are given in
the list
below. In
case where
two
different
radicals are
condensed
the
'examples
applito both
situations,
vineni
either the
one or the
other ring
in the
condensed
radical is
attached to
B. For
example, if
cycloalkyl
is attached
to Et and is
condensed
with a
heterocyclyl
, the same
examples
also apply
to the
situation
where
heterocycly1
is attached
to 8 and is
condensed
with a
cycloalkyl;
20Cycloalkyl
-cycloalkyl:
Octahydro-pe
ntalene.
bicyclo14.1,
0Theptane.
octahydro-in
dene,
decahydronap
hthalene.
decahydro-az
ulene
Cycloalkyl-b
eterocyclyl:
Hexahydro-cy
clopentago]f
urane,
7-oxa-bicycl
e[4.1.0Thept
ane,
octahydro25
cyclopenta/1
,41oxazhe,
octahydro-be
nzo[1.41dio)
dne,
Cctahydro-
oYclohepte[b
]thiophene;
Cycloalkyl-p
henyl:
Bicyclo[4.2,
0]ocla-1,3,5
-triene.
indane,
1,2,3,4-tetr
ahydro-napht
halene,
5,7,8,9-
tetrahydro-5
H-benzocyclo
heptene.
5.6.7,6,9,10
-hexahydro-b
enzocyclooct
ene;
30Cycloalkyl
-heteroaryl:
WO
20119/015J40
9PCVEP2007/(
P115576 20
6,7-Dihydm-5
H-E1IpYrindi
ne,
5,13,7,8-tet
rahydro-isoq
uinoline,
6,7,8,9-tetr
ahydro-5Hcyc
lohepta[b]py
ridine,
4,5A7-tetrah
ydro-benzoox
azole,
4,5,6,7-tetr
ahydrobenzo[
b]thiophene;
Heterocyclyl
-heterocycly
l:
5Hexahydro-p
yrrolizine.
3,7-dioxa-bi
cycla[4.1.0T
heptane,
octehydro-py
rano[3,2-
lofpyridine,
hexahydro-fu
r43,2-b]pyra
ne,
hexahydro-14
-clioxa-6-th
ia-naphthale
ne;
Heierocydyl-
phenyl:
2,3-0ihydro-
benzoforan,
benzo[1,3]db
xole,
1,2,51-tetra
hydro-isoqui
noline,
2,3,4,5-
tetrahydro5H
-benzo[b]aze
pine,
2,3-dihydro-
benzo(dlisox
azob; 



10Heterocycl
ytheteroaryl
:
5,6,7,13-Tet
rahydro-4H-t
hieno[3,2-c]
azepine,
5,8-dihydro-
6H-pyrano[5,
4-blpyridine
,
dihydro-[1,4
]diwano[2,3-
dithiazole,
6.7-clihydro
-511-pyrolo[
1,2-c]imidaz
ole;
Phenyl-Pheny
l: Naphthyl;
15Phenyl-hel
erearyl:
Benzofumh,
isoquinoline
,
benzo[d]isfa
xazole,
1H-benzotria
zole,
benzothiazol
e;
Heferoanil-h
eteroaryt
Thiazolo[4,5
1cIppidine,
thieno(2,3-d
lisoxazoie,
[1,6]naphthy
ridine,
imidazof1 2-
alpyridine,
foro12,3-bil
ayridine. 20
Preferred
examples of
condensed
radicals are
naphtyl or
indanyl. Al
these.exampl
es, - maybe
substituted
as mentioned
above. The
(elms
cycloalkyl,
heterocyclyl
, phenyl or
heteroaryl
are used
here
interchangea
ble for
being 'Ether
directly
attached as
a
substituent
or being the
condensed
radical. 25
In a further
embodiment
of the
compounds of
formula I-13
is
-C(R11R-12)-
C(R13R14)-0-
,
-C(R11R12)-C
(R15R16)-C(R
15R16)-,
-C(R13R14)-C
-,
-C(R13R14)-C
(R17)=C(R113
)-,
-C(R11R12)-C
(R13R14)-NR1
9-,
-C(R11R12)-C
(R13R14)-S(0
)y-,
-0-C(R13R14)
-C(R15R16),
-CS...-C(R13
R14)-,
-C(R17).C(R1
8)-C(R13R14)
-, -
30C(R13R14)-
0-C(R13R14)-
,
-C(R11R12)-C
(R15R16)-C(R
13R14)-0-,
-C(R111212)-
C(R15R16)-C(
R13R14)-NR19
-,  WO
10055004WPCI
BP2007 576
21
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R15
R16)-,
-0-C(R13R14)
-C(R13R14)-0
-,
-0-C(R13R14)
-C(R13814)-N
R19-,
-0-C(R13k14)
-C(R15R16)-C
(R15R16)-,
-C(R17)=C(R1
8)-C(R13R14)
-0-,
Cre-C(R13R14
)-0-,
-C(R11R12)-C
(R13R14)-CfR
17)=C(R18)-,
5-C(R11812)-
C(R13R14)-C.
C-,
-0-C(R13R14)
-0.0-,
-C(813R14)-0
-0(R131214)-
C(R15R18)-,.
-C(R11R12)-C
(R13R14)-0-C
(R13R14)-,
-C(R11R12)-C
(R15R16)C(R1
3R14)-S(0) y



0=C(R13R14)-
C(R13R14)-8(
0)y-,
-0-C(R13R14)
-C(R17)-C(R1
8)-, -
10CC-C(R13R1
4)-C(R15R16)
-,
-C(R17)=C(R1
8)-C(R13R14)
-C(R15R16)-,
-
C(R13R14)-0.
-C-C(R13R14)
-,
-C(R13R14)-C
(R17)=C(R18)
-C(R13R14)-,
-C(E211R12)-
C(R15R16)-C(
R15R16)-C(R1
5R16)-C(R15R
16)-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R13
R14)-0-,
-0C(R13R14)-
C(R15R16)-C(
R13R14)-0-,
15
--C(R1-1-R12
)-C(R1-5R-16
)-C(R13R14)-
CaCy- --
-0(213R14)-0
-C(R13R14)-C
(R13R14)-0-,
-C(R13R14)-0
-C(R13R14)-C
(R15R16)-C(R
15R16)-,-
-C(R11812)-G
(R15R16)-0(8
13814)-C(R17
)=C(R18)-,
-C(R13R14)-C
(R17)=C(R18)
-C(R13R14)-0
-,
-C(R13R14)-C
.G-C(R13R14)
-0-,
-C(R17)=C(R1
8)-C(813R14)
-C(R13814)-0
-,'
-CaC-C(R13R1
4)-C(R13R14)
-0-,
-C(R11R12)-C
(R15R16)-C(R
13R14)-0-C(R
13R14)-,--C(
R11R12)-C(R1
3R14)-
0-C(R13R14)-
C(R15R16)-,
-0-C(R13R14)
-C(R15R16)-C
(R15R16)-C(R
15R18)- or
-0-
C(R13R14)-C(
813614)-0-G(
R13814)-:
with the
proviso
that, 6A is
connected to
the linker B
via a
nitrogen
atom being
25part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
811 and R12
are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
30 atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
- 3, 4, 5,
6. 7. 8, 9,
10 or 11
hydrogen
atoms may be
substituted
by fkiorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 6 carbon
atoms,  win
2008/.900409
5C71E52011,7
700559 6 22
in which 1,
2, a, 4, 5,
8, 7, 8, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
aikoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9,
10.11. 12 or
13 hydrogen
atoms may be
substituted
by fluodne
atoms,  5
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms. in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloallcyla
ikoxy having
4, 5, 6, 7
or 8 carbon
atoms, in
wthrth 1, 2,
3, 4, 5, 8,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
10with The
proviso
that, if B
is attached
to a
nitrogen
atom being
part of A.
R11 or R12
are,
independentl
y of one
another,
hydrogen, F,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoallcyl
having 3, 4,
5 or 6
carbon
atoms, in
15which 1,
2, 3, 4, 5,
6, 7. 8, 9.
10 or 11
hydrogen
atoms may be
subslitirted
by fluodne
atords or
cycloalkythl
twl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R13,
R14, R17 and
RIB - 20are,
independentl
y of one
another,
hydrogen, F,
alkyl having
1, 2,  3, 4,
5 or 6
carbon
atoms, in
which 1. 2.
3, 4, 5, 6,
7, 8, 9. I
0, 11, . 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5. 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine 



25 atoms or
cycloalkylak
yl having 4,
5, 6, 7 or 8
carbon
atoms, in
which 1, 2,
3,.4, 5, 6,
7:6, 9, 10,
11, 12, 13,
14 or 15
hydrog.en
atoms may be
substituted
by fluorine
atoms; 815
and R16 are,
independentl
y of one
another,
hydrogen, F,
30OH, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3,  4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon  WO
2,00-81)0040
96'CI17T2110
7 23 .atoms,
in which 1,
2, 3, 4, 5,
6, 7, 8, 9,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5 6,
7, 8, 9, 10,
11, 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluodne
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3;4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoalkylalk
oxy  10 -
haying 4, 5,
6, 7 or B
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
subglituted
by fluorine
atoms; R19
is hydrogen,
alkyl haying
1, 2, 3,4, 5
or 6 carbon
atoms, in
which-
lb1,2, 3, 4,
5, 6, 7, 8,
9, 10, 11,12
or 13
hydrogen
atoms may be
SubStituted
by fluorine
atoins,
cycloalkyl
haying 3, 4,
5 ore carbon
- atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cyclaallryla
lkyl haying
4, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 20-.
13, 14 or 15
hydrogen
atoms may be
subsfituted.
by fluorine
atoms,
C(0)R44 or
C-(0)NR45R46
;  R44, R45
and .R46
are,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon
atoms, In
which 1, 2,
3, 4,  . 25
5, 5 or 7
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkyl
haying 3 or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substituted
by fluorine
atoms; yis
0, 1 or 2.
30  



WO
200S/000409P
CT/EP2IXI6
24
-C(R11R12)-C
(R15R16)-C(R
13R14)-NR19-
.
-(111812)-C(
R15R16)-C(R1
5R16)-C(RISR
16)-,
-0-C(R13R14)
-C(R13R14)-0
-,
-0-C(R13R14)
-C(R13R14)-N
R19-,
-0-C(R13R14)
-C(R15R16)-C
(R15R16),
-C(1117)=-0(
R18).C(R13R1
4)-0-,
-C-<-C(R13R1
4)-0-,
-C(R11R12)-C
(R13R14)-C(R
17)=C(R18)-,
.C(R11R12)-C
(R13R14)-C-C
-,
-0-C(813R14)
-C.C-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R15
R16)-C(R1581
6)-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R13
R14)-0-,
-0-C(R131214
)-C(R1 SRI
6)-C(R13R14)
-0-.
10-C(R11R12)
-C(R15R16)-C
(R13R14)-CC-
or
-C(R13R14)-0
-C(R13R14)-C
(513814)-0-,
with the
proviso
that, if A
is connected
to the
linker yia a
nitrogen
atom being
part Of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
- 811 and
812 15are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
haying _ __-
1, 2, 3, 4,
5 or 6
carbon
atoms, hi
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
catbon
atoms, in
width 1, 2,
3, 4, 5, 6,
7, 8, 9,-10
or .11
hydrogen
atoms may be
substituted
by - 20
fluorine
atoms,
cycloallcyla
lkyl haying
4, 5, 6,-7
or ti carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkmty
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, g, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, 25
cysloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, $,
7, 8, 9, 10
or 11
hydiogen
atoms may be
substituted
by fluorine
atoms or
cycloallcyla
lkory haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
30with the
proviso
that, if B
is attached
to a
nitrogen
atom being
part of A,
R11 or 812
are,
independentl
y of ore
another,
hydrogen, F,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,  25
6, 7, 8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkytal
lcyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
13,R14, R17
and R18 



are,
independentl
y of one
another,
hydrogen, F,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,13, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted.
by fluorine
atoms,
cYCloallcyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycbalkylalk
yt haying 4,
5, 6, 7 or 8
carbon
storms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R15
and R16 are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
haying 1, 2,
3, 4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon .
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms  may
be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6,7 or
8 carbon
atoms: in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,  13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
adonis, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atorna or
cycloalkory
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;  WO
2008/000409P
C1/E52007100
5576 26 R19
is Fl or
alkyl haying
1,2.3.4.5 or
6 carbon
atoms. In a
more
preferred
embodiment
of a
compound of
formula I
B is
-G(R11R12)--
C(1113R14)-0
-,
-C(R111212)-
G(R16R16)-C(
R13R14)-0-,
5
-0-C(R13R14)
-C(R13R14)-0
-,
-C(R17)=C(R1
8)-C(R13R14)
-0-,
-CeC-0(R13R1
4)-0-,
-C(R11R12)-C
(R13R14)-CaC
-,
0-C(R13R14)-
C--C-,
-C(R11R12)-C
(R15R16)-(:(
R15R16)-C(R1
3R14)-0-,
0-C(RI3R14)-
C(R15R16)-C<
R13R14)-0-, 



10-C(R11R12)
-c(R15R16)-C
(R13R14)-GC-
or
C(213R14)-0-
C(R13R14)-C(
R13R14)-0-,
with the
proviso
that, if A
is connected
lathe linker
visa niMogen
atom being
pat of A.
the atom of
the linker
which is
connected to
A is a
carbon atom;
15R11 and
R12 are,
independentl
y of one
another.
hydrogen, F,
OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atomS, in
which 1; 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoalkyl
having 3, 4,
5 or
5,carbon
atoms, in
which 1, 2,
, 20 - 3, 4,
5, 6, 7, 8,
9, 10-or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
'atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10.
11, 12, 13,
14 or '15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1,2,
3, 4, 5 or-6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8;9, 10,
11, 2512 or
13 hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,  6,
7, 8, 9, ID
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cydoalkylalk
oxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
30atoms may
be
substituted
by fluorine
atoms; with
the proviso
that, if B
is attached
to a
nitrogen
atom being
part of A,
R11 or
R12are,
independentl
y of one
another,
hydrogen, F,
WO
2008/00[1409
IPC1/4,2007/
005576 27
alkyl haying
1, 2. 3. 4.
5 or 6
carbon
atoms, in
which 1, 2,
3. 4. 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloaikyl
haying 3, 4.
5 or 6
carbon
atoms, in
which 1. 2,
3, 4, 5, 6,
7, 8, 9,
10o' 11
hydrogen
atoms may be
5
substituted
by fluorine
atoms or
cycloallryla
lkyl haying
4, 5, 6, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10.
11,12, 13.
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R13.
R14 H1] and
R18 are,
independenfl
y of one
another,
hydrogen, F,
alkyl haying
1, 2, 10 3,
4, 5 or B
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8. 9, 19,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
6 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may he
substituted
by fluorine
atoms or
cYcloalkylaB
cyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
15,which 1,
2, 3, 4, 5,
6, 7, 8, 9.
10, 11, 12,
13, 14 or 15
hydrogen
atoms May be
substituted
by fluodne
atoms; R15
and R16 are,
independentl
y of one
another,
hydrogen, F,



, OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 20 .. 4,
5, 6, 7, 8,
9, 10, 11,
12 or 13
hydrogen
atoms may be
Substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon .
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, It
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kythaying 4,
5, 6. 7 or 8
carbon
atoms, in
whic'n 1, 2,
2, 4, 5, 8,
7, 8. 9, 10,
11, 12, ,
2513, 14 or
15 hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
haying 1, 2.
3: 4, 5 or 6
carbon
sialle, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9. 10,
11, 12 or 13
hydrogen
atoms rosy
be
substituted
by fluorine
atoms or
cycloalkozy
haying 3, 4,
5 or 6
carbon
atoms. in
which 1, 2,
3, 4, 5, 6,
7. 8, 9, 10
or 11
hydrogen
30atoms may
be
substituted
by fluorine
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or 8 carbon
atoms-, in
which 1, 2,
3, 4, 5, 6,
7, 8,  WO
2008/U0040VP
CIMPV1117111
(1657M1 28
9, 10, 11,
12, 13, 14
or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
Within the
embodiments
of B those
are
preferred,
wherein 211-
R18 are, 5
independentl
y of each
other,
hydrogen. F
or alkyl
having 1, 2,
3, 4 carbon
atoms,
preferably
alkyl being
methyl, more
preferably
R11-R18 are
hydrogen or
methyl,
preferably
hydrogen
Also, within
the
embodiments
of B those
are
preferred,
wherein R19
is hydrogen
or methyl,
preferably
hydrogen. 10
Also, within
the
embodiments
of B those
are
preferred,
wherein y is
0. In a more
pretend
embodiment
of B,
R11-Rig am,
independentl
y of each
other,
hydrogen or
methyl,
preferably
hydrogen.
Linker B is
attached
with its
left hand
side to the
residue A
and with its
right hand
side 15 to
the ring
system. In a
further
embodiment
of compounds
of formula I
21is alkyl
haying 1, 2,
3, 4, 5 or
13 carbon
atoms;
which can he
unsubstitute
d or
substituted
by 1, 2, 3.4
or 5
radicals .
20selected
from the
group
consisting
of F, Cl,
Br, I.
-0m-(OH2)n-2
26; mis 0 or
1; 



n'is 0, 1, 2
or 3; R28 is
hydrogen or
phenyl,
heteroaryl
having 5 or
6 atoms,,
cycloalkyl
having 3,4,5
or 6 carbon
atoms or
heterocydyl
25haying 3,
4 5, 6, 7 or
flatoms; and
22is alkyl
haying 1, 2,
3, 4, 5 or 6
carbon atoms
or phenyl;
wherein
allcyl is
unkubstitute
d or
substtuted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, CI,
Br, I.
-0,5-(CH2)n-
R26; 30m0 or
1; nis 0,1.
2 or 3;  WO
2008/1100411
9PC7/102007/
1105576 29
R26 is
hydrogen,
phenyl,
heteroaryl
haying 5 or
6 atoms,
cycloalkyl
haying 3, 4,
5 or 6
carton awns
or
heterecycly1
haying 3, 4
5, 6, 7 or 8
atoms, in
which the
phenyl,
heteroaryl,
cycloalkyl
or
beterocyclyl
are
unsubstauted
or
5substituted
by 1, 2 or 3
radicals
selected
from F, CI,
Br or I; and
wherein
phenyl is
unsubstitute
d or
substituted
by 1, 2, 3,4
or 5
radicals
selected
from the
group
consisting
of F, CI,
Bri; I, OH,
CN, NO2,
SCF, SFe.
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which I, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by
10fluorine
atoms, Or RI
arid R2
form,
together
with the
carbon atom
to which
they are
attached, a
3-, 4, 5- or
6- mernbered
saturated or
partly
saturated
carbon ring,
which can be
condensed
15to phenyl;
wherein the
formed ring
and the
optionally
condensed
phenyl can
be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or
Srsdtcaic
selected
from the
group
consisting
of F, Cl,
Br, I, CN,
NO2, SCF3,
SF, or alkyl
haying 1, 2,
3 or 4
carbon
atoms; 



20preferably
, the formed
ring is not
condensed to
phenyl; or
RI and R2
form,
together
with the
carbon atom
to which
they are
attached, a
4-, 5-
ore-membered
saturated or
partly
saturated
carbon ring,
wherein one
carbon atom,
25which is
not adjacent
to the
carbon atom,
to which RI
and R2 are
attached, is
replaced by
-0-, -NR57-
or -S(0),- ,
and in which
the forrned
ring can
optionally
be condensed
to phenyl,
wherein the
formed ring
and the
optionally
condensed
phenyl can
be
unsubstffist
ed or
substituted
by 1. 2, 3,
4 or 5
radicals
setected
from the
group
consisting
of F, CI,
Br, I, CH,
NO2, SCE,
SF, or alkyl
having 1, 2,
3 or 4
carbon
atoms;  WO
2008400409PC
TIET20071005
576 30 R57
is hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R58;
658 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or phenyl;
preferably.
857 is
hydrogen or
alkyl haying
1, 2, 3 or 4
carbon
atoms; w is
0, 1 or 2;
preferably,
w is 0, and
preferably,
the formed
ring is not
condensed to
phenyl. 10
In a
preferred
embodiment
of compounds
of formula I
RIis alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms; - and
82is alkyl
haying 1, 2,
3, 4, 5 or 6
carbon atoms
or phenyl;
15wherein
alkyl is
unsUbstitute
d or
substituted
by 1, 2, 3,4
or 5
radicals
Seleeted
frorri
the-group
consisting
of F, CI,
Br, I,
-0m-(CH2)o-R
26; 



mis 0 or 1;
n -is 0, I,
2 or 3: R26
is hydrogen,
phenyl,
heteroaryl
haying 5 or
6 atoms,
20cydoalkil
haying 3, 4,
5 or 6
carbon atoms
or
helerocycly1
haying 3, 4
5, 6, 7 or B
atoms, in
which the
phenyl,
heteroaryl,
cycloalkyl
or
beterocycyl
are
unsubstitute
d or
substituted
by 1, 2 or 3
radicals
selected
from F, CI,
Br or I;
preferably.
R26 is
hydrogen or
phenyl; 25
or R1 and R2
form,
together
wrth the
carbon atom
to which
they are
attached, a
3-, 4, 5- or
6- membered
saturated or
partly
saturated
carbon ring,
which can be
condensed to
phenyl;
preferably,
the formed
ring is not
condensed to
phenyl; 30
or RI and R2
WO
20010)(10109
PCIIEP2007(0
05576 31
farm,
together
with the
carbon atom
to which
they are
attached, a
4-, 5- or 6-
membered
saturated or
partly
saturated
carbon ring,
wherein one
carbon atom,
which is not
adjacent to
the carbon
atom, to
which RI and
R2 are
attached, is
replaced by
-0-, -NH- or
-S -- 5 In a
more
preferred
embodiment
RIis alkyl
having 1, 2,
3 or 4
carbon
atoms; and
132is alkyl
haying 1, 2,
3 or 4
carbon
atoms,
phenyl or
benzyb. 0or 



- .R1 ard R2
form,
together
with the
carbon atom
to which
they are
attached, a
cyclopropane
,
cyclobutane,
cyclopentane
,
cyclohexane,
cyclopentene
ring or
indene;
preferably
RI and 112
form a
cyclopropane
,
cyclobutane,
oyclopentane
,
15cyclohexan
e or
cyclopent-3-
ene ring;
111 and 122
form,
together
with the
carbon atom
to which
they are
attached, a
tetrahydroth
iophene, a
tetrahydrcut
hiopyrane or
a
tetrahydro-f
urane ring;
preferably,
a
20tetrahydro
-thOphene or
a
telrahydro-t
hiopyrane
ring, more
preferably a
3-
tetrahydro-t
hiopheneot a
4-tetrahydro
-thiopyrane
ring. In a
most
preferred
embodiment
RIis methyl
or ethyl; 25
and R2 is
methyl or
ethyl;
preferably
methyl; Or
111 and R2
form,
together
with the
carbon atom
to which
they are
attached, a
cyclobutane
or
30cycbrentan
e ring.  WO
200:A0U409P
CDEP2007/0
05.57 32 In
green
embodiments
of the
present
disclosure
one or more
or all of
the groups
contained in
the
compounds of
formula I
can
independentl
y of each
other have
any of the
given,
preferred,
more
preferred or
most
preferred
definitions
of the
groups
specified
above or any
one or some
of the
specific
denotations
which are
comprised by
5 the
definitions
of the
groups and
specified
above, all
combinations
of preferred
definitions,
more
preferred or
most
preferred
and/or
specific
denotations
being a
subject nf
the present
disclostut.
Preference
is given to
compounds of
formula I in
which 10 Xis
-CR3-eCR4-,
-CR5=N-,
-N=CR5-'
-NR7- or
-S-, wherein
R3, R4, R5
and RS, 



are
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3 Dr 4
carbon atoms
or alkoxy
having 1, 2,
3 or 4
carbon
atoms, and
1527 is
hydrogen or
alicyl
having 1, 2,
3 or 4 cadxm
atoms; Y1,
Y2, Y3 and
Y4 are,
independentl
y of one
another,
-CRC- Or
nitrogen,
with the
pre4so that
at least two
of Yl, Y2,y3
and Y4 are
defined as
-CRI3-,
wherein 20..
R88
hydrogen, F.
Cl, 8r, I or
alkyl having
1, 2, 3 or 4
carbon
atoms; s
--8(0)r or
-A is
cycloalkyl
having 3, 4,
5, 6, 7 or 8
carbon
atoms,
heterocydyl
having 5, 6,
7 or 25
atoms,
phenyl or
heteroaryl
having 5 or
6 atoms; in
which the
said phenyl
can be
condensed to
a cycloalkyl
radical
having 3, 4,
5, 5, 7 or 8
atoms, a
haterocycly1
radical
having 5, 6,
7 or
13,atoms, a
phenyl
radical or a
hetemand
radical
having 5 or
6 atoms, and
in which
said
sycloalkyl,
heterocyctyl
, phenyl or
heteroaryl
and the
30optionally
condensed
cycloalkyl
radical,
heterocyclA
radical,
phenyl
radical or
heteroaryl
radical are
unsubstitute
.d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I. OH,
ON.  0
nesavorue,PM
E 07141055
76 33 802,
Sgg, alkyl
haying 1, 2,
3 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,6,
7, 13,,9,
10, 11, 12
or
13hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloaltryi
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
5slams,
cycloalkylal
lwl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3"4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkory
having 3, 4,
5 or 6 10
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or -15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
haying 1,
2,3,4, 5 or
6 carbon
atoms, in
whith 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 15or
13 hydrogen
atoms may be
substituted
by flUOnne
atoms; Bis
-C(R11R12)-C
(R131514)-0,
-C(R111512)-
C(8151216)-C
(R15R16)-,
-C(R131514)-
-,
-C(R13R14)-C
(R17)=C(R18)
-, 



C(R111212)-C
(R13R14)-NR1
9-,
-C(R11R12)-C
(1213R14)-8(
0)y
20-0-C(R13R1
4)-C(R15R16)
,
-CmG-G071312
14)-,
-C(R17)=C(R1
8)-G(R1
R14)-, -
C(R13814)-0-
C(R13R14)-,
-C(R11R12)-C
(8151516)-04
R13R14)-0-,
-C(R111512)-
G(R15R16)-C(
R13R14)-NR19
-,
-0(8111512)-
C(R15R16)-C(
R15R16)-C(R1
5816)-,
-0-C(213814)
-C(R13R14)-0
-,
-0-C(8131514
)-C(R13R14)-
N819-,
25-0-0(113R1
4)-C(R15R16)
-C(8151216)-
,
-C(R17)=0fR1
8)-C(R13R14)
-0-,
CaC-G(R13R14
)-0-,
-0(811R12)-C
(R131114)-C(
R17)=C(R18)-
,
-C(R111212)-
C(R13R14)-Cs
e-,
-0-C(1113R14
)-C.C-,
-0(213R14)-0
-C(R13R14)-C
(R151216)-,
0(4211812)-C
(R13R14)-0-C
(R13814)-,
30-C(R11R12)
-C(R15R16)-C
(R13R14)-3(0
)r,
-0-C(R13814)
-C(813814)-8
(0)y-,
-0-C(R13R14)
-C(R17)=C(R1
8)-,
-C.3-C(R1381
4)-C(R15816)
-. -  WO
2005/000409P
CIIEF2007/00
5576 34
C(R17)=C(R18
)-G(R13R14)-
C(R15R16)-,
-C(R13R14)-0
=C-C(R13R14)
-, -
C(R13R14)-C(
R17)=C(R18)-
C(R13R14)-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-G(R15
R16)-C(R15R1
6)-,
-C(211R12)-C
(R15R16)-C(R
15R16)-C(R13
R14)-0-,
5-0-C(R13121
4)-C(R15R16)
-C(R13R14)-0
,
-C(R11R12)-C
(R15R18)-C(R
13R14)-C,C-,
-C(R131214)-
0-C(R13R14)-
C(R13R14)-0-
,
-03(11131214
)-0-C(R13R14
)-C(R15R16)-
C(R1SR18)-,
-C(R11R12)-C
(R15R16)-C(R
13R14)-C(R17
)=C(R18)-,
10-C(R13R14)
-C(R17)=C(R1
8)-C(213R14)
0-,
-C(R13R14)-0
0-C(R13R14)-
0-,
C(R17)=C(R11
3)-C(R13R14)
-C(R13R14)-0
-,
-G.C-C(R13R1
4)-C(R13R14)
-0-,
C(R11R12)-C(
R15R16)-C(R1
31214)-0-C(R
13R14)-,
-C(R111212)-
C(R13R14)- :
0-C(R13R14)-
C(R15R16)-,
-0-C(1213R14
)-C(R15R16)-
C(R15R18)-C(
R15R16)- or
-0,,C(R13R14
)-C(R13R14)-
0-C(R13R14)-
, 15with the
proviso
that, if A
is connected
to the
tinker R via
a nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom,
R11 and R12
are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
whit 1, 2,
3, 4, 5, 6,
7. 8, 9, 10,
2011,12 or
13
hydrogenatom
s may be
substituted
by fluorine
atorna"
cydoallcyl
having 3, 4,
p or 6
carbonatoms,
in which 1,
2, .3, 4, 5,
6, 7, 8, 9,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoallcylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 1,3,
14 or 15
hydrogen 



25  atoms
maybe
substituted
by fluorine
atoms,
alkory
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
30  atoms or
cycloalkylal
kow having
4, 5,15, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 18
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms:
wo2aosl0004o
6Pcrriou5576
35 with the
proviso
that, if B
is attached
to a
nitrogen
atom being
part of A,
R11 or
R12are,
independentl
y of one
another,
hydrogen. F,
alkyl haying
1, 2, 3, 4.
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by 5fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
tryl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
10813, 814,
817 and 818
are,
independentl
y of one
another,
hydrogen, F,
alkyl having
1, 2,  3, 4,
5 or 6
carbon
atoms. in
which 1, 2,
3, 4, 5,
6,-7;8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloallcyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
156, 7, 8,
9, 10 or 11
hydrogen
atoms may be
substituted
by fluorine
atorris or
cycloalkylal
kY1 haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; 815
and 1216
20are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
having 1, 2,
3, 4, 5.or 6
carbon
atoms, in
which 1, 2,
3, '  4, 5,
6, 7, 8, 9,
10, 11,12 or
13 hydrogen
atoms may be
substituted
by fluorine
atoms,
cycbakyl
haying 3, 4,
5 or 6
carbon . -
atoms, in
which 1, 2,
3, 4, 5,
6,7, 8, 9,
10 or 11
hydrogen
atoms 25-may
be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, .6,
bra  tarbon
atoms, in
which 1, 2,
3, 4, 5, e,
7, 8, 9, 10,
11, 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
atorns,
alkoxy
having 1,-2,
3,4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
ao
substituted
by fluorine
atoms or
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
Which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 1.1
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakylalk
ozy  WO
200810011409
PLEEP2007/11
05576 36 



haying 4, 5,
6, 7 or 13
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9.10.
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; RIB
is hydrogen,
alkyl haying
1, 2, 3, 4,
5016  carbon
atoms, in
which 5 1,
2, 3, 4, 5,
6, 7, 8, 9,
10, 11,12 or
13 hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloaklalky
l haying 4,
5, 5,7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
1013, 14 or
15 hydrogen
atoms may be
substituted
by fluorine
atoms,
C(0)1244 or
C(0)NR45R46;
R44, R45 and
R46 are,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms, in
which 1, 2,
3, 4, 15  5,
6 or 7
hydrogen
atoms may be
substituted
by fluorine'
atoms or
cydoalkyl
haying 3-or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substituted
by fluorine
atoms; 20yis
0, 1 or2;
RIis arKyi
haying 1, 2,
3, 4, 5 or 6
carbon
atoms: and ,
R2is alkyl
haying 1, 2,
3, 4, 5 or 8
carbon atoms
or.phenyl;
25wherein
alkyl is
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
BC, I,
-Ogp(C1l2)p-
R26; inis0
or 1; nis 0,
1, 2 or 3;
R26 is
hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon atoms
or
heterocyclyl
having 3,4
5,87 or 8
atoms, in
which the
phenyl,
heteroaryl,
cycloalkyl
or
heterocyclyl
are  WO
200&'00040,P
CJIMP3107/00
5.576 37
unsubstitute
d
orsubstitute
d by 1, 2 or
3 radicals
selected
from F, Cl,
Br or I; or
R1 and R2 



5form,
together
with the
carbon atom
to which
they are
attached, a
3-, 4, 5- or
6- membered
saturated or
partly
saturated
carbon ring,
which can be
condensed to
phenyl; OF
R1 and R2
10form,
together
with the
carbon atom
to which
they are
attached, a
4-, 5- or
membered
saturated or
patty
saturated
carbon ring,
wherein one
carbon atom,
which is not
adjacent to
the carbon
atom to
which R1 and
R2 are
attached, is
replaced by
-0-, -NH- or
-S- ; 15
and/or a
pharmaceutic
ally
acceptable
salt and/or
',rooting
thereof.
Also,
preference
is given to
compounds of
formula I,
in which is
-CR3=CR4- or
-S-; wherein
.R3 and R4
are,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl haying
1, 2, 3, 4,
5 or6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 Or 13
hydrogen
atoms may be
substituted
by  flubrine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which. 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
25substitute
d by
fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by 30
fluorine
atoms,
cydoalkory
having 3, 4,
5 or 6
Carbon
atoms, in
Which 1, 2,
3, 4, 5, 6,
7, 8. 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylat
koxy haying
4, 5, 6, 7
or  WO
5108102040,P
CIYEP2007100
5576 38 8
carbon
atoms, in
which 1, 2,
3. 4, 5, 6,
7, 8, 9. 10.
11, 12, 13,
14 oils
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 6, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by Sfluorine
atoms, OH,
CM or h102;
Y1, Y2, Y3
and Y4 are,
independentl
y of one
another,
-CR8-,
wherein R8is
hydrogen. F,
CI, Br, /,
alkyl having
1, 2, 3, 4,
5 or 6
carbon 



10atoms, in
which 1,2,
3, 4, 5. 6,
7, 8, 9. 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 6, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakylalk
yl having 4,
5, 6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10,
11, 12, 13,
14 or 15
15hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having -2,
3,4, 5 or 6
Carbon
atoms, in
which 1, 2,
3, 4- , 5,
6, 7, 8, 9,
10, 11. 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakylalk
oxy 20having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 ort15
hydrogen
atoms may be
substituted
by fluorine-
atoms.
-S-akyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10;
11. 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
CM or NO2;
25 Z is
-5(0)2- or
-C(0)-. A Lv
cycloalkyl
having 3, 4,
5, 6, 7 or 8
carbon
atoms,
heterocyclyl
having 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
having 5 or
6 atoms;
30in which
the said
phenyl can
be condensed
to a
cydoalkyl
radical
having 3, 4,
5, 6, 7 or 8
atoms, a
haterocycly1
radical
having 5, 6,
7 or 8
atoms, a
phenyl
radical or a
heteroaryl
radical
having 5 or
6 atoms,  WO
20010)00409P
CT/EP20117/0
055 76 39
and in which
said
cycloalkyl,
heterocyclyl
, phenyl or
heteroanyl
and the
optionally
condensed
cydoallwl
radical,
heterocyclyi
radical,
phenyl
radical or
heteroaryl
radical are
unsubstituta
l or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
5consisting
of F. Cl,
Br, I, OH,
CN, NO2,
SF5, alkyl
haying 1, 2,
3, 4,5 or 6
carbon
atoms, in
which 1. 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9;10
or 11
hydrogen
atoms may be
substituted
by fluorine
10 atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms,. in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms - may
be
substituted
by fluorine
atoms.
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
15 having 3,
4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by tluodne
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
liming 1, 2,
3, 4, 5 or 6
28carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluohne
atoms; 



B. is
-C(R11R12)-C
(R13R14)-0-.
-C(1111212)-
C(R1513/43)-
C(R15R15)-,
-C(R131214)-
-,
-C(R13R14)-C
(R17)=C(1218
)-,
25-C(R11R12)
-C(R13R14)-N
R19-,
-C(R111812)-
C(R13R14)-6(
0)y-,
0-C(R13R14)-
C(R15R16),
-C.C-C(R13R1
4)-,
-C(R17)=C(R1
8)-C(R13R14)
-, -
C(R13R14)-0-
C(R13R14)-,
-C(R11R12)-C
(R15R16)-C(R
13R14)-0-.
-C(R11R12)-C
(R15R16)-C(R
13R14)-NR19-
,
30-C(R11R12)
-C(R15R16)-C
(R15R16)-C(R
1 5R161.-,
0-C(R13R14)-
C(R13R14)-0-
,
-0-C(R13R14)
-C(R13R14)-N
R19-,
0-C(R13R14)-
C(R15R18)-C(
R15R16)-,
-C(R17)=C(R1
8)-C(R13R14)
-0-,  WO
2008XIIM10,P
C1/1721107/0
05S76 40
-05CC(R13R14
)-0-,
-C(R11R12)-C
(R13R14)-C(R
17)=C(R 18),
-C(R11R12)-C
(R13R14)-C-,
-0-C(R13R14)
-CX,
-C(R13R14)-0
-C(R131214)-
C(R15R16)-,
-C(R11R12)-G
(R13R14)-0-C
(R13R14),
5.-C(R11R12)
-C(1
15R16)-C(R13
R14)-S(0)y-.
-0-C(R13R14)
-C(R13R14)-S
(0)y,
-0-C(R13214)
-C(R17)=C(R1
8)-,
-C-C(R13R14)
-C(R15R16)-,
-
C(R17)=C(218
)-C(R13R14)-
C(R15R15)-,
-C(R13R14)-C
=C-C(1213R14
)-, -
C(R13R14)-C(
R17)=C(R18)-
C(R13R14)-.
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R15
R15)-C(R15R1
6)-,
10-C(R11R12)
-C(R15R16)-C
(R15R16)-C(1
213R14)-0-,
-0-C(R13R14)
-C(R15R1
6)-C(R13R14)
-0-,
-C(R11R12)-G
(R15R16)-C(R
13R14)-C=C-,
-C(R13R14)-0
-C(R13R14)-C
(R13R14)-0-,
-C(R13R14)-0
-C(R131214)-
C(R15R16)-C(
R15R16)-,
15-C(R11R12)
-C(R15R1.6)-
C(R13R14),C(
R17)=C(R113)
-,
-C(R13R14)-C
(R17)=C(R18)
-C(R13R14)-O
-,
-C(R13R14)-C
-C(R13R14)-0
-,
-C(R17)=C(R1
8)-C(Rl3R14)
-C(R13R14)-0
-,
-C-C(R13R14)
-C(R13R14)-0
-,
,t(R11R12)-C
(R15R16)-C(R
13R14)-0-C(R
13R14)-,
-C(R11R12)-C
(R13R14)--
0-C(R13R14)-
C(R15R16)-,
-0-C(R13R/4)
-C(R15R113)-
C(R15R16),C(
R15R16)- .
20or.-0-
C(R13R14):C(
R13R14)-0-C(
R13R14)-, -
.with the
proviso
that, if A
is connected
to the
linker 13
via e
nitrogen
atom being
pad of A the
atom-of the
linker which
is connected
to A is a
carbon atom,
RI1 and R12 



are,
independentl
y of one
another,
hydrogen, F;
OH, allwl
having 251,
2, 3, 4, 5
or 6 carbon
atoms, in
which), 2,
3, 4, 5, 6,
7, 8, P. 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoallof
alky having
4, 5, 6, 7
or 13 carbon
atoms, 30 in
which 1, 2,
3, 4, 5,-6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkozy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9. 10,
11,  WO
2110B/IX1011
119PCITEP200
7ill05576 41
12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cYcloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1. 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6. 7
or 8 carbon
atoms, in
which 1, 2,
3, 4. 5, 6,
7, 8, 9, 10,
11. 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; -
with the
proyo that,
If B is
attached to
a nitrogen
atom being
part of A,
R11 or
R12are,
independentl
y of one
another,
hydrogen, F,
alkyl haying
1, 2; 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
106, 7, 8,
9, 10, 11.12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 15or 15
ilytlfOgOrt
atoms may be
substituted
by fluorine
atoms:
R13.-R14.
R17 and R18
are,
independentl
y of one
another,
hydrogen, F,
alkyl haying
1, 2. 3, 4,
5 or 6
carbon
atoms, in
with 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, 20 .
cYcloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6!
7, 8, g, 10
or 11
hydrogen
atoms May be
substituted
by fluorine
atoms or
cycloalkylal
kyl having
.4, 5, 6, 7
or 8 carbon
atoms, in
which 1,
2,3, 4, 5,
6, 7, 8, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; 25R15
and R16 are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, - 4, 5,
6, 7, 8, 9,
10. 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycioalkyl
haying 3, 4,
5 or 6
carbon 30
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms - may
be
substituted
by fluorine
atoms,
oycloalkylal
kyl having
4, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,  WO
2W0100409Per
irP2007/0115
576 42 



13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
haying
1,2,3.4.5016
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkoXy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,13, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; 10819
is hydrogen,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which '1,2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloa?KylEd
kyl haying
4, 5, 156, 7
IX 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, -
13, 14 or 15
hydrogenatom
s may be
substituted
by fluorine
atoms,
C(0)R44 or
C(0)NR45R46;
844, 845 and
846 are,
independentl
y of one
another,
hydrogen,
alkyl 20
haying 1, 2,
3 or 4
carbon
atoms, in
which 1; 2,
3, 4, 6,6 or
7 hydrogen
atoms may be
substituted
by -
fluorine
atoms or
cycloalkyl
haying 3 or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substituted
by fluorine
atoms; 25yis
0, 1 or 2;
R1is alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms; and
82is alkyl
haying 1, 2,
3, 4, 5 or 6
carbon atoms
or phenyl;
30wherein
alkyl is
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
sekacted
from the
group
consisting
of F, Cl,
Sr. I,
-Orn4CF12)n-
R26; misoon;
WO
3155/0004099
C4/FP20117/0
05576 43
riis 0, 1, 2
or 3; R26 is
hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
CYclaalkYl
having 3, 4,
5 or 6
carbon atoms
or
heterocyclyl
having 3, 4
5, 6, 7 or
13 atoms, in
which the
phenyl,
heteroaryl,
cycloalKyl
or
heterocyclyl
are
unsubstitute
d or
substituted
by 1, 2 or 3
radicals
selected
from F, CI,
Br or I; Or
R1 and R2
forrn,
together
with the
carbon atom
to which
they are
attached, a
3-, 4, 5- or
6-
10membered
saturated or
partly
saturated
carbon ring,
which can be
condensed 



to phenyl;
Or R1 and R2
form,
together
with the
carbon atom
to which
they are
attached, a
4-, 5- or 6-
15 membered
saturated or
partly
saturated
carbon ring,
wherein one
carbon atom:
whidh it not
adjacent ta
the carbon
atom to
which R1 and
122 are
attached, is
replaced by
-0-, -NH- or
-S - ;
and/or a
pharmaceutic
ally
acceptable
salt and/or
prodrug
Thereof 20
Particular
preference
is given to
compounds Of
formula 1,
in which Xis
-CR3=GR4-,
-CR5=1,1-,
-N=GR6-,
-NH- or -5-,
wherein R3,
114, 115 and
R6, am
independentl
y of one
another,
hydrogen, F,
Cl or Br, 25
Y1, Y2, Y3
and Y4 are,
independentl
y of one
another,
-GREI- or
nitrogen,
with the
proviso that
at least
three of Yl,
Y2, Y3 and
Y4 are
defined as
-CRB-,
wherein R8
is hydrogen,
F or Cl; 30
Z 'es
20001101409P
CTLEP2M17/11
05576 44 A
is
cycloallcyl
having 3, 4,
5, 6, 7 or 8
carbon
atoms,
heterocycl0
having 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
having 5 or
6 atoms; in
which the
said phenyl
can be
condensed to
form a
naphthyl or
an indanyl;
5in which
said
cydoalkyl,
heterocyclyl
, phenyl,
heteroaryl
or the
optionally
downed
naphthyl or
indanyl are
unsubstitide
d or
substituted
by 1, 2, 3,
4 - 'or 5
radicals
selected
from the
group
consisting
of F, CI,
Br, I, OH,
CN, NO2,
SF5, SCEs,
alkyl having
1, 2, 3, 4,
5 or 5
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted 



10 by
fluorine
atoms or Amy
having 1, 2,
3, 4, 6 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
is
-C(R11R12)-C
(R13R14)-0-,
-C(R11812)-C
(R151116)-C(
R13514)-0-,
5-C(R11R12)-
C(R15R113)-C
(R13H14)-NR1
9-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R15
R18)-,
-0-C,(R13R14
)-C(R13R14)-
0-,
-0-C(R13R14)
-.C(R13R14)-
NR19-,
-0-C,0213R14
)-C(R15H16)-
C(R15R16)-,
-C(R17)=C(R1
8)-C(R13R14)
-0-,
-CC-C(R13R14
)-0-,
-C(611/212)-
C(R13R14)-C(
R17)=C(R18)-
,
20-C(R11R12)
-C(R13R14)-C
-,
-0-C(R131214
)-CaC-,-
-C(R11512)-C
(R151216)-C(
R15R15)-C(81
5R113).0(R15
R15)-,
-C(R11H12)-C
(R15R16)-C(R
15H15)-C(R'1
3R14)-0-,
-0-G(R13R14)
-C(R15R16)-C
(R13R14)-0-,
-0(R11R12)-C
(R1
5R16)-C(R13R
14)-C--C- or
25-C(R13R14)
-0-C(R131214
)-C(R13R14)-
0-, with the
proviso
that, if A
is connected
to the
linker via a
nitrogen
atom being
port of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
R11 - R18
are,
independantl
y of one
another,
hydrogen, F
or alkyl
having 1, 2,
3, 4 carbon
atoms 30Rig
is H or
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms; R1is
alkyl haying
1, 2, 3 or 4
carbon
atoms;  WO
2:0081000409
PCTXP2007I00
5576 45 and
R2is alkyl
haying 1, 2,
3 or 4
carbon
atom's,
phenyl or
benzyb. or.
R1 and R2
5form,
together
with the
carbon atom
to which
they are
attached, a
cyclopropane
,
cyclobutane,
cyclopentane
.
cyclohexane,
cyclopentene
ring or
indent; or 



R1 and R2
Ina together
wIth the
carbon atom
to which
they are
attached, a
tetrahydro-
10thiophene,
a
tetrahydro-t
hionrrane or
a
tetrahydro-f
urane ring,
preferably a
tetrahydro-t
hiophene or
a
telmhydro-th
ioPyrane
ring andfor
a
pharmaceutic
ally
acceptable
sat and/or
prodrug
thereof. 15
Also
particular
preference
is given to
compounds of
formula I,
in which X -
is -cR3-qn4-
or -S-; id
which R3 and
R4    are.
independentl
y of one
another,
hydrogen. F.
Cl, Br, I,
alkyl -
having 1, 2,
3, 4, 5 or 6
carbon.
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 20  8, 9,
10. 11, 12
or 13
hydrogen .
atoms may be
substituted
by fluorine
atoi-na,
cycloalkyl
having 8, 4,
5 or 6
carbon
atoms, in -
which 1, 2,
3, 4, 5, 5;
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
alkoxy
haying 1, 2,
3, 4, 5 or 6
allbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10.
11, 12 or 13
25hydrogen
atoms may be
substituted
by fluorine
atoms; Y1,
Y2, Y3 and
Y4 are,
independantl
y of one
another,
-CRS-.
wherein R8is
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3. 4,
5 or 6
carbon
30atoms, in
which 1, 2.
3. 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted-
by fluorine
atoms.
cycloalkyl
haying 3,
4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5. 5,
LB. 9,10 or
11  WO
2005050409te
nE1,2007/005
576 46
hydrogen
thorns may
be
substituted
by fluorine
atoms or
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms; 5 Z 



Ais
cyctoalkyl
having 3, 4,
6, 6,7 or El
carbon
atoms,
heterocyclyl
having 5, 6,
7 or 19
atoms,
phenyl or
heteroaryl
haying 5 or
6 atoms;
10in which
the said
phenyl can
be Condensed
to form a
naphthyl or
an indanyl;
in which
said
cycloalkyl,
haterouyulyl
, phenyl,
heteroaryl
or the
optionally
formed
naatithyl or
indanyl are
unsubstitute
d or
substituted
by 1, 2, 3,4
or 5
radicals
selected
from the
group
consisting
of F, CI,
Br, I, OH,
CN, 15 NO2,
SF5, SCF3,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms or
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in -
which 1, 2,
3,4, 5, 6,
7, 6, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms: 20
Bis
-C(R11R12)-C
(R13R14):0-,
-C(R111212)-
C(R15R16)-C(
R
-C(R11R12)-C
(R15R16)-C(R
13R14)-NR19-
,
-C(911R12)-C
(R15R16)-C(R
15R16)-C(R15
R16),
-0-C(R13R14)
-C(R13R14)-0
-,
-0-C(R13814)
-C(R131214)-
NR19-,
25,-0-C(R131
914)-C(R15R1
6)-C(R151216
)-,
-0(R17)=C(R1
8)-C(R13R14}
-0-,
-CaC-C(R13R1
4)10-,
-C(1911R12)-
C(R13R14)-C(
R17)=C(R18)-
,
-C(R11R12)-C
(R13R14)-C--
,
-0-C(R13R14)
-C.C,-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R15
1216)-C(R151
916)-,
-C(R111212)-
C(R15R16)-C(
R15R16)-C(R1
31214)-0-,
30-0-C(R1381
4)-C(R15R16)
-C(R131414)-
0-,
-C(R11912)-C
(R15R16)-C(R
13R14)-C.C-
or
-C(R13914)-0
-C<R13R14)-C
(R13814)-0-,
WO
2008/000409P
CWEP-21)(17/
0115576 47
with the
proviso
that, if A
is connected
to the
linker via a
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
R11 - R18
are,
independantl
y of one
another,
hydrogen, F
or alkyl
having 1, 2,
3, 4 carbon
atoms 5RIB
is H or
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms; R1is
alkyl having
1, 2, 3 or 4
carbon
atoms; 



and R2is
alkyl having
t 2, 3 or 4
carbon
atoms,
phenyl or
benzyl; 10
or R1 and R2
form,
together
with the
carbon atom
to which
they are
attached, a
cyclopropane
,
cyclobutane,
cyclopentane
,
cycloherane,
cyclopentene
ring or
indene; Of
15 R1 and R2
form,
together
with the
carbon atom
to which
they are
attached, a
tetrahydroth
iophene, a
tetrahydro-t
hiopyrane or
a
tetrahydro-f
urane ring;
preferably a
a
tetrahydro-t
hiophene or
a
tetrahydro-t
hiopyrane
ring. 20
and/or a
pharmaceutic
ally
acceptable
salt and/or
prodrup
thereof.
Special
pmierence is
given to
compounds of
formula I,
in-which Xis
-CR3=CR4- or
-S-; in
which R3 and
.R4 25are,
independentl
y of one
another,
hydrogen, F,
Cl Of Eit,
Y1, Y2, Y3
and Y4 am,
independentl
y of one
another,
-CRB-,
wherein R8
is hydrogen.
F or Cl; Zis
-0(0)-; 30
Ais
cyclahe4,
phenyl,
naphthyl,
indanyl or
thienyl;  WO
2111'1100010
9PCIAP2007,7
105576 48
in which the
phenyl
radical is
unsubstitute
d or
substituted
by 1, 2 or 3
radicals
selected
from the
group
consisting
.of F,. Cl,
Br, methoxy,
methyl,
ethyl,
propyl,
isopropyl or
trifluoromet
hyl. 5Bis
-C(R11R12)-C
(R13R14) 0,
C(R11R12)-C(
R151216)-C(1
2131214)-0-,
-0-13(R13R14
)-C(R13R14)-
0-,
-C(R17)r--C(
R18)-C(R13R1
4)-0-,
-C-C-C(R13R1
4)-0-,
-C(R11R12)-C
(R13R14)-CaC
-,
-0-C(R13R14)
-C=C-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R13
R14)-0-,
-0-0(2213R14
)-C(R15R16)-
C(R13R14)-0-
, 



10-C(R11R12)
-C(R1
5R16)-C(R13R
14)-C-C- or
-C(R13F114)-
0-C(R13R14)-
C(R13R14)-0-
, R11- R18
are,
independentl
y of each
other,
hydrogen or
methyl. RIis
methyl or
ethyl; and
15 R2is
methyl or
ethyl; Or RI
and R2 Ions,
together
with the
carbon atom
to which
they are
attached, a
oyclobutane
or
cyclopentane
ring; 20
and/or a
pharmaceutic
ally
acceptable
salt and/or
prodrug
thereof. A
particular
compound of
the formula
I of the
crown!.
disclosure
is selected
from We 25
group
consisting
24[1-(2-Pher
toxy-ethoxy)
-naphthalene
-2-carbonyll
-amino]-2-pr
opyl-pentain
oio acid,
2-EtbyI-2.({
142-(4-fiuor
o-phenyl>4th
ot'1-naphtha
lene.2-carho
nyfl-ar1ino)
-hexanoio
add,
2-Ethy1-2-1(
1-phenethylc
xy-naphthale
ne-2-carbony
lbamino]-het
tanoic add,
-
30141-(3-Cyc
lohexy4-prop
oxy)-naphtha
lere-2-carbo
nyll-amino)-
cyclobutenec
arboxylic
add,
2-Methy1-2-g
142-(naphtha
len-2-yloxy)
-ethoxyl-nap
hthalene-2-c
arbonylYamin
o)-
propionic
acid,  WO
201M/(Nx14ta
PCr1EP2OrF7I
lI05576 49
2--(f112-(2,
3-Dichloro-p
henoxy)-etho
xy]-naphthal
ene-2-carbon
ya-amino)-2-
inethylpropi
onic acid,
21{1-(2-(2-C
hloro-4-fluo
ro-phenoxy)-
ethoxyl-naph
thalene-2-ca
rbonyg-aminc
)-2-
methyl-prapi
onic acid, 



5
2-Methyk24(1
4E)-3-phenyl
-allyloxy)-n
aphthalene-2
-carbonyli-a
mino}propion
ic acid,
2-Methy1-2{0
-(3-phenoxy-
propy1)-naph
thaIene-2-ca
rbanyThamino
}propionic
acid,
21{1.12-(4-M
ethaxy-pheno
xy)-ethoxyl-
naphillalene
-2-carbony1)
-amino)-2-me
thylprOpioni
c acid,
-Methyl-2-({
110
propionic
acid
2-Metyl-2-([
1-(2-phenoxy
-ethylamino)
-naphthalene
2-carbonyg-a
min4proploni
c acid,
2-Methy1-2-0
-(2-phenoxy-
ethaxy)-naph
thalene-2-su
lfonylaminol
-propiOnic.a
cid,
24[1-(3-Cycl
ohexyl-propo
xy)-naphthal
ene-2-carbon
ylkamino}-2-
niethyl-prop
ionio acid,
2-Mettyk2-ff
113-pyridin-
2-0-propoxy)
-naph1halene
-2-carbonyli
l-amino)-pro
pionic acid,
15
1-i[1-(1-Met
hyk3-phenyI-
propoxy)-nap
hthalene-2-c
arbonyl]-ami
no)-
cyclohexanec
arbox)rIi'c
acid.
3-({142-(d-F
luoro-phenox
y)-ethoxyl-n
aphth6lene-2
-carbany1)-a
minoMetrahyd
rothiophene-
3-carboxyGc
add,
4-(012-(4-Fl
uaro-phenoxy
)-ethaxy]-na
ph1halene-2-
carbonyD-ami
na)-tetrahyd
ro- 20
thiopyran-l-
carboxylic
acid,
2-(11-12-(41
uoro-Phenoxy
)-ethoxyl-na
phthalene-2-
carbonyg-ami
no)-2-phanyl
-bittyric
1411-(2-Phen
oxy-elhoxy)-
naphthalene-
2-carbonylFa
mino)-cyclop
ent-3-ehecar
boxylic
acid, ' 25
2,4-Dimethy1
-241-(2-phen
oxy-ethcxy)-
naphthalene-
2-carbonyfl-
amino)-penta
noic acid,
2-4J4-Fluoro
-1-(2-phenox
y-ethoxy)-na
ph.thalene-2
-carbonyfi-a
mino)-2-meth
yl-bulyric
acid,
1-([1-(2-Phe
noxy-ethoxy)
-naphthalene
-2-carbonyg-
ainino)-inda
n-1-carboxyl
ic acid, 0
14(1-(2-Cycl
ohexyLethoxy
)-4-11uoro-n
aphThalane-2
-carbonyg-am
ino)-
cyclopentane
carboxyfic
acid,  WO
29118/01)04W
PCTOT2007/00
5576 50
1-({4-Fluoro
-142-(4-fluo
ro-phenoxy)-
ethoxyl-naph
thalene-2-ca
rbony1)-amin
o)-
cyclopentane
carboxylic
acid,
14[4-Fluoro-
1-(3-phenoxy
-propoxy)-na
phthalene-2-
carbonylEami
no}-
cycinpentane
carboxylic
acid, 5
1-44-Fluoro-
142-phenoxy-
ethoxy)-naph
thalene-2-ca
rbonyl]-amin
o}
cyclopentane
carboxylic
acid,
1-[(4-Fluoro
-1-phenethyl
oxy-naphthal
ene-2-carbon
y1)-aminol-c
yclopealanec
arboxylic
'acid,
1-([4-Fludro
-1-(3-phenyl
-propoxy)-na
phthalene-2-
carbonyli-am
ino)- 10
cyclopentane
carboxylic
acid,
2-(f112-(4-F
luora-phenox
y)-ethoxykna
phthalene-2-
carbonyl)-ar
nino)-2-rnet
hyl-3-
phenyl-propi
onic acid,
241-(2-Cyclo
hexyl-ethory
)-naphthalen
e-2-carbonyg
-aminc]-2-ed
wl-hexanoic
acid,
2-0-(3-Cyclo
hexyl-propox
y)-naphthale
ne-2-carbony
lFamino)-2-e
thythexanoic
acid,
152-Ethy1-2-
ff1-(3-pheny
l-propoxy)-a
aphthalene-2
-carbonyll-a
minoyhexanoi
c acid, 



2--({1{2-(4-
Chloro-prian
oXY)-etbOxyl
-naphthalene
-2-carbanyli
-amino)-2-et
hyl-hexanoic
add,
2-Ethy1-2-11
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-c
arbonyfj-ami
nol-hexanoic
acid,
2-Ethy1-2-((
142-(4-fluor
o-phenoxy)-e
llioxyl-naph
thalene-2-ca
rbonyo-amino
)-hexanoic
20 ,.acid,
1-({4-Chloro
-142-(4-fluo
rc-phenyD-et
hoxy]-naphth
alene-2-carb
ony1)-amino)
-
c'yclobutane
carba.xylic
acid,..
1-114-Chloro
-1-(2-cycloh
ekyl-thhoxy)
-naphthalene
-2-carbonylL
arnino)-
cyclobulanec
arboxylic
acid, 25
14(4-Chbro-1
-phenethylox
y-naplithala
ne-2-carbony
i)-aminol-cy
clobutanecar
boxylic
acid,
14ff4-Chloro
-1
-(3-phenyl-p
ropoxy)-naph
thaIene-2-ca
rbonyl]-amin
o).-
cyclobutanec
arboxylic
acid,
14[4-Cbloro-
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-c
arbonyll-arn
ino} 30
cyclobutanec
arboxylic
acid,
1-(0-Chloro-
142-(4fluoro
-phenoxy)tho
xybnaphthale
ne-2-carbony
l],-amino)-
cYclobutanec
arboxylic
add,  WO
2110040911,1
007/t105576
51
l-g1-[2-(4-F
luoro-phenyi
)-e1hozy]-na
phthaiene-2-
carbony1}-am
ino)-
cyciobutanec
arboxylic
acid,
111-(2-Cyclo
hexyl-ethoxy
)-naphthalen
e-2-carbonyn
-amino)-cycl
obutanecarbo
ndic acid, 5
1-({142-(4-C
hloro-phenyI
)-ethoxyl-na
phthalene-2-
carbony1}-am
ino)-
cyciobutanec
arboxylic
acid,
1-1(1-Phenet
hyloxy-naphl
halene-2-car
bonyn-aminoi
-cyclobutane
carboxylic
acid,
111-(3-Pheny
l-propoxy)-n
aphthalene-2
-carbonyli-a
mino)-cyclob
alanecarboxy
lic acid,
1--({142-(4-
Chloro-pheno
xy)-athoxyl4
naphthalene-
2-carbonylam
ino)-
cyclobutanac
arbowlic
add,
14t1-(2-Phen
oxy.thoxy)-n
aphthalene-2
-carbanyli-a
rnino)-cyclo
butanecarbox
ylic acid,
1-({1{2-(4-F
luoro-phenox
y'yethoxyl-r
oplithalene-
2-carbonylFa
mino)-
cyclobulanec
arboxylic
acid,
2414-Eluoro-
1-(2-thiophe
n-211-ethoxy
)-naphrhalen
e-2-carbonyi
kamino)-2-me
thyl-
15propionic
acid,
214-Fluoro-1
-(1-methy1-3
-phenyl-prop
oxy)-naphtha
lene-2-carba
nyli-amino)-
2-methylprop
ionic acid,
2-({4-Fluoro
-1
.j244-11uoro
-phenoxy)-et
hoxy]-naphth
alene-2-carb
onylamino)-2
-methylpropi
onic acid,
2.0
24[4-Fluoro-
143-phenoxy-
propoxy)-nap
hthalene-2-c
arhonyWarnin
ol-2-methyl-
botyric add,
-
2-({4-Fluoro
412-(4-fiuor
o-pheny1)-ei
horyi-naphth
alerte-2-car
bonylj-amino
)-2-rnethyl-
- propionic
acid, 



2414-Fluoro-
1-(3-phenyl-
propoxy)-nap
hthalene-2-c
arbonylLardn
o)-2-methyl-
propionic 25
acid,
24[4-Fluoro-
1-(3-ahenoxy
-propoxy)-na
phthalene-i-
carbonylEami
no)-2-Methyl
- propionic
acid,
2-[(4-Fluoro
-l-phenethyl
oxy-naphthal
ene-2-carbon
y0-amino]-2-
rnethyl-prop
ionic acid,
2{(4-Fluoro-
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-c
arbonylkamin
o)-2-methyl-
propionic 30
add,
2-([112-Cycl
ohexyl-athoX
0-naphthalen
e-2-carbonyl
karnino)'2-n
ieth0-propio
nic add,  WO
200810004097
6 52
2-({1{3-(4-C
hloro-pheny1
)-propoxy]-n
aPhthalene-2
-carbonyl}-a
mino)-2-meth
ylpropionic
acid,
1-H1((R) 1
Methyl 3
phenyl
propoxy)-nap
hthalene-2-c
arbonyI]-ami
no)-
cyclopentane
carboxylic
add, 5
14[1-((S)-1-
MethyF3-phen
yl-propwry)-
naphthalena-
2-carbonya-a
mino)-
cydopentanec
arbaxylic
acid,
(R)-2-Methy1
-2-C112-phen
ozsfrethoxy)
-naphthatene
-2-carbonyll
-amino)-buty
ric acid,
(S)-2-Methyl
-2-([1-(2-ph
enoxy-ethoxy
)-naphthalen
e-2-carbonyt
yaminol-butv
ic acid,
2-(042-(5-Ch
loro-pyddin-
3-ylox0-etho
xyl-naphthal
ene-2-carbon
yg-amino)-2-
niethyl-
10propionic
acid,
2-({4-Chloro
-1-(214-fluo
ro-phenoxy)-
ethoxyl-naph
thalene-2-ca
rbony1)-amin
0)-2-
rnethyl-buty
ric acid,
2-(14-Chlow-
1.12-(4-fluo
ro-phertoxy)
-ethoxyl-naP
hthalene-2-c
arbony1)-ami
no)-2-
methyl-propi
onic acid,
15
2{{112-(3-Ch
loro-4-fluor
o-phertoxy)-
ethoxifrnaph
thalene-2-ca
rbony1)-amin
o)-2-
methyl-propi
onic acid,
2-(14-Brorno
-1-(2-phenox
y-ethoxy)-na
phthalene-2-
carbanylFami
no)-2-methyl
-ProPionic
acid,
2-({112-(4-F
luoro-3-tdfl
uoromethYl-P
hencxy)-etho
xyl-naphthal
ana-2-catton
y0-amia0)-
20
2-methyl-prq
pionie acid,
2-G112-(4-13
romo-phenOxy
)-alhoxy}oap
hthalene-2-c
arbonA-amino
)-2-alethYl-
. oropionic
acid,
2-((142-(4-F
luoro-phenox
y)-ethoxyl.n
aphthalene-2
-carbony1)-a
mino)-2-meth
yl-butyf
acid. 



25
2-({4-Bromo-
142-(4-fluon
rphenoxy)-et
hoxyl-naphth
atene-2-carb
onyl}amino)-
2-
metyl-propio
nic acid,
2-Methy1-24[
1-((S)-1-met
hyl-2-phenox
ythoxy)-naPh
thalene-2-ca
rbonylFarnin
o)-
prapianic
acid,
2-Methyl-2-f
[1-((R)-l-me
thyI-2-pheno
xy-e1hoxy)-n
aphthaIene-2
-c.arbonyl]-
amino]- ,
30prapionic
acid,
2-(042-(2-Is
opropyl-phen
oxy)-ethoxyl
-naphthalene
-2-carbonyly
amino)-2-met
hst
prapionic
acid,  WO
21.108400409
PCT 53
2-Methy1-2-(
1142-m-tolyl
ory-ethoxy)-
naPhthalene-
2-carbonya-a
mino)-ProPio
nic acid,
2-({112-(3-M
elhoxy-phono
xy)-ethoxyl-
naPhthalene-
2-carbonyll-
amine)-2-met
hylpropionic
acid, 2-f1
-12-(3,5-Dic
hltoro-pheno
xy)-ethoxyl-
naPhthalene-
2-carbany1}-
amino)-2-met
hyl-
5propionic
acid,
2-({1-(212,6
-Dichloro-ph
enoxy)-ethox
yl-naPhthale
ne-2-carbony
lkamino)-2-m
elhyl-
propionic
acid,- .
2-({1-12-(3-
CIdoro-5-flu
oredphenoxyy
ethoxyl-naph
thalene-2-ca
rhonselyamin
o)-2-
methyl-propi
onic acid,
10
2-({142-(3,4
-Dichloro-ph
enoxy)-ethox
yl-naphthale
ne-2-carbony
fFamino)-2-m
ethylpropion
ic acid,
2-({142-anda
n-5-yloxy)-e
thoxyl-naPht
halene-2-car
bony1)-amino
)-2-methyl-P
ropionic
add,
2-({112-(2,4
-Dimethyl-ph
enwon-ethoxy
l-napirthale
ne-2-carbony
1}-amino)-2-
methyl- 15
propionic
acid,
2-012-(2,3-D
imethyl-pida
ndxyletlioic
yf
nainhalene:2
-carbonylj-a
mine)-2-metI
ndpropionic
acid,
2-({1-12-(3-
lsoproN-phen
oxy)-ethonpn
aphthabne-2-
carbony1}-am
ino)-2-methy
l- PrOPionic
acid,'
2-042-(2-Chl
oro-phenoxy)
-ethoxyl-nap
hthalene-2-c
arbonylyamin
o)-2-mathYlp
ropionic-aci
d,
2-0-(243-bhl
ore-phenoxy)
-ethoxy}naph
thalene-2-ca
rbonyl}-amin
o)-2-methyl-



propionic
acid,
2-([142-(2-C
hloro-4-fluo
ro-phenoxy)-
ethoxyl-napt
rthalene-2-c
arbony1)-ami
no)-2- " 2.5
methyl-propi
onic acid,
24(142-(3,4-
Difluoro-phe
noxy)-ethoxy
ynaPhthalene
72-carbony1)
-amino)-2-me
thylpropioni
c acid,
2-a142-(3-Fl
uoro-phenoxy
)-ethoxy}naP
hthalena-2-c
arbony1)-ami
no)-2-methyl
propionic
acid, 30
2-([142-(2-M
ethory-phano
xy)-ethaxyl-
naPhthalene-
2-carbony1}-
amino)-2-met
hylprcpionic
acid,  WO
2008/000409P
CDEP2007/00,
576
2-Methy1-2-f
f1-(3-phenyl
-prop-2-y1*x
y)-naphthale
ne-2-carb0ny
ll-amin0ypr0
pio1ic acid,
2-({1-[3-(4-
ChIcro-pheny
I)-prop-2-yn
yIoxyJ-napht
haIene-2-car
bonyI)--amin
o)-2-me-thyI
propionic
acid, 5
2,3-Dimethyl
-2-0-(2-phan
ory-ethoxy)-
naphthalene-
2-cad>ony11-
amino)-bubir
ic acid,
111-(1-Methy
k3-pheny1-pr
opoxfrnaPhlh
alene-2-carb
onyll-a1flin
0)-
cyclopentane
carboxylic
acid,
t-({1-j2-(4-
Huoro-phenox
y)-ethoxy]-n
aPMhalene-2-
carbonyl]-am
ino)-
cycicpentane
carboxylic
acid, 10
2.3-Dimathy1
-2-111-(1-me
thyl-3-pheny
l-Prapcxy)-n
aphthalene-2
-carbonyll-a
min* butyric
acid.
2-({142-(4-C
hloro-phenox
y)-ethond-na
Phthalana-2-
carbany1)-am
ino)-2,3-dIm
ethylbutyric
acid,
2-(11-(2-(4-
Fluoro-pheno
xy)-athoxy]-
naphthalenc-
2-carbonyll-
amino)-2,3-d
imathyl- 15
butyric
acid.
2-1Neihy1-2-
4J1-(1-me'dl
y1-2-phenoxy
-othoxy)-nap
hitialene-2-
carbonyll-am
ino}propioni
c add, . -
2-Methy1-2-(
[1-(5-phenyl
-penly1)-naP
hthaleae-2-c
arbonyli-ami
no}propionic
add,
2-Methy1-2-a
1-(5-phenyl-
pent-1-ynyf)
-naPlithalen
e-2-carbonA-
arnin0)-pr0p
i0nic acid,
20
2-Methy1-24(
1-(3-phenyi-
butoxyl-naPE
rthalene-2-c
arbonylFamin
0hpropi0n1c
acid, ,
2-(i142-(4-C
hlora-p.heno
xy)-athoxy}n
aph1halene-2
-carbanyi).-
amino)-2-met
hyl-buiyric
acid,
2-(1142-(4-C
hlorc-phenax
y)-ethoryFna
Phthalene-2-
carbonyq-arn
ino)-2-methy
lpropionic
acid, 25
2-((1-12-(2,
4-Dichloro-p
heny1)-ethan
d-naphthalen
e-2-carbonyl
i-amino)-2-m
ethylpropion
ic acid,
2-Methy1-2-Q
1-(3-phenoxy
-proP-1-ynyl
)-naphthalen
e-2:carb0cy1
l-amino)-pr0
Pi0nic add,
2-(042-(4-Ch
loro-phany1)
-ethoxyl-naP
hthalene-2-c
arbonyl)-ami
ao)-2-methyl
-propionic
30acid,
2-Methy1-2-(
[1-(2-Maly1-
ethoxy)-naph
thalene-2-ca
dconyl)-amin
*Propioni0
add.
2-a1-(2-Benz
yloxy-ethaxy
)-naPhthalen
e-2-carbony1
1-aminol-2-m
ethyl-propia
nic acid, 



WO
2I108/011?14
09PCIIEP3007
/005576 55
2-Methyd24J1
-(2-phenoxy-
ethoxy)-naph
thalene-2.ca
rbonyll-arni
naybutync
246-Chlord-3
-(2-phonoxy-
c(hoxy)-bonz
oibIthiophen
e-2-carbonyl
l-amino)-2-m
ethyd
butyric
acid,
2415-Ghloro-
3-(2-phenoxy
-ethoxy)-ben
zorbithiophe
ne-2-carbony
fl-amino)-2-
methyd 5
pmpionic
acid,
24{1-[2:(3,5
-Difluom-phe
noxy)-ethoxy
],napidhalan
e-2-carbonyl
l-amino)-2-m
ethylpropion
ic acid,
24dethyd2j1-
((E)-4-pheny
dbut-1-eny1)
-naphthalene
-2-carbonyla
mino}-propio
nic acid, 10
2-Methy1-2-(
[1-(4-phenyd
buty0-naphth
alene-2-carb
onyl}ainino)
-propionic
acid,
2-([1-12-(4-
Fluoro-pheno
xy)-ethoxyl-
naphthalene-
2-carbonyll-
amino)-2-met
hylpropionic
acid,-
2-Methy1-2-[
(1-(1-methyd
3-phenyl-pro
poxy)-naphth
alene-2-carb
onyli-amino}
-bubnic add,
15
2-Methy1-24[
144-phenyl-b
ul-1-yny1)-n
aphthalene-2
-carbonyli-a
minol-propio
nic acid,
Z-Methy1-24[
3-(2-Phenoxy
-ethoxy)-ben
zo[bIthiophe
ne-2-carbony
ldamincl-but
ydc acid,
2-Methy1-24[
3-(2-phenoxy
-ethoxy)-ban
zo(bithiophe
ne-2-carbony
g-amino)-pro
pionic acid,
2,[04-Bromo-
1-phenethylo
xy-naphthale
ne-2-carbany
1)-aminal-2-
methsd-pro,p
ionic acid,
20
.2-0-Bromo-1
-(1-methyl-3
-phanyl-prop
oxy)-naphtha
lene-2-carbo
ny13-amino]-
2-metbjd-
prapionic
acid,- -
2-Methy1-2-(
11-[243-trif
ludromethyl-
pheny1)-etho
xy]-naphthal
ena-2-carbon
yl}amino)-
propionic
acid,
2-({1{2-(4-F
luom-Phelly1
)-01Pxy]-nap
hthalene-2-c
arbony11-ami
no)-2-methYl
-prOpionie .
25  acid,
2-(1142-(3-B
romo-pheny1)
-ethaxyl-nap
hthalene-2-c
arbony1)-ami
no)-2-methyl
-propionic
acid,
2-Methy1-2-a
1-(2-phenoxy
-e1hoxy)-nap
hthalene-2-c
arbonyg-amin
o}-propionic
add,
2-Methy1-2-(
0-((3)-1-rbe
thyl-3-pheny
l-propoxy)-n
aphthalene-2
-carbonyfFam
ino)- -
30propionic
acid,
2-Methyl-24[
1-(3-phenyl-
proporn-riap
hthalene-2-c
arbonyg-amin
o)-propionic
add,  WO
2008/000409P
CTTEP2007/00
76 56
2-Methyl-240
-((R)-1-meth
yl-3-phenyl-
propoxy)-nap
hthalene-2-c
arbonyll-ami
no)-
propionic
add, 



2-Methy1-21(
1-phenethylo
xy-haphthale
ne-2-carhony
fFaminoLprop
ionic acid,
or
2-10ethyl-2-
([1-0-methyl
-3-phanyl-pr
opobn-naphth
alene-2-carb
ony9-amino}o
ropionic 5
acid,
24(4-Fluoro-
142-(3-fluor
o-phenyn-eth
oxyknaphthal
ene-2-carban
ylyamino)-2-
methylpropio
nic acid,
2-([4-Fluoro
-1-(4-phenyl
-6utoxy)-nap
hthalene-2-c
arbonyll-ami
nol-2-methyl
-propionic
acid, 10
2-(y-Fluoro-
142-(2-fluor
o-phenoxy)-e
lhoxyl-napht
halene-2-car
bonyl}amino)
-2-methylpro
pionic acid,
2-(1142-(4-C
hloro-phenyl
)-ethoxyl-4-
fluoro-napht
halene-2-car
bonyti-amino
)-2-methylpr
opionic
acid,
2-R4-Fluoro-
143-(2-floor
o-phenoxyypr
opoxyi-napht
halene-2-car
bonyl}-amino
)-2-
15methyl-pro
pionic acid,
'-2-({4-Pluo
ro-113-(41fl
uoio-phenoxy
)-propobii-n
aphthalene-2
-carbonyl}am
ino)-2-
methyl-propi
onic acid,
2-((4-Fluoro
-142-(naphth
alen-2-yioxy
)-ethoxylnap
kthalene:2-c
arbonylyamin
o)-2- .
methyl-propi
onic acid,
20
2-({142,2-Di
flupro-2-(4-
fluoro-phenc
xy)-ethoxy]-
naphthalene-
2-carbonylkm
ino)-2-
rnethyl-prop
ionic acid,
3-({112-(4-F
luord-phenox
y)-ethoxyl-n
aphthalene-2
-carbonyl}.6
mino)-tedrah
idro-furan-
-
3-carboxylic
acid and/or
a
pharmaceutic
ally
acceptable
sat( and/or
a prodmg
thereof. -25
Particular
preference
is given to
the
following
compounds of
the formula
I, selected
from the
group
consisting
of:
2-((92-(4-Fl
uoro-phenoxy
)-ethoxyknap
htha1ene-2-c
arbony1)-ami
no)-2-phenyl
-butyric
acid, 30
1-D-(2-Pheno
xy-ethoxy)-n
aphlhalene-2
-carbonyl],a
mino):cyclop
ent-3-enecar
boxylic
acid,  WO
20010000469P
CT.tP2007/41
1176 57
2,4-Dimethy1
-24[1-(2-phe
noxy-ethoxy)
-naphthalene
-2-carbony1}
-amino1-pent
anoic 



add,
24J4-Fluora-
1-(2-phenoxy
-e1hoxy)-nap
hthalene-2-c
arbonylEamin
o)-2-melhyl-
buhfric add,
5
14[1-(2-Pher
tm-elhoxyyna
phthalene-2-
carbonyl]-am
ino)-indan-l
-carboxylic
acid.
1-([1-(2-Cyc
icihexyketho
xy)-4-fluoro
-naphthalene
-2-carbanyll
-amino)-
cycbpentanec
arboxylic
add,
1-ff4-Fluoro
-1-[2-(4-flu
oro-phenoxy)
-ethoxy}naph
thalene-2-ca
rbonyli-amin
o)-
cycloperdane
carboxylic
acid, 10
1+1-Fluaro-1
-(3-phenoxy-
Prapoxy)-nap
hthalene-2-c
arboaA-amino
)-
cyclopentane
carboxylic
acid,
1-{p-Fluoro-
1-(2-PhanaxY
-ethary)-nap
hthalene-2-c
arbonylFamin
ol-
cyclopentane
carboxylic
acid,
1-[(4-Eluom-
1-phenethylo
xy-naphthale
ne-2-carbony
l)-amincl-cy
dopentanacar
baxylic 15
add,
1.1[4-Fluoro
-143-phenyl-
propoxy)-nap
hthalena-2-c
arbonyn-amin
o)-
cyclopentane
carboxylic
acid,
24{112-(4-Fl
uoro-phenoxy
)-ethozyknap
hthalene-2-c
arbonyn-amin
o)-2-methyl:
3-
Phenyl-propi
onic acid,
20
2-a1-(2-Cycb
hexyl.thoxy)
-naphthalene
-2-carbanyla
mino.)-2-eth
yl-hexanaic
acid,
24[1-(3-Cycl
ohexy4-propa
xy)-naphilia
le.ne-2-carb
onyg-amino}-
2-ethyl-hexa
noic acid,-
2-E.thy1-24[
143-phenykpr
opoxy)-napht
halene-2-car
bonylkaminal
-hexanoic
add,
2{(14244-Chl
oro-phenary)
-ethoxyl-nap
hthalene-2-c
arbony1)-ami
no)-2-ediy1-
hexancic.
add, 25
2-Ethy1-2-0-
(2-phenory-e
thoxyynaph1h
alene-2-carb
onA-aminoyhe
xanoic
acid,.
2-Ethy1-2-([
142-(4-fluor
o-phenoxy)-e
thoxy}naphth
alene-2-carb
onyg-amino)-
hexanoic
add,
1-({4-Chloro
-142-(4-fluo
ro-pheny1)-e
thoxy}naphth
alene-2-carb
onya-amino)-
cyclobutanec
arbwrylic
acid, 30
144-Chloro-1
12-cydohexyl
-athoxy)-nap
hthalene-2-c
arbonylbamin
o).-
cyclobutanec
arboxylic
add,  



WO
200ahioD409P
C15,200/0055
76 58
1-1(4-Chloro
-1-phenethyl
oxy-naphthal
ene-2-carbon
y5-aminol-cy
clobutanecar
boxylic
acid,
1-([4-Chbro-
1-(3-phenyl-
propoxy)-nap
hlhalene-2-c
arbonyll-ami
no}
cyclobutanec
arbaxylic
acid, 5
11[4-Chlona-
1-(2-phenoxy
-ethona-naph
thalene-2-ca
rbonyl)-amin
ol-
cyclobutanec
arboxylic
add,
1-(0-Chloro-
112-(4-fluor
o-phenoxy)-e
thoxyl-napal
halone-2-car
bonyli-amino
)-
cyclubutanec
arboxylic
acid,
1-({142-(4-F
luoro-pheny5
-ethOxybnaph
thalene-2-ca
rbony1)-amin
o)- 10
cyclObutanee
arboxylic
acid,
1411-(2-Cycl
ohexyl-ethox
Y)-naphthale
ne-2-carbony
l)-amino)-cy
ciobutanecar
boxylic
acid,
1-({112-(4-C
hlorc-phenyp
-ethoxyl-nap
hthalene-2-c
arbony0-amin
o)- -
cydobutaneca
rbaxylic
add, 15
11(1-Pheneth
yldry-naphit
ialene-2-car
bony5-amino]
-cydobutanec
arborylic
add,
1-([1-(3-Phe
ny1-prOpoxy)
-naphitialen
ecarbonSii5a
Min0)-CYCIO5
U1an.eCar5OX
ylic acid,
1-([142-(4-C
hloro-phenox
y)-elhoxyl-n
aphthalene-2
-carbonA-ami
no)-
cyclabutanec
arboarlic
acid,
1-{11-(2-Phe
noxy-e1hoxy)
-naphtlialen
e-2-carbonyl
kamino)-cycl
obutanedarbo
xylic acid,
20
1-({1-r2-51-
Fluorp,pheno
xY)-e1haxy]:
naphthalene-
2-carbonyTha
mino)-
cyclobutanac
arboxylic
add,.
24[4-Fluoro-
142-thiophen
-2-yi-ethoxy
ynaphthalene
-2-carbanyl}
amino)-2-mat
h propionic
acid,
24[4-Fluora-
141-methyl-3
-phenyl-prop
oxyynaphthal
ene-2-aarbon
yly-amina)-2
-inathyl- 25
prapionic
add,.
2-((4-Fluoro
-142-(4-fluo
ra-phenoxy)-
ethoxyj-naph
thalene-2-ca
rbonylliarni
no)-2-melhyl
:- propionic
add,
2-([4-Fluoro
-1-(3-phenor
y-propccry)-
naphthalene-
2-carbonyli-
amino)-2-met
hyl-butyric
acid, 



30
2-(14-Fluoro
-112-(4-fluo
ro-phany0-et
hoxy}naphtha
lene-2-carbo
nya-amino)-2
-malhylpropi
anic acid,
WO
20M/00040PCD
EP2007/00557
6 59
2-P-Fluoro-1
-(3-phenyl-p
roPoxy)-naph
thalene-2-ca
rbony1)-amin
o}-2-methyl-
ProPionic
acid,
2-0,-Fluara-
1-(3-ahenoxy
-pnvonr)-naP
hthalene-2-c
arbonylf-ami
no]-2-methld
- Propionic
acid, 5
24(4-Fluorc-
1-phenethylo
xy-naph1hale
ne-2-carbony
1)-amino]-2-
methyl-ProPi
on10 acid,
2-0-Fluora-1
12-phenoxy-e
lhoxy)-naPht
halene-2-car
bonyll-arnin
o1-2-methy1-
pr0Pi0nic
acid,
2-([1-(2-Cyc
lohexyl-etho
xy)-naphthal
ene-2-carbon
Smino]-2-met
hyl-Propiani
c acid,
2-(11-[3-(4-
Chloro-pheny
1)-propoxy]-
naphthalene-
2-carbonyli-
amino)-2-met
hyl- .
10propionic
acid,
1-0-((R)-1-M
ethyl-3-phon
y1-propoxy)-
naphthalene-
2-carbony11-
amino}-
cyclopentane
carboxylic
add,
1-fjl-((S)-1
-Methyl-3-ph
enyl-proPoxy
)-naphthalen
e-2-carbonyq
-amino]-
cyclopentane
carboxylic
add, 15
(R)-2-Methy1
-24[1-(2-ahe
no)ry-elhoxy
)-naPh-thale
ne-2-carbomt
aminobutydc
acid,
(S)-2-Meth.y
1-2-{J1-(2-p
henoxy-ethox
y)-naphthale
ne-2-carbony
li-amino}-bu
tyric acid,
2-({112-(5-C
idoro-pyridi
n-3-yloxy)-e
thoxyl-napht
halene-2-car
bony1)-amino
)-2-methylpr
opianic
add.,
2-({4-Chloro
-1-(2-(4-flu
oro-phenoxy)
-ethon]-naPh
thalene-2-ca
rbony1)-amin
o)-2- 20
methyl-Dila
acid,
2-({4-Chlor0
-142-(4-fluo
ra-phencory)
-ethozsd-naP
hthalene-2-c
arbonyij-ami
no)-2-
inethyl-prOp
ionic acid,
2-(1142-(3-C
hloro-4-fluo
ro-phenox0-e
thoxy1-napht
halene-2-car
bonyli-amino
1-2-
methyl-propi
onic acid,
25
2-(f4-Brorno
-1-(2-phenox
y-ethOxy)-na
phthatene-2-
carbonylFain
ino)-2-methy
l-ProPionic
acid.
2-({142-(4-F
luoro-3-tifl
uoromethyl-p
henoxy)-etho
M-RaPhthalen
e-2-carbonyl
)-amino)-
2-methyl-pro
pionic add,
2-U142-4Brom
o-phenoxy)-e
thaxyl-napht
halene-2-car
bonyl}aminc)
-2-methyl-
30 propbnic
add,
-2-([11214-F
luoro-phenox
y)-ethoxyi-n
aphthalene-2
-carbonylkam
ino)-2-rneth
y!-bulyric
acid,-  



60 '
2-(14-13romo
-112-(4-fluo
ro-phonoxy)-
ethoxyl-naPh
thalene-2-ca
rbonya-amino
)-2-
methyl-propi
onic acid,
2-Methyl-2-(
i1-((S)-1-me
thy,-2-pheno
xy-ethoxy)-n
aphthaIene-2
-carbonyI]-a
mmo}-
propionic
acid, 5
2-Me.thy1-2-
al-(0i)-1-me
thy1-2-Phenc
xy-ethoxy)-n
aPhthabne-2-
carbonyq-ami
no)-
propionic
acid,
2-a112-(2-Is
opropyl-phen
oxy)-ethoxyl
-naphthalene
-2-carbony0-
amino)-2-met
hylproplonic
acid,
2-Metty1-241
-(2-m-tolylo
xy-ethox0-na
phthalene-2-
carhonylFami
no)-propioni
c acid, 10
2-({14243-Me
thozy-phenox
y)-ethoxfrna
phthalene-2-
carbonyrj-am
ino)-2-methy
lpropionic
acid,
24{1{243,5-D
ichloro-p
henoxy)-ethd
ry3-naphthal
ene-2-carb
ony1)-a
mino)-2-m
ethylpropion
ic acid,
24{1-(2-(2,6
-Dichloro-p
heno*/)-otho
xy}nap htha
lane-2-Carb0
nylj-a
mino)-2-m
ethyl- 15
propionic
add,
2-fft-12-(3-
Chlom-5-fluo
ro-Phenory)-
ethow,d-naPh
thalene-2-ca
rbony1)-amin
o)-2- .
methyl-propi
onic acid, -
2-(042-(3,4-
Dichloro-phe
noxy)-ethond
-naPhthalene
-2-carbonyl)
-amino)-2-me
thylpropioni
c add, -  20
2-([1421(Ind
an-5-yloxy)-
ethoxyl-naph
thalene-2-ca
rbonstamino)
-2-mathyl-Pr
opionic
acid,
2-(f112-(2,4
-Dimethyl-ph
enow)-ethoxy
l-nPhthalene
-2-carbony0-
amino)-2-met
hylpropionic
add,
2-([142-(2,3
-Dimethyl-ph
enoxy)-ethox
y}naphthalen
e-2-cathonyl
l-amino)-2-m
ethyl-
25propionic
acid,.
2-(01243-Iso
propykphenox
y)-ethoxyyna
Phtha4ene-2-
carbonyl)-am
ino)-2-methy
l: propionic
acid,
2-(1112-(2-C
hloro-phenox
y)-athoxy}na
Phthalene-2-
carbonya-ami
no)-2-methyl
- propionic
acid, 30
2-([112-(3-C
hloro-phenox
y)-ethozsg-n
aPhtbalene-2
-carbonyll-a
mino)-2-meth
- ' propiork
add,  WO
2lxJa/01xJ41
y1PCT1EflJO7
1005576 61 



2-((1-12-(2-
Chloro-441uo
ro-phenoxy)-
ethoxyl-naph
ihalene-2-ca
rbanyl}-amin
a)-2-
methykpropio
nic acid,
2{(1-12-(3,4
-Difluoro-ph
enoxy)-ethoz
yi-naphthalc
ne-2-carbony
l)-aminc)-2-
methylpropio
nic acid, 5
21{142-(3-Fl
uoro-phenoxy
)ethoxy}naph
thalene-2-ca
rbony1)-amin
o)-2-methyl-
propiaric
ackl, 24(1
-[2-(2-Metho
xy-phenoxy)-
ethm]-naphth
alene-2-carb
onyI)-arnino
)-2-methyl-
prapionic
acid,
2-Methy1-241
43-pheoyl-pr
op-2-ynylory
knaphthalene
-2-carbonya-
aminol-propi
onic 10 add,
2.
({113-(4-Chl
oro-phenyl)
prop 2
ynyloxyl-nap
hthalerte-2-
carbonyffram
ino)-2-rneth
ylpropionic
acid.
2,3-Ditnethy
1-2-([142-ph
enoxy-elhoxy
)-naphthalen
e-2-carbonyl
hamino)-buty
ric acid,
1-al
-(1-Methy1-3
-phenyl-prop
oxy)-naphtba
lene-2-carbo
nylkamino)-
15
cyclopentane
carboxylic
add,
f-g42-(4-Flu
aro-PhenoxY)
-elhaxY}naph
thalene-2-ca
rbanyl}amino
)-
cyclopenlane
carboxylic
acid,
2,3-Dimethy1
-2-Q1-(1-met
tly1-3-pheny
l-propoxy)-n
aphthalene-2
-carbonyll-a
mino)-
butyric
acid, 20
2-({11244-Ch
loto-phenaxy
)-ethoxy1-na
phthalene-2-
darbonyl}ami
no)-2,3-dini
ethyl-
butyric
acid,
2-([112-(4-F
luoro-phenax
y)-ethoxyj-n
aphthalene-2
-carbony1)-a
mino)-2,3-di
mathyl-
butyric
acid,
-2-Mathy1-2-
0-(1-metbyl-
2-phenoxy-at
hcay)-naphth
alene-2-carb
onylpaminobp
ropionic
25acid,
2-MethY1-241
-(5-Ptleayl-
penty1)-naPh
thaleno-2-ca
rbonylLamina
)-propianic
acid,
.2-Methyl-24
[1-(5-phanyl
-pent-1-ynyt
)-naphthaten
e-2-carbanyl
}amino1-prop
ionic acid,
2-Methyl-241
-(3-phenyl-b
utoxy)-napht
h6lene.2.-ca
rbonyg-amino
)-propionic
add,
2-(114214-Ch
loro-phenoxy
)-ethaxyl-na
phthalene-2-
carbanyl-ami
no)-2-methyl
-butyric 30
add,
2-({1{2-(4-C
hloro-pherto
xy)-ethoxy]-
naphthaIene-
2-carbony0-a
rnino)-2-met
hyl- -
propionic
acid, 



WO
20081000409P
CIIKE2OU7.1?
576 62
2-(0-(2-(2,4
-Dichloro-ph
enyl)-ethoxy
)-naphthalen
e-2-carborly
1)-amino)-2-
methyl-
propionic
acid,
2-Mothy1-241
-(3-phenory-
prop-1-Yny1)
-naphthalene
-2-carbonylk
amino)-ProPi
onic add, 5
2.{{142-(4-G
hbro-pheny1)
-ethoxy}naph
thalene-2-ca
rbony1)-amin
o)-2-methyl-
ProPionic
acid,
2-Mathy1-2-(
[1-(2-p-toly
kethozy)-nap
hthalene-2-c
arbonyll-arn
ino)-proPion
ic acid,
2-al-(2-Benz
yloxy-ethazy
)-naphthalen
e-2-carbonyl
Famino)-2-nr
ethyl-propio
nic acid,
2-Methy1-2-(
0-(2-phenoxy
-ethoxy)-naP
hthalene,2-c
arbonyll-ami
no}butyric
acid, 10
butyric
acid,acid,
2-0-Chloro-3
-(2-pherroxy
-ethoxy)-ben
zo[b]thioPhe
ne-2-carbany
n-amino)-2-m
ethylpropion
ic acid,
2-({112-(3,5
-Difluoro-ph
enoxy)-ethox
yl-naPhthale
ne-2-carbony
ll-amino)-2-
methyl-
15propionic
acid,
T-IVIethyl-2
-([1-((E)-4-
pherryl-but-
11Ernyl)-nap
hthalene-2-c
arbonyll-arn
inol-Propion
ic acid,
2-Methyl-24[
1-(4-phenyl-
botyl)-napht
halene-2-car
bonylkaminoi
-proplonic
acid, 24(1
42-(4-Fluora
-phenoxy)-et
hozA-naPhtha
lene-2-carbo
nylyamino)-2
-mothyl- 20.
propionic
acid,
2-Methy1-211
-(1-mathyl-3
-phenyl-prop
oxy.)-naphta
lene-2-carbo
nya-amincl-b
ulyric acid,
2-Methy1-2-(
[1-0-phanyl-
but-l-pyl)-n
aphthalene-2
-carboflamin
o)-PrOPionic
add,
2-Methy1-2-{
(3-(2-phencx
y-ellioxy)-b
enzoMthioPhe
ne-2-carbony
ll-amino}-bu
tyric add,
25
2.,Methyl-2-
([3-(2-pheno
xy-ethoxy)-b
enzo[b]thioP
hene-2-carbo
nyli-aminol-
ProPionic
acid,
24(4-Bromo-l
-phenethylox
y-naphthalan
e-2-carbony1
)-aminol-2-m
elhyl-ProPio
nic acid,
24/4-Broma-1
-(1-methyl-3
-phanyl-prop
oxy)-naPhiha
lene-2-carbo
nyll-aminol-
2-methylprop
ionic acid, 



30
2-Methy1-2-(
{11243-trif1
uoromethyl-p
heny1)-ethox
yl-naphthale
ne-2-darb0ny
1)-amino)-
propionic
acid,  WO
2008/4100409
PCl/EPE007/1
111 63
21{14244-Flu
oro-phany1)-
ethoxy1-naPh
thalene-2-ca
rbony1)-amin
o)-2-methyl-
propianic
acid,
2-({14243-Br
omo-pheny1)-
ethoxyl-naph
thalene-2-ca
rbony1)-amin
o)-2-methyl-
propionic
acid, 5
2-Mathy1-2-0
-(2-phenoxy-
ethoxyynaPht
halene-2-car
bonya-amino)
-ProPionic
acid,
2-Methy1-2-(
114(S)-1-met
hy1-3-phenyl
-prop0xy)-na
phthalene-2-
carbonyll-am
ino}
propionic
acid.
2-Methyl-24{
l-(3-pheny-p
ropoxy)-naph
thalenc-2-ca
rbonyg-amino
)-Proraionic
acid,
2-Methyl-2-1
11-OR)-1-met
hyl-3-phentp
ropoxy)-naph
thalene-2-ca
rbonyl1-amin
o)-
10propionic
acid,
2-1Aethyl-2-
[(1-phenetly
loxy-naphtha
lene-2-carbo
ny1)-arninol
-ProPionic
acid, or
2-Methy1-24[
1-(1-methy17
3-phenyl-pro
pm)-naphthal
ene-2-carbon
A-a111in0l-P
roPionic
acid,
2-({4-Fluoro
-112-(3-fluo
re-Pheny0-et
hond-naPhtha
lene-2-carbo
ny11-amino)-
2-methyl-
15propionic
acid,
-244=F1u10i3
-1-(4-phenYl
-butmry)-nap
h1halene-2-c
arbonylkamin
o)-2-methyl-
proPionic
acid,
2-((4-Flooro
-112-(2-fluo
ro-phenoxy)-
ethand-naPht
halene-2-car
bonaarnino)-
2-methylprop
ionic acid,
20
24(112-(4-Ch
loro-phenyl)
-ethoxy]-,,,
fluoropaphth
alene-2-oart
onyli-amino)
-2-methylpro
pionic acid,
2{(4-Fluoro-
1-13-(2-fluo
ro-phenoxy)-
proparknapht
halene-2-cai
bony1)-amino
)-2-
methyl-propi
onic acid,
2-({4-Flooro
-143-(41luor
o-phenoxy)-p
ropoxyl-naPh
thalene-2-ca
rbony1)-amin
o)-2- .
25methyl-pro
pionic
acid,.
2({4-fluoro-
142-(naphtha
len-2-ybxy)-
ethoxyl-naPh
thalene-2-ca
rbony1)-arni
no)-2-
methyl-propi
onic acid, '
2-(042,2-Dif
luaro-2-(4-f
luoro-pheno)
y)-ethorfrna
Phthalene-2-
carbonylLami
no)-2- . 



methyl-propi
onic acid,
30
3-({142-(4-F
luoro-phenox
y)-ethoxyl-n
aPhthalene-2
-carbony1}-a
mino)-tetrah
ydro-furan3-
catioxylic
acid and/or
a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof.  WO
20051050409F
CTLEP200200W
7f 64 The
compounds of
the formula
I can be
present in
the form of
their salts.
An overview
of
pharmaceutba
lly employed
salts can be
found in the
'Handbook of
Pharmaceutic
al Salts,
edited by P.
Heinrich
Stahl,
Camille G.
Wemiuth,
Vedag
Helvetica
Chimica Ada,
Switzerland,
2002.
Suitable
base
addition
salts are
salts of all
pharmacologi
cally
5acceptable
bases, for
example
alkali
metal, earth
alkali metal
or metal
salts,
preferably
sodium,
potassium,
magnesium,
calcium or
zink salts,
or as
ammonium
salts, for
example as-
salts with
ammonia or
organic
amines or
amino acids,
preferably
as salts -
formed vbth
ammonia,
arginine,
benethamine,
benzathine,
choline,
deanol,
diethanolami
ne,
diethybrbine
,
2-(diethylar
nino)-ethano
l,
ethanolamine
,
ethylendiami
ne, 10
N-methyl-glu
camine,
hydrabamine,
1H-imidazole
, lysine,
4-(2-hydroxy
ethyl)-
morpholine,
piperazine,
1-(2-hydroxy
ethyl)-pyrro
lidine,
hiethanolami
ne or
trometbamine
: If the
compounds
contains
basic group,
they are
capable of
forming
salts vvith
acid, for
trample
halides, in
particular
hydrochlorid
es,
hydrobromide
s, lactates,
sulfates,
citrates,
tartrates,
acetates,
phosphates,
methylsulfon
ates, . 15
benzenesulfo
nates,
p-toluenesul
fonates,
adipinates,
fumarates,
gluconates,
glutamates,
glycerolphos
phat,
maleates.
benzoatea,
oxalates and
pamoates.
This group
also
corresponds
to the
physiologica
lly
acceptable
anions; but
also
tifluoroacet
ates. They
can also be
present as
zwitterbns.
20if the
compounds of
the present
disclosice
contain nne
or more
centers of
caylaucelrY,
- these may
independentl
y of one
another have
the S and
the R
configuratio
n. Thus, the
compourids
may be in
the fern of
optical
isomers, of
diastereomer
s, of
racemates or
of mixtures
thereof ln
any ratio.
,25Thu
compounds of
the formula
I accordinu
so ste
disclosure
can contain
mobile
hydrogen
atoms, that
is be
present in
various is
utoincric
gorms. if he
present
disclosure
relates to
all the
tautomers of
the
compounds of
the formula
I. Time
present
disclosure
furthormoic
encompasses
derivatives
of compounds
of We
30formula I,
for example
sohrates,
such as
hydrates and
adducts with
alcohols,
esters,
prodrugs and
other
physiologica
lly
tolerated
derivatives
of compounds
of the
formula I,
and also
active
metabolites
of compounds
of the
formula I.
Further the
compounds of
WO
2008/00009PC
TTEP21107410
0576 65 



Ibrmala I
orthe
present
disclosute
may also
exist ia vat
ionsmorphns
forms, for
example as
amorphous
and
cristalline
polymorphous
forms All
polymorphous
forms brIong
too,, ii are
another
aspect of
Lho
disclosure.
5The
diselusum
relates. in
partieciar,m
prodrags of
the
compound,
attire
formula 1
which are
not
necessarily
pharmacologi
cally active
in vitro but
which are
converted in
vivo, under
physiologica
l
conditions,
into acfive
compounds of
the formula
[for example
by
hydrolysis
in blood.
The skgled
person is
familiar
with
suitable
prodrugs for
the
compounds of
the formula
I, that is
chemically
modified
derivatives
of the 10
compounds of
the formula
1 possessing
properties
which have
been
improved in
a desired
manner.
Further
details with
regard to
prodrugs can
be found,
for example,
in Fleisher
et al.,
Advanced
Drug
Delivery
Reviews 19
(1996)
115-130;
Design of
Prodrugs, H.
Bundgaani,
Ed.,
Elsevier,
1965; or H.
Bundgaard.
Drugs of the
Future 16
(1991)443.
Prodrugs
which are
especially
suitable for
the
compounds of
the formula
I 15 are
ester
prodrugs of
carboxylic
acid groups,
amide
prodrugs of
carboxylic
acid groups
end alcohol
prndrugs of
carboxyfic
acid groups
as well as
acyl prod
rugs and
carbamate
prodrugs of
acylatable
nitrogen-coM
mining
groups such
as amino
groups,
amidino
groups.and-g
uanidino
groups. In
the acyl
prodrugs Of
caFbamate
prodnigs, a
hydrogen
atom which a
located on a
nitrogen
atom is
replaced
with an scyl
group or 20
. carbamate
group.
Examples of
ester prod
rugs and
amide
prodrugs
which maybe
. prepared
from the
carboxylic
acid group
in a
compound of
formula! and
which. may
be mentioned
are
(C1-C4)-allc
yl esters
such as
methyl
esters,
ethyl
esters,
n-propyl '
esters,
isopropyl
esters,
n-butyl
esters and
isobulyl
esters,
substituted
alkA esters
such as
hydroxy-akyl
esters,
acyloxyalkyl
esters,
amincakyl
esters,
acylaminealk
yl 25 esters
and
dialkylaminb
alkyl
esters,
unsubstitute
demides and
N-(01.C4)-al
kylamides, -
such as
methylamides
or
ethylamides.
For example
the methyl
and ethyl
esters of
the
compounds
listed above
are
included.
Alkyl
radicals are
linear, ie.
a
straight-cha
in, or
branched
hydrocarbons
, which,
where
30indicated,
contains
specified
number of
carbon
atoms, e.g.
1, 2, 3 or 4
atoms, 1, 2,
3, 4, 5 or 6
atoms or
1,2, 3 , 4,
5, 6, 7 or 5
atoms. This
also applies
it they
carry
substituents
or occur as
substrtuents
of other
radicals,
for example
in alkoxy.
arylalkyl,
WO2poOmmoyPc
r/EPioe7ntfl
rs,6 86
hethroaryblk
yl,
fluoroalkyl
or -S-alkyl
radicals.
Examples of
alkyl
radicals are
methyl,
ethyl,
n-propyl,
isopropyl (=
1-methylethy
l), n-butyl,
isobutyl
2-methylprop
yl),
sec-butyl (=
1-methylprop
yl).
ted-butyl (=
1,1-dimethyl
ethyp,
pantyl or
here/I.
Preferred
alkyl
radicals are
methyl,
ethyl,
n-propyl,
isopropyl,
terl-butyl
and
isobutyl.
Where
indicated 5
one or more,
for example
1, 2, 3, 4,
5, 6, 7, 8,
9. 10, 11,
12 or 13,
hydrogen
atoms in
alkyl
radicals may
be replaced
by fluorine
atoms to
form
fluoroalkyl
radicals.
Examples of
such
radicals are
difluorometh
yl,
trifluoromet
hyl,
pentafiuoroe
thyl, 2,2,2-
trifluorceth
yl;
3.3,3-trinuo
ropropyb
3,3,34rifluo
robutyl or
4.4.4-triflu
orbutyl. 10
Cycloalkyl
radicals are
hydrocarbon
rings,
which, where
indicated,
contain a
specified
number of
carbon
atoms, for
example 3,
4, 5 or 6
carbon atoms
or 3, 4, 5,
6, 7 or 8
carbon
atoms.
Examples of
cycloalkyl
groups are
cyclopropyl,
cyclobutyl,
cyclopentyl,
cyclohexyl,
cycloheptyl
or
cyclooctyl.
Cycloalkyl
radicals may
be
unsubstitute
d or be
substituted
one or more
times, for
example
once, twice
or three
times, by
identicaf or
.
15different
specified
radicals in
identical or
different
positions.
Cycloalkyl
radicals can
be saturated
or part*
unsaturated
(contain
double
bonds). For
example a
cyoloalkyl
radical may
contain
zero, one or
Iwo double
bonds. This
also applies
if they
carry
subStituents
or occur as
substituents
of other
radicals,
for example
in the
radical
cycloalkylal
kyl. Where
indicated, a
cycloalky
radical may
be condensed
to a
cycloalkyl.
20 aryl,
beterocycly1
or
heteroaryl
radical.
Where for a
cycloalkylal
kyl or
cycloalkylal
koxy radical
the number
of carbon
atoms has
been given,
this is the
sum of the
number of
the carbon
atoms in the
cycloalkyl
and in the
alkyl or
alkoxy
radical,
respectively
. -
Heterccyclyl
radicals or
heterocycle
radicals are
hydrocarbon
ring
compounds,
which . 25
where
indicated,
contain a
specified
number of
carbon
atom's. -for
example 3,
4, 5, 6, 7 -



or 8 atoms
or 5, 6, 7
or 13 atoms,
respectively
. In which
one or more
ring atoms
are replaced
by oxygen
atoms,
suffur atoms
or nitrogen
atoms, e.g.
1,2 or 3
nitrogen
atoms, 1 or
2 oxygen
atoms, 1 or
2 sulfur
atoms or a
combination
of various
heteroatoms.
Heterocyclyl
radicals can
be saturated
or partly
unsaturated
(contain 30
double
bonds). For
example a
heterocyclyl
radical may
contain
zero, one or
two double
bonds.  WO
3a5/00009eCT
/FP2007/0557
6 87 The
heterocyclyl
radicals may
be attached
at all
positions,
for example
at the 1
position, 2
position, 3
position, 4
position, 5
position, 6
position, 7
position or
8 position.
Heterocycle
radicals may
be
unsubstilute
d or be
substituted
one or more
times, for
example
once, twice
or three
times, by
identical or
different
specified
radicals in
5 identical
or different
positions.
Substitution
s can occur
on free
carbon atoms
or on
nitrogen
atoms.
Examples of
heterocycles
are arane,
aziridine,
tetrahydrofu
rane,
tetrehydropy
rane,
dioxolane,
for example
1,3-dioxotan
e, dioxane,
for example
1,4- dioxan,
piperidine,
pyrrolidin,
imidazolidin
e.
triazofidine
,
hexahydropyr
imidine,
piperazire,
tevahydropyr
idazine,
triazinane,
for example,
1,3,5-triazi
nane, 1,2,3-
10 Mazinane
or 1,2,
4-triazinane
,
tetrahydroth
ioPhene,
tetrahydroth
iopyrane,
dithiolane,
for example
1,3-dithiola
ne,
dithiane,
thiazolidine
,
oicazolidine
,
oxathiolane,
for example
1,3-oxathiol
ane,
morpholine
or
thiomorphofi
ne. Where
indicated,
the
beterocycly1
radical may
be condensed
to a
cycloalkyl,
heterocychil
or
heteroaryl.
15 The term
"aryl' means
phenyl,2-nap
hthyl and
indenyl. The
aryl radical
may
be-unsubsfit
uted or be
substituted
one or more
times, for
example
once, twice,
three or
four limes,
by identical
or different
specified
radicals. If
an aryl
radical is
substituted,
it
preferably
has one, two
or three
identical or
different
substituents
. This
likewise
appres to
substituted
aryl
radicals in
groups such
as arylalky.
Where 20
indated,
aryl
radicals may
be condensed
to eg, a
cycloalkyl
or
heterocycly1
radical.
iNelerbaryE
radicals are
aromatic 5
or 6
-membered
carbon ring
compounds,
in which one
or more ring
atoms are
replaced by
oxygen
atoms,
sulfur atoms
or nitrogen
atoms, e.g.
1, 2, 3 or 4
nitrogen
atoms. I
oxygen atom,
1 suffur
atom or a
combination
of 25
various
heteroatoms.
The
heteroaryl
radicals may
be attached
by all
positions,
for example
at the 1
position, 2
position, 3
position, 4
position, 5
position or
6 position.
Hetemanils
may be
unsubstikrte
d or
substituted
one or more
times, for
exam* once,
twice, three
or four
times, by
identical or
different
specified
radicals.
This applies
likewise to
beteroaryl
radicals
such as, for
example, in
the radical
hetemarylalk
yl. 30
Examples of
heteroacyls
are Ethyl,
thienyl,
pyrrolyl,
imidazolyl,
PYrazolYI, 



thiazolyl.
isothiezotyt
. pyridyl,
hiazolyl,
oxadiazolyl,
thiadiazolyl
. pyrazinyl,
pyridazinyi
or
tetrazolyl,
in
particular
pyridyl,
thienyl or
imidazolyi.
Pridyi
stands both
for 2, 3-
and
4-pyridyl,
Thienyl
stands both
for 2- and
3-thienyl.
where  WO
2008(0001WPC
T007/0115.57
6 68
indicated, a
heteroaryl
radical may
be condensed
to e.g. a
cycloalkyl
or
heterocyclyl
radical.
When any
variable (e.
g. aM, RI)
occurs more
than one
time in any
constituent,
its 5
definition
on each
occurrence
is
independent
of its
definition
at every
other
occurrence.
Also,
combinations
of
subslituents
and/or
variables
are
permissible
only if such
combinations
result in
stable
compounds.
In the
definition
of R1 and R2
there is the
possibility
that 10 R1
and R2 form,
together
with the
carbon atom
to which
they are
atraurwi, a
3,4-, 5-- or
6- mernbered
carbon ring,
wherein one
carbon atom,
which is not
adjacent to
the carbon
atom, to
which RI and
R2 are
attached,
can be
replaced by
-0- , -NR57-
or -S(0)w- ,
and in which
the formed
ring can be
saturated or
partially
unsaturated,
and in which
the formed
ring can
optionally
be condensed
to phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
haying 3, 4,
5, 6 .7 or 8
carbon atoms
or
heterocyc.ty
l having 3,
4, 5, 6, 7
or 8 atoms,
wherein the
forrned ring
and the
condensed
phenyl,
heteroaryl,
cycloalkyl
or
heterocycly1
radical can
be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or - 205
radicals
selected
from the
group
consisting
of F, Cl,
Br, I, CN,
NO2, ,SCF5,
SFs or alkyl
haying 1, 2,
3 or 4
carbon
atoms; R57
is hydrogen,
akyl having
1: 2, 3 or 4
carbon atoms
ort(0)R58;
R58is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or phenyl,
25w is 0, 1
or 2.
Examples of
sad rings
formed by R1
and RI and
the carbon
atom, to
which they
are
attached,
are
described in
the
following
text and
structures.
The carbon
atom, to
which RI and
112 are
attached, is
indicated by
an astern
(,) in the
structures.
36 Examples
of saturated
carbon rings
are
cydopropane,
cyclobutane
cydopentane
or
cydohexane.



WO
2008/000109P
C
/1.1'211,17/
11115S,6 69
9 Examples
of carbons
rings formed
by RI and R2
and the
carbon atom,
to which
they are
attached,
which are
partially
unsaturated,
are
cyclopentene
,
cyclohexene
or
cyclohexadie
ne: 5 o o 0
Examples of
saturated
rings formed
by RI and R2
and the
carbon atom,
to which
they are
attached,
wherein a
carbon atom,
which is not
adjacent to
the carbon
atom to
which R1 and
R2 are
attached, is
replaced by
-0- are
oxetane,
tetrahydrefu
rane,
tetrahydropy
rane:
Examples of
saturated
rings formed
by R1 and R2
and the
carbon atom,
to which
they are
attached,
wherein a
carbon atom,
which is not
adjacent to
the carbon
atom to
which 21 and
R2 are
attached, is
replaced by
-S(0)w-,
are, for the
case, that w
is 0,
thietane,
tetrahydro-t
hiophene or
tetrahydro-t
hiopyrane: C
The
correspondin
g mono- or
dioxides
thereof am
also
examples of
saturated
rings formed
by R1 and R2
and the
carbon atom,
to which
they are
attached,
wherein a
carbon atom,
which is not
adjacent to
the carbon
atom to
which R1 and
R2 are
attached, is
replaced by
-S(0)w- (in
cases where
w is 1 or
2),  W 0
2411M100-109
PCTLEP21107/
00567 70
which R1 and
R2 are
attached, is
replaced by
-NR57- are,
for the
case, that
R57 is
hydrogen,
azetidine,
pyrrolidine
or
piperidine:
1,11Fl
IND<?/> 5-
or
6-membered
carbon
rings, which
are formed
by R1 and R2
and the
carbon atom,
5 to which
they are
attached,
and wherein
one carbon
atom, which
is not
adjacent to
the carbon
Mom to which
R1 and R2
are
attached, is
replaced by
-0-, -NR57-
or may be
padially
unsaturated
and can
contain for
example one
double bond
in five
membered
rings or one
or two
double bonds
in six
membered
rings as
exemplified
in the
following
structures
for the
cases, where
for rings
containing
-S(0)w- w is
0 and for 10
rings
containing
NR57 and R57
is hydrogen:



0 The rings
formed by R1
and R2 and
the carbon
atom, to
which they
are
attached,
can be
optionally
condensed to
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
haying 3, 4,
5, 6, 7 or 8
carbon atoms
or
heterocyclyi
having 3, 4.
5, 8, 7 or 8
atoms. 15
The rings
formed by R1
and R2 and
the carbon
atom, to
which they
are
attached,
and the
optionally
condensed
phenyl,
heteroaryl,
cycbalkyl or
heterocycbri
may be be
further
substituted
as
described.
The
heteroatoms
may be at
different
positions in
the ring as
shown for
example in
some of the
structures
above. There
is no double
bond in the
ring formed
by R1 and 20
R2 at the
carbon atom
to which R1
and R2 are
attached in
a compound
of formula
I.  Scheme 1
which
comprises
a) coupling
of an acid
of formula
III with an
amino
compound of
formula IV
loan amide
10 of
formula V,
b) reading a
compound of
formula V
with a
reagent R-U
to an
compound of
formula VI,
0)
converting
an ester of
formula Vito
an acid of
formula la
wherein in
the
compounds of
the formulae
la, Ill, IV,
V and VI 15
X. V1 to Y4,
R1 and R2
are defined
as in
formula I,
R' is alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms. R-U
is A-B1-L or
A-81-0H and
R- is
A-131-,
wherein A is
defined as
in formula I
and -81- is
defined in a
manner so
that -B1-0-
is contained
in the
definition
of B as
given in
formula I;
20U is OH or
L, wherein L
is a leaving
group, which
can undergo
nudeophific
substitution
with an
amine.  WO
2008/000409P
CTSP2007/005
576 72 of
formula V
generally in
the presence
of an
coupling
agent, for
example EDC,
DIC or HAIL
and
optionally
an
additional
base, for
example
triethylamin
e or
11Onig's
base, in an
appropriate
solvent, in
particular
in an
aprotic
polar
solvent such
as, for
example,
DMF. The
reaction
temperature
in this case
is generally
from -30"G
to 2006C, 5
preferably
from -20`C
to 81), more
preferably
from 0C to
20 C. The
reaction
time is
generally
from 15 mm
to 6 days,
'preferably
from 15 min
to 16 h
depending on
the
composition
of the
mixture and
the chosen
temperature
range.
Subsequently
, the
transformati
on of the
compound of
formula V to
the compound
of 



formula VI
can be
achieved by
adding the
reagent R-L
(0=1) in the
presence of
a 10
suitable
base, for
example
potassium or
cesium
carbonate. L
is a leaving
group which
can undergo
nucleophilic
substitution
, for
example Cl,
Br, I or
OTos. The
reaction
temperature
in this case
is generally
from -30"C
to 200`C.
preferably
from 20'C to
150'. The
reaction
time is
generally
from 2 min
to 6 days,
preferably
from 15 min
to 16 6
depending on
the
composition
of the
mixture and
the chosen
temperature
range. 15
Alternativel
y the
reaction of
the compound
of formula V
with R-OH
(U=OH) can
be carried
out under
Mdsunobu
conditions,
in the
presence of,
for example,
triphenylpho
sphine and
diethylazodi
carboxylate
(DEAD) or
diphem1-2-py
ridylphoshin
e and
diisopropyla
zodicarbox)4
ate (MAD).
The reaction
temperature
in this case
is generally
from -30C to
200C,
preferably
from O`C to
80, more
preferably
from IBC 20
to 25 C. The
reaction
time is
generally
from 15 mm
to 6 days,
preferably
from 15 min
tots h.
depending
oaths
composition
of the
mixture and
the chosen
temperature
range. The
cleavage cut
the ester of
formula Vito
the add of
formula Is
in can be
achieved in
a manner
known by the
person
skilled in
the art, for
example by
the use of a
base, like
25 aqueous
sodium
hydroxide or
lithium
hydroxide in
case of
primary or
secondary
alkyl
esters, or
for example
by the use
of an acid,
like
Mfluoroaceti
c acid in
case of
tertiary
alkyl
esters. The
reaction
temperature
in this case
is generally
from -30C to
200C,
preferably
from 0"C to
160C. The
reaction
time is
generally
from 2 rnin
to 6 days,
preferably
from 2 mm to
16 h,
depending
oaths
composition
of the
mixture and
the 30
chosen
temperature
range.
Optionally,
compounds VI
or la in
scheme 1,
which
contain
within R
triple bonds
or
non-aromatic
double
bonds, can
be
(partially)
reduced, so
that triple
bonds are
\O
21108/01.104
09Fel /V1200
/00 73
converted to
double
bonds, or so
that triple
bonds are
converted to
single
bonds, or so
that
non-aromatic
double bonds
are
converted to
single
bonds, or so
that triple
bonds and
non aromatic
double bonds
are
converted to
single
bonds. These
transformati
ons can be
carried out
in analogy
to the
processes
which are
described in
the
literature
and 5 are
known to
those
skilled in
the art, for
example by
(partial)
hydrogenaton
of said
compounds in
the presence
of
homogenous
or
heterogenous
catalysts_
Alternativel
y compounds
of formula I
wherein U is
-C(0)- and
the atom in
B linked to
10 the ring
systcm is
oxygen can
be prepared
as described
in Scheme 2
Scheme 2
which
comprises 15
a) reacting
a compound
of formula
VII with an
reagent R-U
to a
compound of
fomnula \nit
b)
converting
an ester of
formula VIII
to an acid
of formula
IX C)
coupling of
an acid of
formula IX
with an
amino
compound of
formula IV
to an amide
of formula
VI 



20 d)
converting
an ester of
formula VI
loan add of
formula la
wherein in
the
compounds of
the formulae
la, IV, VI,
VII, VIII
and IX  WO
2008/01X14iY
)PCl/EP2007/
0055,6 74 X,
Vito Y4, RI
and 122 are
defined as
in formula!,
R' is alkyl
having 1, 2,
3, 4, 5 or B
carbon
atoms, R" is
alkyl haying
1, 2, 3, 4,
5 or 6
carbon atoms
or aryl, R-Z
is A-B1-L or
A-BI-OH and
ft is A-B1-,
5wherein Ala
defined as
in formula
land -61- is
defined in a
rnanner so
that -81-0-
is contained
in the
definition
of 13 as
given in
formula 1; U
is OH or L,
wherein L is
a leaving
group, which
can undergo
nucleophilic
substitution
with an
amine. 10 1
henrocedure
for
preparing
the
compounds of
the formula!
is initially
a
transformati
on of the
compound of
formula VII
to the
compound of
formula VIII
which can be
achieved by
adding the
reagent R-L
(21=L) in
the presence
of a
suitable
base, for
example
potassium or
cesium
carbonate.
L's a
leaving
group which
can undergo
nucleophilic
substitution
, for
example CI,
Br, t or
OTos. The
reaction
temperature
in this case
15 is
generally
front -30C
to 200C,
preferably
from 20G to
150. The
reaction
time "is
generalty
fibrn 2 mm
fort days,
preferably
from 15 min
to 16 it
depending on
the
composition
of the
mixture and
the Chosen
temperature
range
Alternativel
y, the
reaction of
the compound
of formula
VII with
11-OH (U=OH)
can be
carded out
under
Mitsunobu
conditions,
in the
presence of,
for example,
20
triphenylpho
sphine and
dtelitylazod
icarboxylate
(DEAD) or
dipheny1-2-p
yridylphoshi
ne and
diisopropyla
zodicarboxyl
ate (DIAD).
The reaction
temperature
in this case
is generally
from -30C to
200C,
preferably
from 0C to
80, more
preferably
front 0C to
25 C. The
reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 min
tone ti,
depending on
the
composition
of the
mixture and
the chosen
temperature
25 range.
The
subsequent
cleavage of
the ester of
formula VIII
to the acid
of formula
IX can be
achieved in
a manner
known by the
person
skilled in
the ad, for
example by
the use of a
base, like
aqueous
sodium
hydroxide or
lithium
hydroxide,
for example
in case of
primary or
secondary
alkyl
esters, or
by the use
of an acid,
like
trifluoroace
tic acid,
for 



30 example
in case of
tertiary
alkyl
esters. The
reaction
temperature
in this case
is generally
from -30C to
200C,
preferably
from 0C to
160C. The
reaction
time is
generally
from 2 min
to 6 days,
preferably
from 2 min
10 16 h.  WO
20081000409P
cTtrrxt,5710
0 75 The
resulting
compound of
formula IX
can be
coupled with
the amino
compound of
formula IV
to form the
compound of
formula VI
generally in
the presence
of an
coupling
agent, for
example EDC.
DIG or HATU
and
optionally
an
additional
base, for
example
triethylamin
e or Hunigs
base, in an
appropriate
solvent, in
particular
in an
aprotfc
polar 5
solvents
such as, for
example,
DINF. The
reaction
temperature
in this case
is generally
from -30"C
to 200'C,
preferably
from -20`C
to 80, more
ureteral*
from CdC to
20 C. The
reaction
time R
generally
from 15 mm
to 6 days,
preferab&
from 15 min
to 16 h,
depending on
thc
composition
of the
mixture and
the chosen
temperature
range. The
cleavage of
the ester of
formula VI
to the acid
anomie la in
can be
achieved as
10 mentioned
above, for
example by
the use of a
base, like
aqueous
sodium
hydroxide or
lithium
hydroxide,
for example
in case of
primary or
secondary
alkyl
esters, or
by the use
of an acid,
like
trifluoroace
tie acid,
for example
in rase of
tertiary
alkyl
esters. 'f
he reaction
temperature
in This case
is generally
from -WC to
200t,
preferably
from 0C to
160. The
reaction
Prne is
generally
from 2 mm to
8 days,
preferably
from 2 min
to 15 16 h,
depending on
the
composition
of Me
rhorture and
the chosen
temperature
range.. .
Optionally,
compoonds
la, Vi, VIII
or IX in
Scheme 2,
which
contain
within R
triple bends
or
non-aromatic
double
bonds, can
be
(partially)
reduced, -so
that triple
bonds are
converted to
double
bonds, or so
that triple
bonds are
converted to
single
bonds, or so
that
non-aromatic
double bonds
are
converted to
single
bonds, or so
that triple
20 bonds and
non-aromatic
double bands
are
converted to
single
bonds. These
transformati
ons can be
carried out
in analogy
to the
processes
which are
described in
the
literature
and are
known to
those
skilled in
the art, for
example by
(partial)
hydrogenatio
n of said
compounds in
the presence
of
homogenous
or
heterogenous
catalysts.-
25
Alternativel
y, compounds
of formula I
wherein Z is
-C(0)- and
the atom in
B linked to
the ring
system is
-N(1t19)- or
a carbon
atom can be
prepared as
described in
Scheme 3
which
comprises 5
a) coupling
of an acid
of formula X
with an
amino
compound at
formula IV
to an amide
of formula
XI, or,
alternativel
y, the
conversion
of a
compound of
formula V to
a compound
of formula
XI (if W is
trifiate,
mesylate
oriosylate),
b) reacfing
a compound
of formula
XI with an
reagent R-V
to an
compound of
formula
10XII, 



c)
converting
an ester of
formula Xi i
loan acid of
formula lb
wherein in
the
compounds of
the formulae
lb, IV, V.
X, XI and
XII X Y1 to
Y4, R1 and
R2 are
defined as
in formula
I, 15W is
halogen, for
example I,
Br or CI, or
triflate,
mesylate or
tosylate, Fd
is alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms. R-V
is
A-B2-NR19-1-
1 and R- is
A-B2-NR19-
or R-V
A-B3-CR17=CR
16-H and
ft-is
A-B3-CR17=CR
18- or RV is
A-B3-CR17=CR
16-B(OR12
and R- is
A-B3-CR17=CR
18-  NVO
20118?110041
19PCII1.1000
/01-6576 77
or R-V is
A-B3-C1117=G
R18-Sn(R)3
and R is
A-B3-CR17=CR
18- or R-V
is
A-63-CR17=CR
18.ZnHal and
R- is
A-133-CR17=G
R16- or R V
is
A-64-CaC-1-1
and R- is
A-134-GaG-,
wherein 5A
is defined
as in
formula
-82- is
defined in a
manner so
that
-B2-NR19- is
contained in
the
definition
of R as
given in
formula I,
-83- is
defined in a
manner, so
that
-63-GR17=GR1
8 is
contained in
the
definition
of B as
given in
formula I,
10-84- is
defined in a
manner, so
that
-134-GG- is
contained in
the
definition
of B as
given ill
f01111.11a
817 and 818
are
substituents
at a carbon
atom being
part of a
double bond
as defined
for B in
formula land
R19 is
defined as
in ton-nuts
I,
R" is H or
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, or
alternativel
y both RT
15fortn,
together
with the
oxygen atoms
they are
attached to
and with the
boron . _.
._--- 



atom the
oxygen atoms
arc attached
to, a five,
six or seven
membered
ring, which
can be
unsubstityte
d or
substituted
by 1, 2, 3,
4, 5, 6, 7
or 8 alkyl
groups. R"
is alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, Hat
is halogen,
for example
I, Br or GE
20 The
procedure
for
preparing
the
compounds of
the formula
I is
initially a
coupling of
an amino
compound of
formula IV
with an acid
of formula X
for
preparing
the compound
of formula
XI generally
in the
presence of
a coupling
agent, for
example EDG,
DIG or HATLI
and
optionally
an
additional
base, for
example
triethylamin
e or HOMO
base, 25in
an
appropriate
solvent, in
particular
in an enroll
polar
solvent such
as, for
example,
DMF. The
reaction
temperature
in this case
is generally
from -30C to
200G,
preferably
from -20C to
80*, more
preferably
from 0C to
20 "G. 1 he
reaction
time is
generally
from 15 min
to 8 days,
preferably
from 15 min
to 16 h
depending on
the
composition
of the
mixture and
the chosen
temperature
range. 30
Alternativel
y, a
compound of
formula V
can be
converted
into a
compound of
fommla XI,
in which
)/1/ is
defined as
Inflate,
tosylate or
mesylate, by
reacting it
with an
anhydride or
chloride of
trrfluoromet
hane
sulfonic
acid,
para-toluene
sulfonic
acid or  wo
2001i0151409
PC
fTEP2007100S
576 78
methyl
sulfonic
acid in the
presence of
a suitable
base, for
example
tdethylanne
in an
appropriate
solvent, for
example
dichlorornet
hane. The
reaction
temperature
in this case
is generally
from -80C to
200"G,
preferably
from -20C to
80, more
preferably
from 13C to
20 C. The
reaction
time is
generally
from 15 min
to 6 days,
preferably 5
from 15 mm
to 16 h
depending on
the
composition
of the
mixture and
the chosen
temperature
range.
Subsequently
, the
transformati
on of the
compound of
formula XI
to the
compound of
formula XII
can be
achieved by
reacting
with a
reagentoften
under inert
conditions
and in an
appropriate
solvent, in
the presence
of a
suitable
catalytic
systerb, 10
which can
contain a
palladium
and/or
copper
complex
end/or salt,
for example
Pd2dba3,
Pct(Ph3)4,
Pd(O.Ac)2 or
Cul,
optionally
additional
ligands as,
for example,
phosphine,
amine or
carbene
ligandt, and
optionally
auxiliaries
like amines,
pyrkiine,
quaternary
ammonium
salts, CeF,
Ag2CO3,
Na2CO3,
K2CO3,
Ca2CO3,
NaOlBu,
KOtBu.
Na0Ac, KOAc,
K31.04,
LIFIMDS,
NaHMEIS or
KI1MDS. The
reaction 15
temperature
in this case
is generally
from -30"C
le_25.01e,
preferably
froak0"C
to-2507, -
more
preferably
from 20C to
200 C- The
reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 min
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. The
cleavage of
the ester of
formula XII
to the acid
of formula
lb cari be
achieved in
a 20 manner
!mown by The
person
skilled in
the art, for
example by
the use of a
base, like
aqueous
sodium
hydroxide Or
lithium
hydroxide in
case of
primary Or
secondary
alkyl
esters, or
for example
by the use
of an acid,
like
trifluoroace
tio acid in
case of
tertiary
alkyl
esters. The
reaction
temperature
in this cage
is generally
from -30C to
200C,
preferably
from 0C to
Iscra The
reaction
time is
generally
from 2 min
to 6 days,
25
preferably
from 2 rain
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range.
Optionally,
compounds lb
or XII in
Scheme 3,
which
contain
Athin Ft
triple bonds
or
non-aromatic
double
bonds, can
be
(partially)
reduced, to
that triple
bonds are 



30 converted
to double
bonds, or so
that triple
bonds are
converted to
single
bonds, or so
That
non-aromatic
double bonds
are
converted to
single
bonds, or so
that triple
bonds and
non-aromatic
double bonds
are
converted to
single bonds
These
transformati
ons  WO
2008/1A10411
9PCDIE.P2007
1:105576 79
can be
carded out
in analogy
to the
processes
which are
described in
the
literature
and are
known to
those
skilled in
the art, for
example by
(partial)
hydrogenatio
n of said
compounds in
the presence
of
homogenous
or
heterogenous
catalysts.
5Alternative
ly compounds
of formula I
wherein Z is
-C(0)- and
the atom in
B linked to
the ring
system is
-N(R19)- or
a carbon
atom can be
prepared as
described in
Scheme 4  I
RV YF1'
22)R-Vvi Y3
XIVXV H2N
KR12 017
Scheme 4 10 



which
comprises
a) reacting
a compound
of formula
XIII with a
reagent R-V
to a
compound of
formula XN
b)
converting
an ester of
formula XIV
to an acid
of formula
)(V 15 or,
alternativel
y, reacting
a compound
of formula X
with a
reagent R-V
to a
compound of
formula XV
150
25081005109P
C142201.17M5
5/6 80  c)
coupling of
an acid of
formula XV
with an
amino
compound of
formula IV
to an amide
of formula
XII  d)
converting
an ester of
fommla XII
to an acid
of formula
lb 5 wherein
in the
compounds of
the formulae
lb, IV, X,
XII, XIII,
XIV and XV
X, Y1 to Y4,
R1 and 122
are defined
as in
formula 1, W
is halogen,
for
example!, Br
nr Cl, or
Inflate,
mesylate or
tosylate, R'
is alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, R" is
alkyl having
1, 2, 3, 4,
5 or 6
carbon atoms
or aryl, 10
R-V is
A-B2-NR19-H
and 12- is
A-Bg-NR19-
or R-V
isA-B3-CR176
CR18-H and
R- is
A-B3-CR176-C
R18- or R-V
is
A-E13-CR17=C
R18-B(OR"12
and R- is
A-B3-CR17=CR
18- or R-V
is
A-123-CR172C
Rla-Sn(R"")3
and R is A
B3-CR17=CR18
- or R-V is
A-133-CR172C
R18-ZnHal
and R- is
A-B3-CR172-C
R18- 15 or R
V is
A-134,Cs-C-H
and R- is A
B4-C7C .
wherein A is
defined as
in formula
I, - -B2- is
defined in a
manner so
that
-B2-10R19-
is contained
in the
definition
of B 



as given in
formula I,
20-B3- is
defined in a
manner, so
that
-B3-CR17=CR1
8- is
contained in
the
definition
of B as
given in
formula I,
-B4 is
defined in a
manner, so
that
-64-06-C- is
contained in
the
definition
of B as
given in
formula I,
R17, 1018
are
substiluents
at a carbon
atom being
part of a
double bond
as 25defined
for B in
formula land
R19 is
defined as
in formula
I, R" is H
or alkyl
having 1, 2,
3,4, 5 or 6
carbon
atoms, or
alternativel
y both R"
form,
together
with the
oxygen atoms
they are
attached to
and with the
boron atom
the oxygen
atoms are
attached to,
a five, six
or seven
membered
ring, which
can be
unsubstitute
d or
substituted
by 1, 2, 3,
4, 5, 6, 7
or B alkyl
groups,
30R"' is
alkyl having
1, 2, 3, 4,
Sort  carbon
atoms, Halts
halogen, for
example I,
Br or Cl.
WO
211081011040
9PCT/E.P2111
17,al5576 81
The
procedure
for
preparing
the
compounds of
the formula
I is
initially a
transformati
on of the
compound of
formula XIII
to the
compound of
formula XIV
which can be
achieved by
reacting
with a
reagent R-V,
often under
inert
conditions
and in an
appropriate
solvent, in
the presence
of a
suitable
catalytic
system,
which can
contain a 5
palladium
and/or
copper
complex
and/or salt,
for example
Pdgdbag,
Pd(Ph3)4,
Pd(OAc)2 or
Cul,
optionally
additional
Upends as,
for example,
phosphine,
amine or
carbene
Upends, and
optionally
atodliaries
like amines,
pyridine,
quaternary
ammonium
salts, Car,
Ag2003,
Na2G03,
K2CO3,
Cs2CO3,
NaOtBu,
KOtiflu,
Na0Ao, KOAc,
K3PO4,
LiHMDS,
NaHMDS or
KHMDS. The
reaction
temperature
in this case
10 is
generally
from -30C to
250C,
preferably
Mara 0C to
250, more
preferably
from 20"C to
200 C. The
reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 min
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. The
subsequent
cleavage of
the ester of
formula XIV
to the acid
of formula
XV can be 15
achieved in
a manner
known-by the
person
skilled
in-the art
for example
hymn use of
a base, like
aqueous
sodium
hydroxide or
lithium
hydroxide,
for example
in case of
primary or
secondary
alkyl
esters, or
by the use
of an acid,
like
trifluoroace
tic acid,
for example
ill case of
tertiary
alkyl
esters. The
reaction
temperature
in this case
is generally
from -30C to
200"C,
preferably
from 0C to
160C. The
reaction
tirite 20 is
generally
from 2 min
to 6 days,
preferably
from 2 min
to 16 h. 



Alternativel
y, a
transformati
on of a
compound of
formula X to
the compound
of formula
XV can be
achieved by
reacting
KAth a
reagent R-V,
often under
inert
conditions
and in an
appropriate
solvent, in
the presence
of a
suitable
catalytic
system,
which can
contain a
palladium
and/or
copper
complex
and/Or salt,
for example
Pd2dba3, 25
pd(Ph3)4,
Pd(0A02 or
Cut,
optionally
additional
ligands as,
for example,
phosphine,
amine or
carbene
ligands, and
optionally
auxiliaries
like amines,
pyridine,
quaternary
ammonium
salts, CsF,
Ag2003,
Na2CO3,
K2CO3,
Cs2CO3,
NaOtBu,
KOtBu,
Na0Ac, KOAc,
Ic3PO4,
UHMDS,
NaHMDS or
KHMDS. The
reaction
temperature
in this case
is generally
from -30C to
250T,
preferably
from 0C to
250, more
preferably
from Sc) 20C
10200 C. The
reaction
time is
generally
from 15 mm
to 6 days,
preferably
from  WO
2008/0110411
95CT/EP20117
/005576 82
15 mm to 16
h, depending
on the
composition
of the
mixture and
the chosen
temperature
range. The
resulting
compound of
formula XV
can be
coupled with
the amino
compound of
formula IV
to form the
compound of
formula XII
generally in
the presence
of a
coupling 5
agent, for
example EDG.
DIG or HATU
and
optionally
an
additional
base, for
example
triethylamin
e or Hanle's
base, in an
appropriate
solvent, in
particular
in aprotic
polar
solvents
such as, for
example,
DMF. The
reaction
temperature
in this case
is generally
from -30C to
200T,
preferably
from -20T to
80, more
preferably
from OT to
20 'C. The
reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 rein
to 15 h, 10
depending on
the
composition
of the
mixture and
the chosen
temperature
range_ The
cleavage of
the ester of
formula XII
to the acid
of formula
lb in can be
achieved as
mentioned
above, for
example by
the use of a
base, like
aqueous
sodium
hydroxide or
lithium
hydroxide,
for example
in case of
primary or
secondary
alkyl
esters, or
by the use
of an acid,
like
trifluonnace
tio acid,
for example
in case of
tertiary
alkyl
esters. The
15 reaction
temperature
in this
ca.se is
generally
from -30'C
to 200C.
preferably
from OT to
160. The
reaction
lime is
generally
from 2 min
to 6 days,
preferably
from 2 min
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range.
Optionally,
compounds
lb, XJI, XIV
or XV in
scheme 4,
which
contain
within R
triple 20
bonds or
non-aromatic
double
bonds, can
be
(partially)
reduced, so
that triple
bonds are
converted to
double
bonds, or so
that triple
bonds are
converted to
single
bonds, or so
that
non-aromatic
double bonds
are
converted to
single
bonds, or so
that triple
bonds and
non-aromatic
double bonds
are
converted to
single
bonds. These
transformati
ons can be
carried out
in analogy
to the
proce,ses
which are
described in
25 the
literature
and are
known to
those
skilled in
the art, for
example by
(partial)
hydrogenatio
n of said
compounds in
the presence
of
homogenous
or
heterogenous
catalysts.
4.494 200
0409PCDEF2W7
4105576 83 



Scheme 5
which
comprises 5
a) coupling
of a
sulfonic
acid of
formula XVI
with an
amino
compound of
formula IV
to a
sulfonamide
of formula
XVII,
b)nacting a
compound of
fomiula-XVII
with-a
reagent-R-U
to an
compound of
formula -
XVIII, c)
converting
an ester of
formula XVi
i loan acid
of formula
lc, 10
wherein in
the
compounds of
the formulae
lc, IV, XVI,
XVII and
XVIII X, Y1
to Y4, Si
and 152 are
defined as
in formula
I, R is
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, R-U
is A-81-L
and R- is
A-B1-, 15
wherein A is
defined as
in formula
land -131-
is defined
in a manner
no that
-61-0- is
contained in
the
definition
of B as
given for
formula I; U
is L.
wherein L is
a leaving
group, which
can undergo
nudeophilic
subsIkution
with an
amine. 20
The
procedure
for
preparing
the
compounds of
the formula
lc is
initially a
coupling of
an amino
compound of
formula IV
with a
sulfonic
acid of
formula XVI
for
preparing
the compound
of formula
XVII
generally by
transforming
the sulfonic
acid XVI or
an alkali
salt of the
sulfonic
acid XVI
into a
sulfonic
acid
chloride,
for example
be action of
phsosphorous
pentachloild
e,
optionally
in a
suitable
sovent such
as, for
example,
2008/000?111
9PC7LEP20071
0076 84
chloroform,
and
optionally
in the
presence of
a base, and
by then
reacting the
sulfcmyl
chloride
with an
amino acid
of formula
IV in a
suitable
solvent, for
exmple
dim:me or
THE, and
optionally
in the
presence of
a sortable
base, for
example
N,N-diisopro
pyk ethyl
amine or
N,N-diisepro
pylamine.
The reaction
temperature
in this case
in the first
5 step is
generally
from 0C to
200C,
preferably
from 0C to
100, more
preferably
from 20C to
BO C, and
the reaction
time is
generally
from 15 min
to 16 h ,
preferably
from 15 min
to 61
depending on
the
composition
of the
mixture and
the chosen
temperature
range; the
reaction
temperature
in the
second step
is generally
from -30C to
200C,
preferably-f
rom -20C to
BO, more
preferably
from 0C to
20 C, and 10
the reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 mm
to 1611,
depending on
the
composition
of the
mixture and
the chosen
temperature
range_ 



Subsequently
, the
transformati
on of the
compound of
formula XVII
to the
compound of
formula
XVIII can be
achieved by
adding the
reagent R-L
(1.1=L) in
the presence
of a 15
suitable
base, for
example
potassium or
cesium
carbonate in
a suitable
solvent,
such as.'fOr
example, THE
or DME. L is
a leaving
group which
can undergo
nucleophilic
substitution
, for
example CI,
Sr. I or
OTos. The
reaction
temperature
in this case
is generally
from --301C
to 200C,
preferably
from 20'C to
150. The
reaction
time is
generally
from 2 min
tod days,
preferably
from 15 min
to 16 h,
depending on
the 20
composition
of the
m6ture and
the chosen
temperature
range_ The
cleavage of
the ester of
formula
XVIII to the
ackl of
formula lc
can be
achieved in
a manner
known by the
person
skilled in
the art, for
example by
the use of a
base, like
aqueous
sodium
hydroxide or
lithium
hydroxide in
case of
primary or
secondary
alkyl 25
esters, or
for example
by the use
of an acid,
like
trifluoroace
Ec acid in
case of
tertiary
alkyl
esters. The
reaction
temperature
in this case
is generally
from -301C
to 2001C,
preferably
from 0C to
160C. The
reaction
time is
generally
from 2 min
to 6 days,
preferably
from 2 min
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. 30
WO
2008/0111140
9PCIVEP21107
P005576 85
converted to
double
bonds, or so
that triple
bonds are
convenes] to
single
bonds, or se
that
non-aromatic
double bonds
are
converted to
single
bonds, or so
that triple
bonds and
non-aromatic
double bonds
are
converted to
single
bonds. These
transformati
ons can be
carried out
in analogy
to the
processes
which are
described in
the
literature
and 5 are
known to
those
skilled in
the art, for
example by
(partial)
hydrogenatio
n of said
compounds in
the presence
of
homogenous
or
heterogenous
catalysts.
Alternativel
y compounds
of formula
I, wherein Z
is -5(0)-
and A-B- can
be described
as
R0(CH2)2_30-
. where ft
is A,
wherein A is
phenyl or
heteroaryl,
can be
prepared 10
as described
in Scheme 6
erd0-(Surrsr
.,sgo-(Otrrr
ars 0 Pgo
(CH2)24-L
Y10 Y40
RI 



Scheme 6 15
which
comprises a)
reacting a
compound of
formula VII
with an
reagent
Pg0-(CH2)2_3
4 s to
compound of
formula XJX
WO
201M/000409P
ellEP20117/0
05:376 86 b)
converting
an ester of
formula XIX
to an acid
of formula
XX C)
coupling of
an acid of
formula )0(
with an
amino
compound of
formula IV
to an amide
of formula
)(XI d)
cleaving of
the
hydroxyl-pro
tecting
group of a
compound of
formula XXI
to an
5alcohol of
formula
)(XII el
reacting an
alcohol of
formula
)0(11 with a
reagent R-W
to a
compound of
formula
XXIII 0
converting
an ester of
formula
XXIII to an
acid of
formula Id;
10 wherein
in the
compounds of
the formulae
Id, IV, VII,
XIX, XX,
XXI, XXII
and XXIII X,
Y1 to Y4, R1
and R2 are
defined as
in formula
1, R' is
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, R" is
alkp having
1, 2, 3, 4,
5 or 6
carbon atoms
or aryl,
R-W R-OH and
R is A, for
cases, where
A is phenyl
or
beteroaryl,
which both
can be 15
condensed or
substituted
as described
in formula
I; L is a
Haying
group, which
can undergo
nucleaphilic
substitution
with an
amine. Pg is
a
hydroxyl-pro
tecting
group, which
can be
cleaved in
the presence
of esters
and amides,
and in whose
presence an
ester can be
cleaved, for
example a
silyl
protecting
group, as
tert-butylxi
imethylsilyl
or
triisopropyl
silyl. 20 



The
procedure
for
preparing
the
compounds Of
the formula
I is
initially
the reaction
of a
compound of
formula VII
with a
reagent
RO(C112)2-31
- wherein Pg
is a
hydroxyl-pro
tecting
group, which
can be
cleaved in
the presence
of esters
and amides,
and in whose
presence an
ester can be
cleaved, for
example a
sibyl
protecting
group, as
tert- 25
butyl-dimeth
ylsily1 or
triisopropyl
sityl, and L
is a leaving
group, which
can undergo
nucleophilic
substitution
with an
amine, for
example L
can be Cl,
Br, I or
OTes. The
reaction can
be carried
out In the
presence of
a suitable
base, for
example
potassium or
cesium
carbonate in
a suitable
solvent,
such as, for
example, THE
or UMF. The
reaction
temperature
in this case
is generally
from COC to
250"C,
preferably
from 20C 30
to 150. The
reaction
time is
generally
front 2 mm
to 6 days,
preferably
from 15 min
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range.The
subsequent
cleavage of
the ester of
formula XIX
10 the acid
of formula
)(X  WO
2005r0514119
7/005676 87
can be
achieved in
a manner
known by the
person
skilled in
the art, for
example by
the use of a
base, like
potassium
trimethylsil
anoate, for
example in
case of
primary or
secondary
alkyl
esters, in a
suitable
solvent, for
example
DMI-. The
reaction
temperature
in this case
is generally
from -30C to
150T,
preferably
from Otto 5
100C. The
reaction
time is
generally
from 2 min
to 6 days,
preferably
from 2 mm to
16 h. The
resulting
compound of
formula )(X
can be
coupled with
the amino
compound of
formula IV
to farm the
compound of
fonnub XXI
generally in
the presence
of a
coupling
agent, for
example EDC.
DIC or HATU
and
optionally
an
additional
base, for
example
triethylemin
e or
Fliinig's
base, in an
appropriate
solvent, in
particular
in an 10
aprotic
polar
solvent such
as, for
example,
DMF. The
reaction
temperature
in this case
is generally
from -30T to
200T,
preferably
from -20G to
805, mom
preferably
from OT to
20 T. The
reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 'Din
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. The
subsequent
cleavage of
the
hydroxyl-pro
teding group
of a 15
compound of
formula XXI
to an
alcohol of
formula XXII
can be
achieved in
a manner _
known by the
person
skilled in
the art, for
example in
case of
silyl
protecting
groups as
tert-butyldi
methylsilylo
r
triisopropyl
sily1 by the
use of a
fluoride
source, for
example by
treatment
with
tetrabutylam
monlum
fluoride, in
a suitable
soDent, for
example THF
The reaction
temperature
in this case
is gencralM
from -80G to
150G,
preferably
from 20 -10C
to 50T. The
reaction
time is
generally
from 2 mm to
6 days,
preferably
from 2 min
to 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. The
reaction of
the compound
of formula
XXIII with
R-OH (VVe0H)
to a
compound of
formula
)(XIII can
be carried
out under
Mitsunobu
conditions,
in the
presence of,
for example,
triphenylpho
sphine and
diethylazodi
carboxylate
(DEAD) or 25
dipheny1-2-p
yridylphoshi
ne and
diiscipropyl
azodicarboxy
late (MAD).
The reaction
temperature
in this case
is generally
from -30C to
2000,
preferably
from 0C to
80, 



more
preferably
from DT to
25 "C. The
reaction
time is
generally
from 15 min
to 6 days,
preferably
from 15 min
10 16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. The
cleavage of
the ester Of
formula
XXIII to the
acid of 30
fommla Id
can be
achieved as
mentioned
above, for
example by
the use of a
base, like
aqueous
sodium
hydroxide or
lithium
hydroxide,
for example
in case of
primary or
secondary
alkyl
esters, or
by the use
of an acid,
like
trifluoroace
tic acid,
for example
in  WO
200810(04119
PCS1FT2007/P
-6576 89
case of
tertiary
alkyl
esters. The
reaction
temperature
in this case
is generally
nom -30'C to
200C,
preferably
from Otto
160.t. The
reaction
time is
oenerally
from 2 min
to 6 days,
preferably
from 2 mm to
16 h,
depending on
the
composition
of the
mixture and
the chosen
temperature
range. 5 The
compounds of
formulae la,
lb, lc and
Id are
contained in
the compound
of formula
The starling
compounds of
the formulae
Ill, IV, V.
VII, X. XIII
and XVI are
commercially
10 available
or can be
prepared by
a skilled
artisan
according to
procedures
deathbed in
the
literature.
The walkup
and
optionally
the
pad-ligation
of the
products
and/or
intermediate
s are
effected by
customary
methods such
as
extraction,
chromatograp
hy or
crystallizat
ion 15 and
customary
dryings..
Alternative
processes
for
preparing
the
compounds
are
described in
the examples
and are ales
art of Me
diseloxure.
20
Functional
groups in
the starting
compounds
may be
present in
protected
form onto
the form of
precursors,
and then be
converted
into the
desired
groups in
the
compounds of
the formula
I prepared
by the
process
described
above.
Correspondin
g protective
group
techniques
are known to
the skilled
artisan.
Ills
likewise
possible for
appropriate
functional
groups to be
derivatized
by methods
25 known to
the skilled
artisan.
List of
abbreviation
s:
0-(7-Azalten
zotriazot1-y
q-N,N,Ni,Nut
etramethylur
oninin
Hexaff
uorophospnat
eHATU
30[2-(1H)-be
nzotriazol-1
y1]-1.1.3.3-
tetramethyiu
rorium
telsa-ffuoro
borateTBTU
(dibenzylide
n)acetonedba
2005t110109P
CIO2,2007005
5,6 



89
1-Dimethylar
ninopyrkline
DMAR
Diethylazodi
carbwrylateD
EAD
Diisoppropyl
azadicai
boxylateD:AD
Nbb-Diisopro
pylcarbodlir
nidDIG
51-(3-Dimeth
ylaminoproPy
0-3-ethylcar
b0diimide-ll
ydrochlorKie
EDC
NN-Dirnethyl
formarnideDM
F Electron
spray
ionisation
Positive
modeESI+ or
ES' Electron
spray
ionisation
Negates
modeESL
enantiomeric
excess in
per cent%se
10
Flexamebyldi
silazideHMOS
high
preure/perfo
rmance
liquid
chromatograp
hyHPLC
liquid
chromatograp
hy - mass
spectroscopy
LCMS nuclear
magnetic
resonanceNMR
meta-dboro
perbenzoic
addMCPBA 15
Tetrahydrofu
ranTHE ...
N,N,NNLtetra
methyletbyle
ndiamineTMED
A Retention
timeRI
reversed
phaseRP 20
Another
embodiment
Oahe
iliscloeure
is the use
of a
compound of
(ker.:Enda I
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
rnedicarnent
s or active
ingredients
as for
producing a
medicament
for the
treatment or
prophylaxis
of chemokine
mediated
diseases. 



25The
disclosure
further
relatee to
the use of a
compound
arms formula
I andier a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of a
chernoldne
mediated
disease,
wherein the
chemokine
binds to a
C)(C
receptor.
30A anther
embodiment
suite
clisoloser
iS the use
of a.
command
crabs
fermata
land/or the
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combinaton
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment
WO
20087000409e
tor.1.2.0071
1)1PF6 90 or
prophylaxis
of a
chemokine
mediated
disease,
wherein the
chernekine
binds to a
CXCR2 and/or
CXCR1
receptor, in
particular
to a 0X0R2
receptor.
'She
disclosure
Funky Mame
to the use
of a
compound of
the fermata
I an/Jets 5
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
forms
treatment or
prophylaxis
of
rheumatoid
arthritis,
chronic
obstructive
pulmonary
disease,
adult or
acute
respiratory
distress
syndrome,
asthma,
atherosclero
sis,
myocardial
and renal
ischemiakepe
rfusion
injury,
peripheral
Sub
ischemiakepe
rfusion
injury,
inflammatory
10bowel
diseaSe,
ulcerative
colitis.
Crohn's
disease,
meconium
apriration
syndrome,
atopic
dermatitis,
cystic
fibrosis,
psoriasis,
psoriatiC
arthritis,
multiple
sclerosis,
angiogenesis
,
restenosis,
osteoarthrti
ts,
osteoporosis
, septic
shock,
endotoxio
shock, gram
negative
sepsis,
toxic shook
syndrome,
stroke,
glomerulonep
hritis,
thrombosis,
graft vs.
host
reaction,
allograft
rejections,
transplant
reperYision
injury,
early 15
transplantat
ion
rejection,
acute
inflammation
, alzheimers
disease:
malaria,
respiratory
viruses,
herpes
vinmes,
hepatitis
viruses,
HIV,
Kaptisi's
sarcoma-asso
ciated
viruses,
meningitis,
gingNitis,
herpes
encephalitis
, ONS
vasculitis,
traumatic
brain
injury,
brain
ischemiakepe
rfusion
injury,
migraine,
CNS tumors,
subaraohnoid
hemorrhage,
post
surgical
trauma,
interstitial
pneumonitis,
hypersensiti
vity,
crystal
induced
arthritis,
acute 20and
chronic
panoreatitis
, hepatic
ischimiakepe
rtusion
injury,
acute
alcoholic
hepatitis,
necrotizing
enter000liti
s, chronic
sinusitis,
uveitis,
polymyositis
,
vasculitis,
acne,
gastric and
duodenal
ulcers,
intestinal
ischemiakepe
rfusion
injury,
celiac
disease,
esophagitis,
glcssitis,
Minitis,
airflow
obstruction,
airway
hyperrespons
iveness,
bronchiolits
,
broncitiolit
is
oblitecans,
bronchioliti
s oblfterans
organizing
pneumonia,
bronchiectes
is, 25
chronic
bronchitis,
con
pulmonae,
dyspnea,
emphysema,
hypercapnea,
hyperinflati
on,
hyperoxia-in
duced
inflammation
s,
hypoxemia,
hypoxia,
lung
ischemiakepe
rfusion
injury,
surgarical
lung volume
reduction,
pulmonary
fibrosis,
pulmonary
hypertension
. right
ventricular
hypertrophy,
peritonitis
associated
with
contnuous
ambulatory
pNitonealgra
nulocytic
ehdichiosis,
sarcoidosis,
small airway
disease,
30ventilatio
n-perfusion
mismatching.
wheeze,
colds, gout,
alcoholic
liver
disease,
lupus, burn
therapy,
periodontiti
s, pre-terrn
labor,
cough,
pruritis,
multi-organ
dysfunction,
trauma,
sprains,
contusions,
undesinxihem
atopoielic
stem cell
release,
anglogenic
WO
2005000409PC
TOr/005576 



91 ocular
disease,
ocular
inflammation
,
retinapathy
or
prematurity,
diabetic
retinopathy,
macular
degeneration
with the wet
type
preferred
and corneal
neovasularit
iation,
tumor
angiogenis,
cancer and
metastasis.
5In
particular,
the
disclosure
further
relines to
the use of
ri compound
of the
formula I
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
for produdng
a medicament
for the
treatment or
prophylaxis
of acute and
chronic
inflammatory
diseases
such as
atherosclero
sis,
ischemia/rop
eriusion
injuries,
chronic
obstructive
pulmonary
disease, 10
asthma, and
rheumatoid
arthritis,
ohemokine
(such as,
but not
limited to'
IL.8, GRO
GRO GRO-y,
NAP-2,
ENA-78 or
GCP-2)
mediated
diseases
which
include
adult i
respiratory
distress
syndrome,
inflammatory
bowel
disease,
ulcerative
colitis,
Crohn's
disease,
atop's,
dermatitis,
cystic
fibrosis,
psotiasis,
dermatitis,
multiple
sclerosis,
angiogenesis
,
restenosts,
osteoarthrit
is, septic
shock,
eadotexic
shock, gram
negative 15
sepsis,
toxic shock
syndrome,
stroke,
glemerulon*r
itis,
thrombosis,
graft vs.
host
reaction,
allograft
rejections,
alcheimers
disease,
malaria,
viral
infections,
traumatic
brain
injury,
pulmonary
fibrosis,
and cancer.
A thither
embodiment
of the
present
dig:lupin is
the use of a
compound
erOs
tsana(alJ 20
II HO
wherein Xis
.-CR3=CR4-,
-CR541-,
-N=CR6s,
-NR7- or
-S-; 25R3,
R4, R5 and
R6 are,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I.
allcyl
haying 1, 2,
3, 4. 5 or 6
carbon
atoms, in
which 1,2 3,
4, 5, 5, 7,
8, 9, ID,
11, 12 or 13
hydrogen
atoms may be
substituted
by  92
fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substibAed
by fluorine
atoms,
cycloallrybl
kyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 6, 6,
7, 8, 9. 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylak
oxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6.
7, 8. 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by  fluorine
O atoms, H,
ON, 0002,
NR27R28,
C(0)R29,
....--
C(0)NR3OR31,
S(0)0R32,
S(0)pNR33R34
, aryl,
heterOaryl,
arylallcyl
with alkyl
haying 1, 2,
3 or 4
carbon atoms
or
heteroarylal
kyl with
alkyl having
1, 2, 3 or 4
carbon
stools; 



927 is
hydrogen or
alkyl having
1, 2, 3 or 4
carbon
atoms; 0028
is hydrogen,
allryl
haying 1, 2,
3 or 4
carbon
atoms, aryl,
C(0)H,
C(0)a)ky1
with alkyl
having 1, 2,
3 or 4
carbon atoms
or C(0)aryl;
R29 is
hydrogen,
OH, allryl
with 1, 2, 3
or 4 carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl;
0030, 0031,
0033 and
0034 are,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or aryl;
0032 is OH,
alkyl haying
1, 2, 3 or 4
carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl; o
and p are,
independentl
y of one
another, 1
or 2;  WO
20081000409P
CT/7
07/00S376 93
R7is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R35;
R35 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or aryl; )1,
Y2, 83 and
74 5are,
independentl
y of one
another,
-CR8- or
nitrogen,
with the
proviso that
at least two
of Y1, 72,73
and 74 are
defined as
-CR8-; R8is
hydrogen, F,
CI, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3,
104,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8. 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11. 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1,2 3,
4, 5, 6, 7,
8, 9, 10,
11. 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 5
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
01 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakylalk
oxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2, 



203, 4, 5,
6, 7, 8, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5016
carbon
atorns, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms. OH,
CN, NO2,
NR36R37,
C(0)R38,
C(0)NR39R40,
S(0)1R41, 25
S(0)1NR42643
, aryl,
heteroaryl,
arylalkyl
with alkyl
haying 1, 2,
3 or 4
carbon atoms
or
hoteroarylal
kyl with
alkyl having
1, 2, 3 01-4
carbon
atoms: R36
is hydrogen
or alkyl
haying 1, 2,
3 or 4
carbon
atoms; 30R37
is hydrogen,
akyl haying
1, 2, 3 or 4
carbon
atoms, aryl,
C(0)H.
C(0)211e4
with alkyl
having 1, 2,
3 or 4
carbon atoms
or C(0)aryl;
550
2000100409PC
ITEPLX170.15
.576 94 R38
is hydrogen,
OH, alkyl
with 12,3 or
4 carbon
atoms;
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl;
R39, R40,
1142 and
1143 are,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon atoms
or aryl;
1141 is OH,
alkyl haying
1, 2, 3 or 4
carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl; q
and r are,
independentl
y of one
another, 1
or 2, 10 is
.-0(0)-,
5(0)- or
-8(0)2-; Ais
cydoalkyl
haying 3, 4,
5, 6, 7 or
13 carbon
atoms,
heterocycly1
haying 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
having 5 or
6 atoms;
15in which
the said
cycloalkyl,
heterocydyl,
phenyl or
hotoroaryl
can be _ 



condensed to
a cycloalkyl
radical
having 3, 4,
5, 6 ,7 or
13 atoms, a
heterocyclyI
radical
having 5, 6,
7 or 8
atones, a
phenyl
radical or a
beteroaryl
radical
having 5 or
6 atoms,
and in which
said
cycloallryl,
heterocrlyl,
phenyl or
heteroaryl
and 20the
optionally
condensed
cycloalkyl
radical,
heterocyclyl
radical,
phenyl
radical or
heteroand
radical are
unsubstitute
d or
substituted
by 1, 2, 3.
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I, OH,
ON, NO2,
5F5, alkyl
having 1, 2,
3, 4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, (3, 9,
10, 11, 12
25or 13
hydrogen
atoms may be
substituted
by fluorine
atoms.
cycloalks4
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 'S carbon
atoms, in
which 1, 2,
3, 4, 5. (3,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms 30may
be
substituted
by
fil)Oriflo
atoms,
allcoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13
hydrogen
atoms May be
substituted
by fluorine
atoms,
cycloalkoxy
WO
2008/0)00409
PCFE52107141
45576 95
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4. 5. 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
13.14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms or
-S-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5. 6,
7, 8. 9. 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms; 8is a
linear
linker
consisting
of 3, 4 or 5
carbon
atoms, in
which 1 or 2
carbon
10atoms can
be replaced
by a member
of a
heteroatom
containing
group
consisting
of 0, NR19
or S(0)y and
which linker
may contain
D, 1 or 2
double Cr
triple bonds
between
carbon atoms
within the
linker, with
the
provisos,
that 2 of
said
hetematom
containing
groups are
separated by
at least 2
carbon
atoms, that
hetematom
containing
groups are
not adjacent
to a
double-or
triple bond
15 within
the linker
or to a
non-aromatic
double bond.
which might
be part of
A, that
double or
triple bonds
are not
cumulated,
and that, if
A is
connected to
the linker
via a
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
and in which
linker
saturated
carbon
atoms, which
are not
adjacent to
20
heteroatom
containing
groups,
which are
not adjacent
to double or
triple bonds
within the
linker or
which are
not adjacent
to a
heteruatom,
which might
be part of
A, can,
independentl
y of one
another, be
substituted
by hydrogen,
F, OH, alkyl
hewing 1, 2,
3, 4, 5 or6
carbon
atoms, in
which 1, 2,
3, 4, 5. 6,
7, 3. 9, 10,
11 12 or 13
hydrogen
atoms may be
25substitute
d by
fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2.
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3. 4, 5, 6,
7, 8, 9, 10,
11, 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 30
2, 3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or  



96 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkyl-
alkoxy
having 4, 5,
6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8,  9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; and
in which
linker
saturated
carbon
atoms, which
are adjacent
to
heteroatom
containing
groups,
which are
adjacent to
double or
triple bonds
in the
linker, or
which are
adjacent to
a
heteroatom,
which might
be part of
A, or carbon
atoms being
part of a
double bond,
can,
independentl
y of one
another, be
substituted
by hydrogen,
F, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3. 4, 5, 6,
7, 8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
oydoalkyi
having 3, 4,
5 or 6
carbon
atoMs, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
kd haying 4,
5, 6, 7 or 8
carbon atoms
in which 1,
2, 3, 4, 5,
6, 7, 8, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms: R19
is hydrogen,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloallcyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substMted by
fluorine
atoms,
cyoloallwalk
yl having 4,
5, 6,7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
G(0)R44 or
G(0)1111145R
46; R44, R45
and R46  am,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms, in
which 1. 2,
3, 4, 5, 6
or 7
hydrogen
atoms may be
substtuted
by fluorine
atoms or
cycloalkyl
haying 3 or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substituted
by fluorine
atoms;  WO
20081000409P
C118P2007100
5576 97 y0,
1 or 2; 61is
hydrogen;
and 5 62is
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms,
phenyl,
heteroawl
having 5 or
6 atoms,
cycloalkyl
having 3, 4,
5, 6, 7 or 8
carbon atoms
or
heterocyclyl
haying 3, 4,
5, 6, 7 or 0
atoms;
wherein
alkyl is
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, CI,
Br, I,
-Orn-(CH2)n-
626; 10m -
isoon; nis
0, 1, 2 or
3: R26 is
hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
haying 3,4,5
or 6 carbon
atoms or
heterocyclyl
haying 3, 4
5, 6, 7 or B
atoms, in
which the
phenyl,
15heteroaryl
, cycloalkyl
or
heterocyclyl
are
unsubsfitute
d or
substituted
by 1, 2 or 3
radicals
selected
from F. Cl,
Br or I; 



and wherein
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
haying 3,
4, 5, 6, T
or 8 carbon
atoms or
heterocyclyl
haying 3, 4
5, 6, 7 or B
atoms are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from 20  The
group
consisting
of F, Cl,
Br, I, OH,
ON, NO2,
SC5, SFs.
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, B, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl 25haying
4, 5, 6, 7
or B carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkozy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4,  5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 0r6 carbon
atoms, in
which 1,
302, 3, 4,
5, 6, 7, 6,
9, 10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy haying
4, 5, 6, 7
or 6 carbon
atoms, in
WO
2008/000409r
circt'nalrir
aeo7t 98
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;
and/or a
phamiateutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
5
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of chemokine
mediated
diseases.
Further
embodiments
of X, Y1,
Y2, Y3, Y4,
A, B, Z and
R2 in a
compound of
formula II
are those as
defined in
the various
embodiments
for X, Vi,
Y2, Y3, Y4,
A. B, Z and
112 10 of a
compound of
formula I,
wherein RI
and 112 do
not form a
ring in
formula I.
Ulm
dUclosure
fimh6r
rolaUs to
slitter ore
compound
&Ole formula
It ander a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
for
producing a
mmlicament
for the
treatment 15
or
prophylaxis
of a
chemokine
mediated
disease,
wherein the
chernokine
binds to a
CXG
receptor,
for example
wherein the
chemokine
binds to a
CXCR2 and/or
CXCR1
receptor, in
particular
to a CXGR2
receptor.
Another
embodUncor
arrive
disclosure
is tho tun
el's
compound of
11c: formula
II ancVor a
20
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
wjlh other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of
arthritis,
chronic
obstructive
pulmonary
disease,
adult or
acute
respiratory
distress
syndrome,
asthma,
atherosclero
sis,
myocardial
and renal
ischemia/rep
erfusion
injury,
peripheral
limb
ischamiafrep
erfusion
injury,
inflammatory
25 bowel
disease,
ulcerative
colt's,
Crohn's
disease,
meconiurn
apriration
syndrome,
atonic
dermatitis,
cystic
fibrosis,
psoriasis,
psoriatic
arthritis,
multiple
sclerosis,
angiogonesis
,
restenosis,
osteoarthdti
s,
oSteOpOlosis
. septic
shock,
endotoxic
shock, gram
negative
sepsis,
toxic shock
syndrome,
stroke,
glornembneph
ritis,
thrombosis,
graft vs.
host
reaction,
allograft
rejections,
transplant
reperfusion
injury,
early 30
transplantat
ion
rejection,
acute
inflammation
, atzheimers
disease,
malaria,
respiratory
viruses,
herpes
viruses,
hepatitis
viruses,
FIGG
Kaposi's
sarcoma-asso
ciated
viruses,
meningitis,
gingivitis,
herpes
encephalitis
, CMS
vaseurrtis,
traumatic
brain
injury,
brain  
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ischemialrep
erfusion
injury,
migraine,
GNS tumors,
subarachnoid
hemorrhage,
post
surgical
trauma,
interstitial
prteumonifis
,
hypersensiti
vity,
crystal
induced
arthritis,
acute and
chronic
pancremitis,
hepatic
ischemialrep
erfusion
injury,
acute
alcoholic
hepatitis,
necrotrzing
enterocaliti
s, chronic
sinusitis,
uveitis,
polymyositis
,
vasculitis,
acne,
gastric 5and
duodenal
ulcers,
intestinal
ischemlairep
erfusion
injury,
celiac
disease,
csophagilis,
glossitrs,
rhinitis,
airflow
obstruction,
airway
hyperrespons
iveress,
bronchiontis
,
bronchioliti
s
obliterans,
bronchioliti
s obliterans
organising
pneumonia,
bronchiectas
is, chronic
bronchitis,
cor
pulmonae,
dyspnea,
emphysema,
hypereapnea,
hypednflatio
n,
hyperegda-in
duced
inflammation
s,
hypoxemia,
hypoxia,
lung
ischemiatrep
erfusion
10injury,
surgeries'
lung volume
reduction,
pulmonary
fibrosis,
pulmonary
hypertension
, right
ventricular
hypertrophy,
peritonitis
associated
with
continuous
ambulatory
peritoneal
dialysis,
granulocytic
ohrlichiosis
,
sarcoidosis,
small airway
disease,
.ventilafion
-peifusion
mismatching,
wheeze,
colds, gout,
alcoholic
liver
disease,
lupus, burn
therapy,
periodontili
s, pre-term
tabor,
cough,
pruritis,
multi-organ
dysfunction,
15 trauma,
sprains,
contusions,
undesired
hernatopoiet
ic stem cell
release,
angiogenic
nailer
disease:ocul
ar
inflammation
,
retinopathy
or
prematurity,
diabetic
relinapathy,
macular
degeneration
with the wet
type
preferred
and corneal
reovasulariz
ation,
turner
angiogenesis
, cancer and
metastasis.
20In
particular,
the
diselusurg
further
relates to
the use of a
compound of
the formula
rr and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of acute and
chronic
inflammatory
diseases
such as
atherosclero
sis,
ischemiafrep
edusion
injuries,
chronic
obstructive
pulmonary
disease, 25
asthma, and
rheumatoid
arthritis,
chemokine
(such as,
but not
limited to
IL-B, GPO-a,
GRO-p,
GRO-y,
NAP-2,
ENA-78 or
GCP-2)
mediated
diseases
which
include
adult
respiratory
distress
syndrome,
inflammatory
bowel
disease,
ulcerative
colitis,
Crohn's
disease,
atonic
dermatitis,
cystic
fibrosis,
psoriasis,
dermatitis,
multiple
sclerosis,
angiogenesis
,
resienosis,
osteoarthrit
is, septic
shook,
endoloxic
shock, gram
negative- 30
sepsis,
toxic shock
syndrome,
stroke,
glornerulone
phrifis,
thrombosis,
graft vs.
host
reaction,
allograft
rejections,
alzheimers
disease,
malaria,
viral
infections,
traumatic
WO
2008/0110499
Feltra20117X
105576 100
brain
injury,
pulmonary
fibrosis,
and cancer.
In
particular,
a compound
of fommla I
is used
alone
Examples
Nos. 21, 32,
41, 42, 125.
127, 130,
132, 133,
139, 142,
143, 144,
145, 147, 5
149, 150,
151, 152,
154, 155,
150,160 and
164 vide
infra
represent
compounds of
the formula
II in the
context of
the above
described
uses. M
other
example
compounds
exemplify
compounds of
the formula
I. Au a
furlaa-
embodiment
sites
present
disclunui 0,
certain
annpounds of
rotunda I or
formula 



II may have
utifity as
antagonists
of the
CX3CR1
receptor.
Such
compounds
are 13
expected to
be
particularly
useful in
the
treatment of
disorders
within the
central and
peripheral
nervous
system and
other
conditions
characterize
d by an
activation
of microolia
anchor
infiltration
of
leukocytes
(e.g.
strokenschem
ia and head
trauma).
Also claimed
is a
medicine or
phammoeutica
l
composition
for human or
veterinary
use, 15
comprising
an effective
amount of a
compound of
the formula
land/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrhg
thereof,
together Wu]
pharmaceutic
ally
acceptable
carriers and
additives,
alone or in
combination
with other
active
pharmaceutic
al
ingredients
or
medicaments_
Medicaments
which
comprise a
compound of
the formula
I anchor a
pharmaceutic
ally 20
acceptable
salt anchor
a prodmg
thereof can
in this
connection
be
administered
, for
example,
orally,
parenterally
,
intravenousl
y, rectally,
transdermaly
or by
inhalation,
the
preferred
administrati
on being
dependent on
the
particular
characterist
ics of the
disorder.
The
compounds of
the formula
I may
moreover be
used alone
or together
with
pharmaceutic
al
excipients,
both in
veterinary
medicine and
in human
medicine. 25
The
medicaments
generally
comprise
active
ingredients
of the
fonnula
land/or a
pharmaceutic
ally
acceptable
salt anchor
a prodrug
thereof in
an amount of
from 0.01 mg
to 1 g per
dose unti.
The
excipients
suitable for
the desired
pharmaceutic
al
formulation
are familiar
to the 30
skilled
worker on
the basis of
his expert
knowledge.
Besides
solvents,
gel formers,
suppository
bases,
tablet
excipients,
and other
active
ingredient
carriers,
iris
possible  '
4O 20 0 8 MO
0 40
9PCMP2007/00
5576 101 to
use, for
example,
antioxidants
,
dispersants,
emulsifiers,
anfrfaarns,
flavorings,
preservative
s,
solubilizers
or colors.
For a form
for oral
administrati
on, the
2GUVB
compounds
are mixed
with
additives
5suitable
for this
purpose,
such as
carriers,
stabilizers
or inert
diluents,
and
converted by
conventional
methods into
suitable
dosage forms
such as
tablets,
coated
tablets,
hard gelatin
capsules,
aqueous,
alcoholic or
oily
solutions.
Examples al
inert
carriers
which can be
used are gum
arable,
magnesia,
magnesium
carbonate,
potassium
phosphate,
lactose,
glucose or
starch,
especially
corn starch.
It is
moreover
possible 10
for the
preparation
to take
place both
as dry
granules and
as wet
granules-
Examples of
suitable
oily
carriers or
solvents are
vegetable or
animal oils
such as
sunflower
oil or fish
liver oil.
For
subcutaneous
,
intramuscula
r or
intravenous
administrati
on, the
active
compounds 15
used are
converted,
if desired
with the
substances
customary
for this
purpose,
such as
solubilizers
,
emulsifiers
or other
excipients,
into a
solution,
suspension
or emulsion.
Examples of
suitable
solvents
are: water,
physiologica
l saline or
alcohols,
e.g.
ethanol,
propanol,
glycerol, as
well as
sugar
solutions
such as
glucose or
marmitel
solutions,
or else a
mixture of
the various
solvents
mentioned.
20 Suitable
as
pharmaceutic
al
formulation
for
administrati
on in the
form of
aerosols or
sprays are,
for example,
solutions,
suspensions
or emulsions
of the
active
ingredient
of the
formula I
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodnig
thereof in a
pharmaceutic
ally
acceptable
solvent such
as, in
particular,
ethanol or
water, or a 



25 mature of
such
solvents.
The
formulation
may, if
required,
also contain
other
pharmaceutic
al
excipients
such as
surfactants,
emulsifiers
and
stabilizers,
and a
propellant
gas. Such a
preparation
normally
contains the
active
ingredient
in a
concentratio
n of about
0.1 to 10,
in
particular
of about 0.3
to 3% by
weight 30
The dosage
of the
active
ingredient
of the
formula Ito
be
administered
, and the
frequency of
administrati
on, depend
on the
potency and
duration of
action of
the
compounds
used;
additionally
also on the
nature and
severity of
the disorder
to be  WO
DOS/000409PC
1107111A516
102 treated
and on the
sex, age,
weight and
individual
responsivene
ss of the
mammal to be
treated. On
average, the
daily dose
of a
compound of
the formula
land/or a
pharmaceutic
ally 5
acceptable
salt and/or
a prodrug
thereof for
a patient
weighing
about 75 kg
is at least
0.001 mg/kg,
preferably
0_01 mg/kg,
to a maximum
of 50 mg/kg,
preferably 1
rng/kg, of
body weqht.
For acute
episodes of
the
disorder,
for example
immediately
after
suffering a
myocardial
infarction,
higher and,
in
particular,
more
frequent
dosages may
sled be
necessary,
e.g. up to 4
single doses
a day_ Up to
700 mg a day
may be
10necessary,
in
particular
on ay.
administrati
on, for
example for
a patient
with
infarction
in the
intensive
care unit,
and he
way/binds of
the
disclosure
can ho
administc881
by infusion.
Description
of the
experiments
and examples
15 Example t
2-(0-Bromo-1
42-(4-Euoro-
Pheno
)-ethoxyl-na
phthelene-2-
carbony1)-
amino)-2-rne
thyl-propion
ic acid
a)
2-84-13romo-
1-hydroxy-na
phthalene-2-
carbo5ylyami
nol-24methyl
-propionic
acid 20
methyl ester
To a
solution of
1.5 g
4-bromo-1-hy
droxy-2-naPh
thoic acid
in 20 nil
abs. DMF
under inert
atmosphere
0.84 g 1-
hydroxybenzo
tdazole,
1.150
1-ethy1-3-(3
-
dimethylarni
nopropybcarb
odlimide
hydrochlorid
e and 1.1 ml
of N,N-
diisapropyle
thylarninc
were added.
After 15
minutes 0.86
g of
2-amino-2-me
thyk 25
propionic
acid methyl
ester
hydrochlorid
e, followed
by 1.1 ml of
N,Ndiisoprop
ylethylmine
were added.
After 24 h
at room
temperature
and 2 h at
50C the
reaction
mixture was
concentrated
, the
residue  was
taken up in
ethyl
acetate and
washed with
2 M HCI,
aqueous
sodium
carbonate
solution
(10%) and
brine. The
Yr
200S/0011411
9PCT/EP2007/
005376 103
organic
layer was
dried over
magnesium
sulphate,
and
concentrated
to yield
1.449 of
2-[(4-brcmo-
1-hydroxy-na
phthalene-2-
carbony1)-am
ino]-2-methy
ldroPionic
acid methyl
ester. 



016H16BrN04
(366.21),
LCMS (ES!):
366.00,
368.00
(M1-1.,
Br-pattern).
5
b)24(4-Bromo
-142-(4-fluo
ro-phenoxy)-
ethoxybnapht
halene-2-car
bonyft-arnin
o)-2-
methyl-propi
onic acid
methyl ester
To 90 mg
cesium
carbonate
and 92 mg
21(4-bromo-1
-hydroxy-nap
hthalene-2-
carbonyft-am
ino]-2-methy
l-propionic
acid methyl
ester in 1
ml abs. DMF
60 mg4-' 10
fluorophenor
yethylbromid
e was added.
After 16 h
at room
temperature
the reaction
was poured
unto
ice-water
and
extracted
with ethyl
acetate
twice. the
combined
organic
layers were
washed with
brine, dried
over
magnesium
sulphate and
concentrated
in vacuo.
After
purification
by RP-HPLC
61 mg of
2-({4-Bromo-
142-(4-
fluoro-pheno
xy)-elhoxyl-
naphthatene-
2-carbonyl)-
amino)-2-met
hyl-Propioni
c acid 15
methyl aster
were
obtained.
C24H235rEN05
(504.36),
LCMS (ESI)7
504.05,
506.05
(MI-I',
bromo-patter
a).
c)2-({4-Brom
o-142-(4-flu
oro-phenoxy)
-ethoxyl-nap
hthalene-2-c
adsony1}-ami
no)-2-
rnethyl-prop
ionic acid
20 61 mg
24{4-bromo-1
-[2-(4-fluor
e-phenoxy)-e
thoxy]-napht
halene-2-car
hony1)-amino
)-2-
rnethytpropi
onic acid
methyl ester
in RS ml
THE, 0.36 ml
of 2 M
sodium
hydroxide
and 1.7 ml
methanol
were reacted
in a
microwave at
120C for 6
rein. The
reaction was
then
acidified
with 2 M
hydrochloric
acid and
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
dried over
magnesium
sulphate,
and
concentrated
. After 25
purification
of the
residue by
RP-I4PLC 27
mg of
2-(yl-bromo-
1-12-(441uor
o-phenoxy)-
ethowf-napht
halene-2-car
bonylyamino)
-2-methyl-pr
onionic acid
were
obtained.
C23H21BrEN05
(490.33),
LCMS (ESI):
490.05,
492.05 (MFr.
bmmo-Intlem)
.
Example 2.
2-Methy1-241
-(3-phenyl-b
utox9)-napht
helene-2-car
bonylkamino}
- 30
propionic
acid  WO
2008/000409P
C17122007/O0
5576 104
a)
21(1-Hydroxy
-naphthalenc
-2-carbonyi)
.aminol-2-me
thyl-propion
ic acid
methyl esker
To a
solution of
4_70 g
1-hydroxy-2-
naphthalene
carboxylic
acid in 40
ml ahs. DMF
under tied
atmosphere
3.72 g
thydroxybenz
otriazole,
8.89 g
N,NTd5soprop
yl 



5
carbodiimide
and? ml of
N,N-diisopro
pylethytaini
ne were
added at
fEC. After
30 minutes
at 0C 4.22 g
of methyl
2-aminoisobu
tyrate
hydrochlorid
e, followed
by 5 ml of
N,N-diisopro
pylethylamin
e were
added. After
16 h at room
temperature
the reaction
mixture was
concentrated
, the
residue was
taken up in
ethyl
acetate and
washed with
2 M NCI and
brine_ The
organic
layer was
dried over
magnesium
sulphate, 10
concentrated
and the
resulting
residue was
crystallized
from toluene
to yield
4.169 of
2-10-hydroxy
-naphthalene
-2-carbonyly
amino1-2-met
hyl-propioni
c acid
methyl ester
C16H19N04
(287.12),
LCMS (Em):
287.97
(MH4).
b)
2-Methy1-24[
1-(3-phenyl-
butoxy)-naph
thalene-2-ca
rbonya-amino
)-propionic
acid 15
methyl ester
At VC to a
solution of
80 mg of
24(1-hydroxy
-naphthalene
-2-carbonyI)
-amino]-2-
methyl-propi
onic acid
methyl
ester, 42 mg
3-pheny1-1-b
utanol and
73 mg
triphenyl
phosphine in
3 ml of dry
THE 56 mg of
diisopropyla
zodicarboxyl
ate were
added. After
2 h and
again after
4h at mom
temperature
313 mg of
triphenylpho
sphine and
25 rag of 20
diisopropyla
zediatrboxyl
ate were
added. After
additional
12 h the
reaction was
concentrated
in vacuo and
after
chromatograp
hy on silica
(ethyl
acetate/hept
ane) 110 mg
of
2-methy1-2-{
11-(3-phenyl
-butoxy)-nap
Mhalene-2-ca
rbonylkamino
)-propionic
acid methyl
ester were
obtained_
C28H29N04
(419.53),
LCMS (ESI):
420.25
(MH+). 25
c)
2-Methyl-24/
1-(3-phenyl-
butoxy)-naph
thalene-2-ca
rbonyll-amin
o}propionic
acid A
soluton of
105 mg
2-mettry1-2-
U1-(3-phenyl
-buloxy)-nap
httalene-2-c
athonyliamin
o)-propionic
add methyl
ester in 2.5
ml THE was
treated with
0.2 ml of 2
M  WO
2008100009PC
T/EP200
7/005576 105
aqueous
sodium
hydroxide.
After 3 h at
60C another
0.1 ml of 2
M Na01-1 was
added, and
after 6 h at
65 C the
reaction was
concentrated
, the
residue was
taken up in
3 ml of
water,
treated with
2 M
hydrochloric
acid and
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
dried over
magnesium
sulphate and
evaporated.
After 5
purification
by RP-HPLC
15 mg
2-methy1-2-0
43-phenyl-bu
toxy5naphtha
lene-2-
carbonylkami
nol-propioni
c acid were
obtained.
C255127N04
(405.50),
LCMS (ESI-):
405.19
(w-Fr).
Example 3:
2-Methyl-24[
1-(2-phenoxy
-ethoxy)-naP
hthalene-2-c
arbonylFamin
ol-butwic 10
acid  a)
1-(2-Phenoxy
-ethoxy)-naP
hthatene-2-c
arboxyfic
acid mejhyl
ester To
22.819
cesium
carbonate
and 7-089
methyl
1-hydroxy-2-
naphthoate
in 70 ml
abs. OW was
added 7.399
(2-bromo-eth
oxy)-berwene
and the
mixture was
reacted for
15 1611 at
80 'C. The
reaction was
poured unto
ice,
neutralized
with 2 M
hydrochloric
acid, and
extracted
with ethyl
acetate
twice. The
combined
organic
phases were
washed with
brine, dried
over
magnesium
sulphate and
concentrated
in vacuo.
The
resulting
residue was
purified by
crystallizat
ion from
pentane to
yield 9.60 g
of 1-(2-
phenoxy-etho
xy)-naphthal
ene-2-carbox
yfic acid
methyl
esker. 20
C20H1804
(322.36),
LCMS (ESI):
323.10
(MH4). 



b)
1-(2-Phenoxy
-ethcory)-na
phthalene-2-
carboxylic
acid To
9.609 of
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-t
arboxylic
acid methyl
ester in 105
inl of THE
were added
30 ml of 2 M
aqueous
sodium
hydroxide
and 40 ml of
25 methanol.
After 3 h at
reflux the
organic
solvents
were removed
in vacuo.
The residue
was treated
with 2 M
hydrochloric
acid, and
three times
extracted
with ethyl
acetate. The
combined
organic
layers were
dried over
magnesium
sulphate,
and
concentrated
and dried in
vacua to
yield 7,62 g
of
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-c
arb0xyllc
acid.  WO
200811100441
9PCIS72007/0
055 76 106
C19H1604
(308 34),
LOINS (551):
309.10
(MH*-1420).
c)2-Methy1-2
4[1-(2-pheno
xy-ethmon-na
phthalene-2-
carbonylkami
no)-butyric
acid methyl
ester 5 To a
solution of
4137 mg
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-c
arboxylic
acid in 6 ml
abs. DMF
under iced
atmosphere
216 mg
1-hydroxyben
zotriazole;
308 mg
1-ethy1-3-
(3-dimethyla
minopropyl)c
arbodiimide
hydrochlorid
e and 293 pl
of
11,Ndiisopro
pylethylamin
e were added
at 0C. After
30 minutes
at 0C 252 mg
of
2-amino2-met
hyl-butyric
acid methyl
ester
hydrochlorid
e, followed
by 293 pl of
NN- 10
diisopropyle
thylamine
were added.
After 18 h
at mom
temperature
the reaction
mixture was
concentrated
, the
residue was
taken up in
ethyl
acetate and
washed with
2 M HCI,
aqueous
sodium
carbonate
solution
(10%) and
brine. The
organic
layer was
dried over
magnesium
sulphate and
concentrated
. The
resulting
residue was
purified by
chromatograp
hy on silica
(ethyl
acetateThept
ane) to
yield 419 mg
of
2-methy1-2-1
11-(2- , 16
phenoxy-etho
xy)-naphthal
ene-2-carbon
yllarnino},b
utyricacid
methyl-
ester.-
C251127N05
(421.50),
LCMS (ES!):
422.10
(MA').
d)2-Methy1-2
4[1-(2-pheno
xy-ethoxy)-n
aphthalene-2
-carbonyfi-a
minol-butyri
c acid 419
mg
2-methy1-2-4
(1-(2-phenox
y-ethoxy)-na
phthalene-2-
carbonyl]-am
ino)-butydc
20 acid
methyl ester
in 25 ml
THE, 1.5 ml
of 2 M
sodium
hydroxide
and 6 ml
methanol
were heated
under reflux
for 3 h. The
ogranic
solvents
were then
removed in
vacuo, and
the residue
was
acidified
with 2 M
hydrochloric
acid and
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
dried over
magnesium
sulphate,
and
concentrated
. After
recrystatliz
ation from
toluene 240
mg of
2-methyl-2-f
f
1-(2-phenoxy
- 25
ethon)-napht
helene-2-car
bonyll-amino
)-butyric
add were
obtained.
C24 H25N05
(407 47),
TCMS (ES!):
408.10
(MI11.
Example 4:
2-Methy1-2-(
t -(1.
methy1-2-phe
noxy-ethoxy)
-naphthalene
-2-carbonyga
rnino)-propi
onic acid
WO
20084104ePCT
/EPA07/41055
76 107   



a)
1-(1-Methyl-
2-phenoxy-et
hoxy)-naphth
alene-2-carb
oxylic acid
methyl ester
To a
solution of
1.009
1-hydroxy-na
pMhalene-2-c
arboxylic
acid methyl
ester, 0.159
1-
phenoxy-prop
an-2-ol and
3.89 g
triphenyl
phosphine in
60 ml dry
THE at 0"C
300 g 5
diisopropyla
zcdicarboxyl
ate were
added. After
48 h at room
temperature
the reaction
was
concentrated
in vacua,
the residue
was taken up
in ethyl
acetate,
washed with
sat. sodium
hydrogen
carbonate
solution and
dryed over
magnesium
sulphate.
The solvent
was removed
in vaCuo and
after
chromatograp
hy on silica
(ethyl
acetate/hept
ane) ' 0.479
1-(1-methyl-
2-phenoxy-et
hoxy)-naphth
alene-2-carb
oxylic add
methyl ester
10 were
obtained.
021112004
(336.39),
LCMS (ESI):
337.10
(MH+). b)
1-(1-Methy1-
2.phenoxy-el
hoxy)-naphth
alene-2-Carb
oxyliC acid
To 0.479 of
1-(1-methyl-
2-phenoxy-et
hoxy)-naphth
alene-2-carb
oxyk add
methyl 15
ester in 5
ml of THE
and 2 ml
methanol
were added
10 ml of 2 M
aqueous
sodium
hydroxide.
After 16 h
at room
temperature
and 2 h at
reflux the
organic
solvents
were removed
in vacua.
The residue
was treated
with 2 M
hydrochloric
acid, and
three times
extracted
with ethyl
acetate. The
combined
organic
layers were
washed with
brine, dried
over
magnesium
sulphate,
concentrated
and dried in
vacuo to 20
yield 0.36 g
of
1-(1-methy1-
2-phenoxy-et
hoxy)-naphth
alene-2-carb
oxylic acid.
020H1 g04.
(322.313),
LCMS (ES11:
321.10
(M-H*).  c)
2-Methy1-2{(
1'(1-methyl-
2-phenm.thox
y)-naphthale
ne-2-carbony
ll-amino)-
pronionic
acid methyl
ester 25 To
a solution
of 100 mg
-(1-rnethy1-
2-phenoxy-et
hoxy)-naphth
alene-2-carb
oxylic acid
in 1.5 ml
abs. DMF
under inert
atmosphere
45 Mg
1-hydroxyben
zokiazole,
83 mg 1-
ethy1-3-(3-d
imethylamino
propyhcarbod
iimide
hydrochlorid
e and 70 gl
of
N,Ndiisoprop
ylethylamine
were added
at 0C. After
30 minutes
at 0C 36 mg
of 2-  WO
2008/000109P
CIMP200
7/005576 108
aminoisobuty
nc acid
methyl ester
hydrochlorid
e, followed
by 70 pl of
N,Ndiisoprop
ylethylamine
were added.
After 16 h
at room
temperature
the reaction
mixture was
concentrated
, the
residue was
taken up in
ethyl
acetate and
washed with
2 M NCI,
aqueous
sodium
carbonate
solution
(10%) and
brine. The
organic
layer was
dried over 5
magnesium
sulphate,
and
concentrated
to yield 114
mg of
2-rnethyl-24
11-(1-Methyk
2-
phenoxy-etho
xy)-naphthal
ene-2-earbon
ylbamino}-pr
opionic acid
methyl
ester.
0255127N05
(421.50),
LCMS (ESI):
422.05
(PAW).
d)
2-Methy1-2-f
f141-methyl-
2-phenoxy-at
hoxy)-naphth
alene-2-carb
onyll.mino)-
10 propionic
acid 110 mg
2-nrethyl-24
1-(1-methyl-
2-phencxy-et
hoxy)-naphtt
ialene-2-car
bony8-amino)
- propionic
acid methyl
ester in 1
ml THE, 0.3
ml of 2 M
sodium
hydroxide
and 0.3 ml
methanol
were heated
under reflux
for 2 h. The
ogranic
solvents
were then
removed in
vacua, and
the residue
was
acidified
with 2 M
hydrochloric
acid and
extracted
with 15
ethyl
acetate
twice. The
combinectorg
_anic layers
were sided
over
magnesium
sulphate - -
and
concentrated
. After
purification
by RP-HPLC
10 mg of
2-methyl-241
-0-methyl-2-
phenoxy-etho
xyynaphthale
ne-2-carbony
ll-amino)-pr
opionic acid
were
obtained_
C2028N05
(407.47),
[CMS (ES!):
408.15
(Ml4+).
a)142-(ted-B
utyl-climeth
yl-silanybxy
)-ethoxyLnap
hthalene-2-c
arboxylic
acid methyl
ester 



25 To 5.2 g
cesium
carbonate
and 1.68
methyl
1-hydroxy-2-
naphthoate
in 10 ml
abs. DMF was
added 1.9 g
(2-bromethox
y)-tert.buty
ldimethylsil
ane and the
mixture was
reacted for
4 h at 60-80
C. The
reaction was
poured unto
ice and
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
washed with
aqueous sat.
WO
2008/000409P
CT/F,P2007/1
10S576 109
sodium
hydrogen
carbonate
solution and
brine, dried
over
magnesium
sulphate and
concentrated
in vacua to
yield 2.7 g
of
142-(tert-bu
tyl-dimethyl
-sianyloxy)-
ethOxYlnapht
halene-2-car
boxylic acid
Methyl
ester.
C20H28045i
(360.53),
NMR (400
MHz, CDC13):
5 [ppm] =8.4
(d, 1H), 77
(rn, 2H),
57.5-7.3
(in, 311),
4.1 (m, 2H),
3.9 (m, 2,
3.8 (5, 3H),
0.8 (s,
911), 0.0
(5, 6H).  b)
142-(tert-Bu
tykilimethyl
-sitanyloxy)
-ethoxyFnaPh
thalene-2-ca
rboxylic
acid 2.53 9
1-[2-ftert-h
Utyl-dimathy
l-silanyloxy
)-etho]ofrna
PMhalene-2-c
arhoxylic
acid methyl
ester were
dissolved in
25 ml abs.
DMF and
atter
addition of
1.35 g of 10
potassium
trimethylsil
anoate the
reaction was
stirred for
16 h at room
temperature.
The
precipitated
potassium
salt of the
product was
isolated by
filtration,
washed with
diethyl
ether,
dissolved in
water,
acidified
with 2 M
hydrochloric
add,
extracted
with ethyl
acetate,
dried over
sodium
sulphate and
concentrated
in yaw to
yield 200 9
of 1 [2 (led
butyl-dimeth
yksilanyloxy
)-ethoxy]-na
phthalene-2-
carboxylic
acid. 15
C19H260451
(346.50),
NMR (400
MHz, CDCI3):
8 [ppm] =
13.0
(s,.1H), 8,4
(d, 1H), -
7.9 (d, 1H),
7.65 (m,
2H), 7.55
(t, 1H),
7.45 ft,
11-0,4.1 (m,
2H), 3.9 (m,
211), 0.8
(s, 9H), 0.0
(s, 6H).
c) 2 ({1 [2
(tett
Butyl-dirnet
hyl-silanybx
y)-ethoxyl-n
aphthalene-2
-cadsonyg-am
ino)-2- 20
methykpropio
nic acid
methyl ester
To a
solution of
1.49 9
142-ftert-bu
tyl-dimethyl
-silarndoxy)
-ethoxyl-nap
hthalene-2-
carboxylic
acid in 15
ml abs. DMF
under inert
atmosphere
0.649
1-hydroxyben
zotriazole
and 0.91 g
1-ethy1-3-(3
-dimethylami
nopropy0carb
odiimide
hydrochlorid
e were
added. After
addition of
0.73 g
arnino-iosbu
tyric acid
methyl ester
hydrochlorid
e and 25 1.9
nil of
N,N-diisopro
pylethylamin
e the
reaction was
stirred for
16 h at mom
temperature.
Then, the
reaction
mixture was
concentrated
, the
residue was
taken up in
ethyl
acetate and
washed with
2 M HCI and
aqueous sat.
sodium
hydrogen
carbonate
solution.
The organic
layer was
dried over
sodium
sulphate,
concentrated
and
recrystalliz
ed from
n-beptane to
yield 0.909
of
2-([112-(ter
t-butyl-dime
thyl-silanyl
oxy)- 30
ethoxyynapht
halene-2-car
bony9-amino)
-2-methyl-pr
opionic acid
methyl
ester.  WO
21X18/1)(104
09PCITP2007/
00S576 110'
C2411a6N05Si
(445.64),
NMR (400
MHz, CDC13):
a [ppm] =
8.3 (m,
211), 7.85
(d, 1H),
7.65
(m,111), 7.5
(d, 1H),
7.35 (in,
2H), 405 (m,
2H), 3.95
(m, 2H), 3.6
(8, 311),
1.6 (s,
611), 0.85
(s, 911),
0.0 (s,
611). 5 d)
2-4(1-(2-Hyd
roxy-ethoxy)
-naphthalene
-2-carbonyd-
amino)-2-met
hyl-proproni
c acid
methyl ester
To 112 mg
2-(0142-(ter
t-butyl-dime
thyl-silanyl
oxy)-ethmod-
naphthalene-
2-carbonyl)-
amino)-2-met
hyl-propioni
c add methyl
ester in 1
ad abs. THE
at-10C 0.25
ml
tetrabutylam
monium
fluoride (1
M in THF)
was added,
and the
reaction was
stirred at
0C 10 for 3
h. It was
then poured
onto
ice-water
and
extracted
with ethyl
acetate
Three times.
The combined
organic
layers were
then washed
with water,
dried over
sodium
sulphate,
concentrated
in vacuo and
crystallized
from
n-pentane to
yield 67 mg
2-ff 1-
(2-hydroxy-e
thozy)-napMh
alene-2-carb
onyli-arnino
]-2-methyl-p
ropionic add
methyl
aster. 15
CisHgt NO5
(331,3D,
LCMS(Ed1).:
332.13
(MHt), 



e)
2411-(2-(3,5
-Difluoro-ph
enoxy)-ethox
y}naphthalen
e-2-carbony(
.-amino)-2-m
ethylpropion
ic acid
methyl ester
Toe solution
of 67 mg
2-0-(2-hydro
xy-ethoxy)-n
aphthalene-2
-carbonyll-a
mino)-2- 20
methyl-propi
onic acid
methyl ester
and 29 mg
3,5-difluoro
phenol in 1
ml TI-IF at
0C 58 mg
triphenyl
phosphine
and 46 pl
diisopropyla
zodicarboxyl
ate were
added. After
16 h at room
temperature
the reaction
was
concentrated
in vacua and
after
chromatograp
hy on silica
(ethyl
acetateniept
ane) 80 mg
2-(042-(3,5-
difluoro-
phenoxy)-eth
oxyl.naphtha
lene-2-carbo
nyl)-amino)-
2-methyl-pro
pionic acid
methyl 25
ester were
obtained.
C24H23F2N05
(443.45),
LCMS (531):
444.18
(M1-14).
f)2-([142-(3
,5-Difluoro-
phenoxy)-eth
oxyl-naphtha
lene-2-carbo
nyd-amino) 2
methyl
propionic
acid 30 22
mg
2-d1d2-(3,5-
difluoro-phe
ncory)-ethox
y]-naphthale
ne-2-carbony
TJ-amino)-2-
methyl-propi
onic acid
methyl ester
were reacted
with 0.2 ml
of 2 M
sodium
hydrodde in
1 ml
methanol at
65 C for 1
h. The
ogranic
solvents
were then
removed in
vacuo,  WO
21X181111111
409PCT/FP200
7/00S576 111
and the
residue was
acidified
with 2 M
hydrochloric
acid and
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
dried over
sodium
sulphate,
and
concentrated
. After
recryetalliz
ation from
n-heptane 3
mg of
2-(1142-(3,5
-difiuorophe
noxy)-ethoxy
}naphthalene
-2-carbonyp-
arnino)-2-tn
ethyl-ProPio
nic acid
were 5
obtained.
C23H21F2N05
(429 42),
[CMS (ES!).
430.11
(MH1-).
Example 6:
24142-(Indan
-5-yloxy)-et
hoxy]-naphth
alene-2-carb
onylyamino)-
2-meth*
propionic
add 10 Under
inert
atmosphere
to 166 mg
2-ff
142-hydroxy-
ethoxyynapht
halene-2-car
bonyliamino}
-2-methyl-pr
opionic acid
methyl
ester, 74 mg
indan-5_-d
and .208 mg
.....
polystyrene-
bound
tdphenyl
phosphine (3
mmol/g) in 5
ml TI-IF at
0C 98 pl
diethylazodi
carboxylate
were added.
After 113 h
at room
temperature
the reaction
was 15
filtrated,
the filtrate
concentrated
in vacua and
after
RP-HPLC the
obtained
2-((142-
(Indan-5-ylo
ry)-ethorykn
aphthalene-2
-carbonyfi-a
mino)-2-metl
wl-propionic
acid methyl
ester was
dissolved in
3 ml of d
i0X2 Ile and
reacted with
3 ml IN NaOH
for 5 h at
51)C. The
reaction was
then diluted
with ethyl
acetate and
treated with
citric acid
(5%). The
organic
layer was
separated,
driest and
concentrated
in vacuo.
After 20
purification
by RP-HPLC
22 mg
241-(2-hydro
xy-ethoxy).n
aohthalene-2
-carbonyl/-
aminc12-meth
yl-propionic
acid were
obtained.
026H27N05
(433.51),
[CMS (ESI):
434.09
(MFEF).
Example?:
1-((142-(4-C
hloro-pherto
xy)-ethoxyl-
naphthalene-
2-carbony1)-
amino)- 25
cyelobutanec
arboxylic
acid   



WO
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7h 112 To 94
mg
1-[(1-hydrox
y-naphthalen
e-2-carbony1
)-amino]'cyc
lobutanecarb
oxylic acid
ethyl ester,
195 mg
cesium
carbonate
and 5 mg
sodium
iodide in 3
ml of abs.
DMF 78 mg of
4-Chlorpheny
l
2-bromoethyl
ether were
added. The
reaction
mixture was
stirred for
2 h at room
temperature,
then for 5 h
at 80C. The
cooled
reaction
mixture 5
was
filtrated,
and the
filtrate was
diluted with
20 ml ethyl
acetate and
washed twice
with brine.
The organic
phase was
concentrated
in vacuo,
and the
resulting
residue was
dissolved in
2 ml
methanol and
1 ml THF.
After
addiditon of
0.75 ml 2M
NaOH (aq)
the mbcture
was stirred
for I h at
45 C and Men
overnight at
room
temperature.
The solution
was
neutralized
with 0.75 ml
2 M
hydrochlorid
acid,
evaporated,
and the 10
resuting
residue was
purified by
RP-FIPLC to
yield 42 mg
14{112(4-chl
oro-phenoxy)
-
ethoxy]-napM
halene-2-car
bonylFamino)
-cyclobutane
carboxylic
acid.
C24H22CIN05
(439.90),
LCM5 (E51):
440.14
(MH+).
Example 8:
2-Methyl-2-(
[1-(3-phenyl
-prepory)-na
phthalene-2-
carbonyl]-am
ino} 15
propionic
acd  To 1 g
Wang
polystyrene
resin (1.7
mmoVg)
swelled in
dichlorometh
ane a
solution of
1.389
2-(9H-fluore
n-9-ylmethox
ycarbonylami
no)-2-methyl
-PraPionic
add, 0.65 g
1-
hydroxybenzo
triazole
hydrate and
0.549
N,N'-diisopr
opylearbodii
mide in 6 ml
of DMF 20
were added.
After
addition of
20 mg of
4-dimethylam
inopyridine
the reaction
mixture was
shaken for 4
h at room
temperature.
Than the
resin was
washed with
dichlorometh
ane five
tires. To
cap
unreacted
hydroxyl
groups on
the Wang
resin a
solution of
350 mg of
acetic
anhydride
and 270 mg
of pyridine
in 6 ml DMF
was added
and the
reaction
mixture was
stirred for
30 min at
room
temperature
before the
resin 25 was
washed with
DMF six
times. The
resin was
then
suspended in
5 ml DMF and
5 ml
piperidine
and reacted
for 30 min
at room
temperature
to remove
the 9-
fiuorenylmet
hoxycarbenyl
protecting
group. Then
a solution
of 0.969 of
1-hydroxynap
hthalene-2-c
arboxytic
add, 0,713 g
of
1-hydroxyben
zotriazole
hydrate,
0,649 of
N,N'Aiisopro
pylcarbadiim
ide in 6 ml
DMF and 3 ml
dichlorometh
ane was
added to the
WO
20081000409P
C.T/EWOD7/Or
#576 113
resin, and
the reaction
was shaken
for 5 h at
room
temperature.
Then the
resin was
washed five
times each
with DMF,
dichlorometh
ane and THE.
A solution
01 2.31 g 3-
phenyl-propa
n-1-ol and
4.469 of
idphenyl
phoshine in
34 ml of dry
THE was
added to the
resin. The
suspension
was cooled
to 413. A
solution of
2.159 of 5
disopropylaz
odicarboxyla
te in 2 ml
of dry THF
was then
added and
the reaction
mixture
cooled to
-2013 for 15
min. After
shaking the
mbdure 5 h
at room
temperature,
the resin
was washed
five time
each with
THE and
dichlorometh
ane. The
resin
suspended in
dichlorometh
ane was then
sonicsded,
washed three
times each
with DMF and
dichlorornet
hane and
dried. It
was then
suspended in
3 ml of 10
Mfluoroaceti
c acid and 3
ml
dichlorrneth
ane and
shaken for 2
h at room
temperature.
The resin
was then
fifterecl
off, the
filtrate was
concentrated
in vacuo and
purified by
RP-HPLC to
obtain 30 mg
of
2-rnethy1-24
11-(3-phenyl
-propoxy)-na
pMhalene-2-
carbonylkami
no)-propioni
c acid.
624H25N04
(391.47),
LCMS (ESL):
392.14
(MHz). 15
Example a
2-Methyl-2-[
1-(2-phenoy-
ethoy)-napli
thalene-2-su
lfonylaminol
-propionic
acid  



20 a)
2-(14-1ydrox
y-naphthalen
e-2-sulfonyl
amino)-2-met
hyl-propioni
c acid
methyl ester
To a
suspension
of 2.62 g
potassium
1-naphthel-2
-sulfonate
in 10 ml of
dry
chloroform
was added
2.60 g of
phosphorous
pentachlorid
e in several
portions.
With
exclusion of
moisture the
reaction was
refused for
1.5 h. Then
the mixture
was
filtrated,
the filtrate
was
concentrated
and the
residue
crystallized
from benzene
to obtain
0.46 g of 1-
25
Hydroxy-naph
thalene-2-su
lfonyl
chloride,
which was
used without
further
purification
. A
suspension
of 77 mg
2-Amino-2-me
thyl-propion
ic acid
methyl ester
hydrochlorid
e in 3 ml of
dry THE was
treated with
90 pl of
N,N-diisopro
pylamine.
After 5 mm a
solution of
120 mg of
1-Hydroxy-na
phthalene-2-
sulfonyl
chloride in
0.5 ml
benzene and
0.5 ml dry
THE was
added and
the reaction
was stirred
under inert
atmosphere
overnight.
WO
apavormiansP
CIMP2007/000
376 114 Then
the solvents
were removed
in vacua and
the residue
was treated
with water
and ethyl
acetate. The
organic
phase was
dried over
magnesium
sulphate and
concentrated
. After
chromatograp
hy on stile
(dichlommeth
anehnethanol
) 44 mg of
2-
(1-hydroxy-n
aphthalene-2
-sulfonylami
no)-2-methyl
-ProPionic
acid methyl
ester were 5
obtained. 01
uHi7NO5S
(323.37),
LCMS (FS!):
324.25
(MH+).
b)2-Methyk24
1-(2-phenoxy
-ethoxy)-nap
hthalene-2-s
ulfonylamino
l-propionic
acid To a
suspension
of 44 mg of
2-(1-hydroxy
-naphthalene
-2-sulfonyla
mino)-24Meth
yl- 10
propionic
add methyl
ester and 40
mg cesium
carbonate in
1 ml DMF 25
mg (2-bromo-
ethoxy)-benz
ene were
added. After
3 h at 130C
the solvent
was removed,
and the
residue was
taken up in
ethyl
acetate and
water and
the pH of
the aqueous
phase was
adjusted to
7. The
organic
phase was
separated
and
concentrated
to yield 25
mg of a
mixture of a
mono- and
dialkyiated
product.
This was
dissolved in
1 rrd
methanol,
and 15 0.2
ml of 2 M
NaOH and 0.2
ml of THF
were added.
After 16.h
at room
temperature
-- - the
organic
solvents
were removed
in vacuo.
the residue
was
acidified
wtih 2 M
I-ICI and
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
concentrated
, and the
crude
product was
purified by
RP-HPLC to
yield 11 mg
of 2-
methyl-241-(
2-phenoxy-et
hoxy)-naphth
a6ne-2-sulto
nylaminol-Pr
oPionic
acid. 20
C22H23N06S
(429.50),
LCMS (EBB:
430.03
(MH*).
Example 10:
2-Methyl-2-(
Bl-(3-phenyl
-Oropylamma)
-naphthalene
-2-carbony5-
amino)-
propionic
acid  25 a)
1-Bromo-naph
thalene-2-ca
rboxylic
acid methyl
ester To
2.00 g
1-bromo-naph
thalene-2-ca
rboxylic
acid in 20
ml of dry
methanol 5
ml of
sulfudc acid
were added.
After 5 h at
reflex, the
reaction was
poured Onto
ion-water,
and the
precipitated
product was
collected by
filtration
and washed
until
neutral
After  
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recrystalliz
ation from
heptane
1.909
1-bromo-naph
thalene-2-ca
rboxylic
acid methyl
ester were
obtained.
C12H9BrO2
(265.11),
NMR (400
MHz, CDCI3):
8 [ppm] =
8.45 (d,
110, 7.85
(m, 2H), .7
-7.55 (m,
311), 4.0
(s, 3H). 5
b)
143-Phenyl-p
ropylamino)-
naphthalene-
2-carboxylic
acid methyl
ester 3 mg
copper(l)iod
ide, 127 mg
potassium
phosphate
and 80 mg
1-brome-naph
thalene-
2-carboylic
acid methyl
ester were
placed in a
reaction
vial, which
was
evaporated
and
backfilled
with argon
three times.
A solution
of 61 mg
3-phenylprop
ylamine and
10 12 mg
N,N-diethyls
alicylaminde
in 0.5 ml of
dry DMF was
then added
via septum.
Under inert
conditions
the reaction
mixture was
healed to
100C for 20
h. It was
then diluted
with ethyl
acetate and
water, the
pH was
adjusted to
neutral ,
the layers
were
separated
and the
aqueous
layer was
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
dried over
magnesium
sulphate and
evaporated.
After 15
purification
by
chromatograp
hy on silica
(ethyl
acetate/henb
ane) .48
mg_143-phert
yl,-
propylamino)
-naphthalene
-2-carboxyli
c acid
methyl ester
were
obtained.
C21 H21 NO2
(319.41),
LCMS (ESI):
320.23
(MI-1*).
c)1-(3-Pheny
l-propylamin
o)-naphthale
ne-2-aarbmry
fic acid 20
48 mg
1-(3-phenyl-
propylamino)
-naphthalene
-2-carboxyli
c acid
methyl ester
were reacted
with 0.14 ml
of 2 M
sodium
hydroxide in
1 nil
methanol and
1 nil of THF
at 65 C for
2 h. The
organic
solvents
were then
removed in
vacuo, and
the residue
was taken up
in water and
ethyl
acetate. The
pH was
brought to
3-4 with 2 M
hydrochloric
add. The
layers wer
separated
and the
aqueous
layer was
extracted
with ethyl
acetate 25
twice. The
combined
organic
layers were
dried over
sodium
sulphate,
and
concentrated
. After
purification
by
chromatograp
hy on silica
(ethyl
acetatelhopt
ane) 18 mg
of
1-(3-phenyl-
proeybmino)-
naphthalene-
2-carboxylic
acid were
obtained.
C2011 1gNO2
(305.38),
LCMS (ESI).
306.25 30 d)
2-Methyl 2
(I1
(3-phenyl-pr
opylamino)-n
aphthalene-2
-carbonylFam
inol-propion
ic add
methyl ester
WO
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Under argon
atmosphere
18 mg
1-(3,phenyl-
propylamino)
-naphtrialen
e-2-carboxy1
ic add, 10
mg
1-hydroxyben
Thhiazole,
12 mg
1-ethy1-3-(3
-climethylam
inopropyfica
rbodiimide
hydrochlorid
e and 18 pl
of
N,N-dfisopro
pylethylamin
e in 1 ml of
dry DMF were
stirred at
0C. After 30
minutes at
0C 8 mg of
2-aminoisobu
t3nric acid
methyl 5
ester
hydrochlorid
e, followed
by 18 pl of
NN-diisoprop
ylethylamine
were added.
After 16 h
at room
temperature
the reaction
MiXtU re was
concentrated
, and the
residue was
purified by
RP-HPLC to
yield 7 mg
of
2-methyl-2-f
f1-(3-phenyl
-propytamina
)-
naphthalene-
2-carbonyTha
minoj-propio
nic add
methyl
ester.
C25H2eN203
(404.51),
LCMS (ES!):
405.20
(MH*). 



10 e)
2-Methy1-2-f
f1-(3-phenyl
-propylamino
)-naphthalen
e-2-carbonyT
haminol-prop
ionic acid 6
mg
2-methyl-241
1-(3-phenyt-
propylamine)
-naphlhalene
-2-carbonyll
-amino)-prog
ionic acid
methyl ester
in 0.2 ml
THF, 40 gl
of 2 M
sodium
hydroxide
and 0.2 ml
methanol 15
were reacted
at room
temperature
for 3 h. To
the mixture
0.5inLof
water
were-added -
and the pH
was adjusted
to 3-4 with
2 M
hydrochlodd
acid. The
volatiles
were then
removed by
freeze
drying, The
resultic
residue was
suspended in
methanol and
filtrated.
Concentratio
n of the
filtrate
yielded 3 mg
of
2-methyl-24(
1-(3-phenylp
ronylamino)-
naphthalene-
2-carbonyli-
aminc)-propi
onic acid.
20
C241-128N2O3
(390.49),
LCMS (ES!):
39120 (MH*).
Example 11:
2-Methy1-241
-(2-phenoxy-
ethylamino)-
naphthalene-
2-carbonyTha
mino)-
prophetic
acid  25 a)
2-1(1-Bromo-
naphthalene-
2-carbonyl)-
aminoj-2-met
hyl-propioni
c acid
methyl ester
1.0 g
1-bromo-naph
thalene-2-ca
rboxylic add
and 0.61 g
2,2-dimethyl
glycine
methyl ester
hydrochlorid
e were
suspended in
30 ml of
dichlorometh
ane and 10
ml of DMF.
1.31 ml
N-rnethylmor
pholine.
0.70 g
1-hydroxyben
zotriazole
and,
finally,
0.99 g 1-13-
dimethylamin
opropy1)-3-e
thylcarbadii
mide
hydrochlorid
e were added
and the
reaction  WO
2008/000409P
C
INPL107/0055
76 117
stirred at
room
temperature
for 14h. The
reaction
rnixhire was
chromatograp
hed on
silica
(ethyl
acetatethept
ane) without
aqueous
work-up to
give 1.3g
21(1-bromona
phthalene-2-
carbonyl)-am
incd-2-methy
l-propionic
acid methyl
ester.
C16H15BrNO3
(350.21),
LCMS (ES!):
350_07,
352.07 (MI1t
bromo-pattem
). 5 b)
2-Methy1-241
-(2-phenoxy-
ethylamino)-
naphthalene-
2-carbonyg-a
mino)-Propio
nic add 3 mg
copper(l)iod
ide, 127 mg
potassium
phosphate
and 105 mg
24(1-bromona
phthalene-2-
carbonyl)-am
ino]-2-methy
l-propionic
add methyl
ester were
placed in a
10 reaction
vial, which
was
evaporated
and
backtilled
with argon
three times.
A solution
of 62 mg
2-phenoxyeth
ylemine and
12 mg
NN-diethylsa
licylaminde
in 0.5 nit
of dry DMF
was then
added via
septum.
Under inert
conditions
the reaction
mixture was
heated to
100C for 20
h. It was
then diluted
with ethyl
acetate and
water, the
pH was
adjusted to
neutral, the
layers were
separated
and the
aqueous
layer was
extracted
with ethyl
15 acetate
twice. the
combined
organic
layers were
dried
over.magnesi
um
sulphate-and
evaporated.
After
purification
by RP-HPLC
12 mg
2-methy1-241
-(2-phenoxye
thylamino)-n
aphthalene-2
-cadoonylbam
ino}proPlonI
C add were
obtained.
023H24N204
(392.46),
LCMS (ESI):
393.16 (MH*)
20 Example
12:
2-Methyb2411
-(1-phenyl-b
ut-1-ynyl)-n
aphthalene-2
-carbonyll-a
minotpropion
ic acid  



a)
2-Methyl-241
-(4-phenyl-b
ut-1acid
methyl ester
25 40 mg
2[(1-bromo-n
aPhthalene-2
-carborwl)'a
mino1-2-meth
yl-propionic
acid methyl
ester and
0.8 mg
bis(tripheny
lphosphine)p
alladium(I1)
shlodde were
placed in a
reaction
vial, which
was
evaporated
and
backfilled
with argon
three times.
Via septum
WO
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18 mg of
9-phenyl-1-b
utyne, 180
pl
diethylarnin
e and 0.2 ml
abs. DMF
were added.
In a
microwave
reactor the
reaction was
heated to
130 C for 5
min. Then,
water and
ethyl
acetate were
added, the
layers were
separated,
and the
aqueous
phase was
extracted
with ethyl
acetate
twice. The
combined
organic
layers were
dried over 5
magnesium
sulphate and
concentrated
_ The
resulting
residue was
punned by
chromatograp
hy on silica
(ethyl
acetateniept
ane) to
yield 25 mg
of
2-methy1-2-(
0-(4-
phenyl-but-1
-yny1)-napht
halene-2-car
bonyll-amino
)-propionic
acid methyl
ester.
C26H25 NO3
(399.49),
LCMS (551):
400.19
(MHL). 10 h)
2-Methyl-24[
1-(4-phenyl-
buLl
inyg-naphtha
lene-2-carba
nyg-amino)-p
ropionic
acid 20 mg
2-methy1-2-(
11-(4-phenyl
-but-l-yny1)
-naphthalene
-2-carbonyll
-aminoLprapi
onic acid
methyl ester
were reacted
with 60 pl
of 2 M
sodium
hydroxide in
0_5 ml
methanol and
0.5 ml THF
for 48 h
roOm
temperature
and for 4 h
at 60 C. The
organic
solvents
were then
removed in
vacuo, and
the residue
was treated
with water,
acidified
with 2 15 M
hydrochloric
acid and
extracted
with ethyl
acetate
twice. The
combined
organic - -
- - layers
were dried
over sodium
sulphate,
and
concentrated
. After
chromatograp
hy on silica
(ethyl
acetate/hept
ane) 11 mg
of
2-methy1-2-a
1-(4-phenyl-
but-1-yny1)-
naphthalene-
2-earbonyll-
amino)-PrOPI
Onic acid
were
obtained.
C25H23NO3
(385.97),
LCMS (ES!):
386.16
(MH+). 20
Example 13.
2-Methy1-24[
1-(4-phenyl-
butyl)-napht
halene-2-car
bonyfl-amino
)-Propionic
add
a)
2-Methy1-2-{
T1-(4-phenyl
-butY9-napht
halene-2-car
bonylLarnino
}-progionic
add 25
methyl ester
50 rng of
2-MethY1-2,1
1-(4-phenyl-
but-1-yny1)-
naphthalene-
2-carbonyl)-
aminolpropio
nic acid
methyl ester
were
dissolved in
5 ml
methanol,
and after
addition of
10 mg of
Pd/C (10%)
hydrogenated
for 8 h. The
reaction was
then
filtrated
and the  WO
WM4'0004095C
DEP2007/0055
16 



119 filtrate
was
concentrated
to yield 48
mg of
2-methy1-241
-(4-phenyl-b
uY)-naphthal
ene2-carbony
q-amino)-Pro
Pionic acid
methyl ester
C26H2gNO3
(403.53),
LCMS (ES):
404.18
(MH4). 5 b)
2-Methy1-241
-(4-phenyl-b
uty(-napMhal
ene-2-carbon
yll-amin0)-p
r0pionic add
40 mg
2-methy1-2-(
11-(4-phenyl
-buty1)-naPh
thalene-2-ca
rbonyl]-amin
o)-propionic
acid methyl
ester were
reacted with
150 pl of 2
M sodium
hydroxide in
1 ml
methanol and
1 ml THE for
1 h at 80 C.
The reaction
mixture was
then
acidified
with 2    M
hydrochloric
add and the
precipitated
product was
collected by
filtration
and dried in
10 vacua to
yield 28 mg
of
2-methy1-2-{
(1-(4-phenyl
-buty1)-naPh
thalene-2-ca
rbonyliamino
)-propionic
add.
C25H27NO3
(389.50),
TCMS (ES):
390.18
(MH+).
Example 14:
2-Methy1-2-f
f1-(4-phenyt
-but-1-eny1)
-naPhthalene
-2-carbonyg-
amino}- .
15propionica
cid  a)
1-(4-Phenyl-
but-l-eny1)-
raPMhalene-2
-carboxylic
acid methyl
ester 530 mg
g
1-broma-naph
thalene-2-ca
rboxylic
acid methyl
ester and 9
mg
his(dibenzyl
ideneacetone
)dipalladium
(0) were
placed in a
reaction
vlal, which
was 20
evacuated
and
backfilled
with argon
three times.
Via septum
125 pl
tdterLbutylp
hosphine
(10% in
hexane), 291
mg
4-phenyl-1-b
utene, 470
pi N,N-
dicyclohexyl
methylamine
and 1.8 ml
dioxane were
added. After
2 h at 80C,
the reaction
mbdure was
cooled and
filtrated
over silica
with diethyl
ether. After
concentratio
n of the
organic
phase the
mstilting
residue was
purified by
25
chromatograp
hy on silica
(ethyl
acetatethept
ane) to
yield 175 mg
of a mixture
of the (E)-
and
(7)-isomers
of
1-(4-phenyl-
but-1-enyI)-
naPhthalcne-
2-carbccryli
c add methyl
ester
022112002
(318.40).
LCMS (ES!):
317.23
(MW").  WO
200E4000409P
CT/EP2m7/005
576 120
1-(4-Phenyl-
but-1-eny0-n
aphthalene-2
-carbo4'lic
acid 175 mg
1-(4-phenyl-
but-1-enyI)-
naphthatene-
2-carboxyfic
acid methyl
ester were
reacted with
1 ml of 2 M
aqueous
stadium
hydroxide in
1.5 ml
methanol and
4 ml THE for
1 h at 60 t.
The organic
solvents
were removed
in vacua,
the mbdure
was 5
acidified
with 2 M
hydrochloric
acid and
extracted
with ethyl
acetate
twice_ The
combined
organic
layers were
washed with
brine, cured
over
magnesium
sulphate and
concentrated
to yield 165
mg of a
mixture of
the (E)- and
(Z)-isomers
of
144-phenylbu
t-1-eny0-nap
hthalene-2-c
arbaxyliC
acid. C21
H18 02
(302.38),
LCMS (551):
303.15
(MH1). 10 



c)
2-Methy1-2-(
[1-44-phenyl
-but-1-eny1)
-naphthalene
-2-carbonyl-
amino)-ProPb
nic acid
methyl ester
Al Otto a
solution of
165 mg of a
mixture of
the (E)- and
(7)-isomers
of
1-(4-phenylb
ut-1-eny1)-n
aphthalene-2
-carboxylic
acid in 2 ml
abs. DMF
under inert
atmosphere
15 95 mg
1-hydroxyben
zotriazole,
110 pl
N,N'-ciiiosp
ropyl.carhod
iimide and
98 Id RN- -
diisopropyle
thylamine
were added.
After 15 min
at 0C 86 mg
amino-isobut
yric acid
methyl ester
hydrochlorid
e and 98 pl
N,N-diisouro
pylethylamin
e were added
and the
reaction was
stirred for
0.5 h at 0C
and for 4 h
at room
temperature.
Then, the
reaction
mixture was
concentrated
, the
residue was
taken up in
ethyl
acetate and
20 washed
with 2 M
HCI, aqueous
sat, sodium
hydrogen
carbonate
solution and
brine. The
organic
layer was
dried over
sodium
sulphate,
concentrated
and purified
by
chromatograp
hy on silica
(ethyl
acetate/neat
ens) to
yield 85 mg
of a mixture
of the (C)-
end
(a-isomers
of
2-methy1-2-{
(1-(4-phenyl
-but-1-eny1)
-naPhthalene
-2-carbccyll
aminobpropio
nic acid
methyl
ester. 25
C26H27NO3
(401.51),
LCMS (ESI):
402.23
(MH*).  d)
2-Methy1-24[
1-(4-phenyl-
but-1-eny0-n
aphthalene-2
-carbonyfi-a
mino}-proPio
nic acid 80
mg of a
mixture of
the (E)- and
(7)-isomers
of
2-methyl-2-6
1-(4-phenyl-
but-1-eny1)-
naphthalene-
2-carbonyil-
aminol-propi
onic add
methyl ester
were reacted
with 0.5 ml
30 of 2 M
sodium
hydroxide in
1 ml
methanol and
2 ml TI-IF
for 15 min
at 60 t. The
organic
solvents
were removed
in yacuo,
the mixture
was
acidified
with 2 M
hydrochloric
acid and
extracted
with ethy
acetate
twice. The
combined
organic  WO
2008/000409I
CT/EP2007/00
5576 121
layers were
washed with
brine, dired
over
magnesium
sulphate and
concentrated
to yield 75
mg of a
mbdure of
the (E)- and
(Z)-isomers
of
2-methy1-2-1
1-(4-phenyl-
but-1-
enyg-naphtha
lene-2-carbo
nyll-amino)-
oroPionic
add.
C25H25NO3
(387.48),
[CMS (ESI):
388.19
(MH*), 5 The
following
examples
were
prepared in
analogy to
example 1
via a
sequence of
a coupUng of
a suitable
(ortho-)hydr
oxy-arene-ca
rboxylic
acid with a
correspondin
g amino acid
ester using
coupling
reagents as
for example
EDC/HOBT,
DEC/HOBT,
HATU,
TBTU/DMAP,
followed by
an
alkylation
reaction to
attach a
suitably 10
substituted
alkylating
agent to the
aromatic
hydroxy
group and
finally a 



basic
hydrolysis
of the amino
add ester to
the free
amino add:
No.
Structure
Name SI+
orESI- 15
_.._
4[1-(2-Gyclo
hexylthoxy)-
naphthalene-
2
arbonyli-ami
no)-2-
methyl-propi
onic add v
84.25 5 4)
'-'-'---,---
---o0 INIO H
t-Metryl-2-1
1-BE)-3-
.henyl-allyl
oxy)-
aphthalene-2
-
arbonyg-aini
no ropionic
acid '90.16
17
-R4-Fluoro-1
-
henethylOxya
phthalene-2-
carbony1)-am
ino1-2-
methyl-propi
onic acid
c96.16  



WOMMAIONNPCV
EC2IO7M5576
122 18 a
2-4J4-Accra-
1-(I
phenA-propox
y)-
naphthalene-
2-
itony11-amin
o)-2-
methyl-propi
onic acid
4113.1a 19
cthQto
1-41-(3-Cycl
ohexyla ra
poxy)-nap
hthalene2-ca
rbonyll-amin
oi-
ayclohutanec
arboxylic
acid 41032
20 0 -co '
`..,.. Ct _
2-0-Huoro-1-
(2-
$enoxY-ethnx
Y)-
naphthalene-
2-
mrbonyll-ami
no)-2-
methyrpmpion
ic acid
12.12 21
ll-i? r (C 



1,...
2-(f112-(4-F
luoroPhenoxy
).4athpxyi_
naphthalene-
2- -amino)-
5utyric acid
12.16 N
Flp--, C.,2
taktrkic.
-(0-Fluoro-1
12-(4-
uoro-phenyl)
-ethoxylnaph
thalene-2-
earbon1i-ami
no)-2-
ethyl-propio
nic acid
414.1  WO
100910001119
9CT1E921007/
1015E76 123
23
1-1(4-Fluoro
-1-
phenethyloxy
naphthalena-
2-
carbonyo-ami
no]_
oyclopentane
carbox r
acid 422.18
24 crb
24[4-F/ware-
I-CI-mathyl-
3-phenyl-aro
pozy)-naphth
alene-
2-carbonyl}a
mino]-2-
methyl-propi
onic acid
424.2 25  



24f4.Flunro-
1-(2-
phenoxy-ethc
cry)-
naphthalene-
2-
sadaony1]-am
ino)-2-
methyl-butyr
iC act!
426.18 26
(:)-? 1..,"o
;
2-{14-Fluoro
-1-(3-
PheauxY-ProP
axY)-
naphththene-
2-
mrbonyli-ami
no)-2-
methyl-propi
onic acid
426.18 27
(D--' (--f
;Ary ,
1j[1-(2-Gycl
ohexy1-
ethoxy)-441u
oronaphthale
ne-2-
woHathonpneY
inIta-anmeta
inorbForoc42
825 add   WO
2008/1X1040V
PCTI1tP2007/
41016 76 124
28 , .- 



b- \ ---.
2-(C4-Fluoro
-1-12-(4-
Iluoro-pheno
xy)-
alhux)d-naph
thalene-2
zarbanylyarn
ino)-2-
methyl-propi
onic acid
301 29 !,
ga, " "d
1-ff4-Fluoro
-1-(3-
phenyl-PraPo
xY)-
naphthalene-
2-
=rbonyll-ami
nolsyclopent
anecarbsli
acid 38.14
0
Q1-(14-Fluor
o-1-(2- QA
1,y
henoxy-ethox
y)-
naphthalene-
2-
.IarbonylFam
ino}-
cyclopentane
caibo acid
38.2
Ccr----"oa I
-([4-Fluor0-
1-(3-
hanoKY-PruPo
W)-
naphthalene-
2-
arbonylbarni
no)-2-
ethyl-butyri
c acid 0.1 2
4A-Trifluoro
-2411-(2-
phenoxy-etho
xy)-
aphthatene-2
-
mrbonylFamin
o} butyric
acid  



WO
200PA00409PC
T/EP2007/005
376 125
lc,o 01tc'
144-Fluoro-1
-(3-
henexY-PrePo
xY)-
naphthalene-
2-  -
rbonylf-amin
o)-
lopentenscar
bo old 5019
3 , 0 a.
1({4-Fluoro-
142-(4-
uono-PhenoxY
)-
thond-naphth
alene-2-
arbony1)-arn
ino)-
cbpentanecar
bmryli cud
4.19 35 --
ci..-0,...-.
...0 400
414-Bromo-14
2-
ihenoxy-etho
xy)-
phthalene
-2-
..nbonylFami
no)-2-
ethyl-propiO
nic acid
72.10 74.05
attem br- 



l - '  The
folbwing
examples
were
prepared in
analogy to
example 2
via a
sequence of
a coupling
of a
suitable
(ortholhydro
xy-arene-car
boxylic acid
with a
correspondin
g amino acid
ester using
coupling
reagents as
for example
EDUHOBT. 5
DIC/HOBT.
HATtl,
TBTLIIIDMAP,
followed by
a Mrtsunobu
reaction of
a suitably
substituted
allcohol
with the
aromatic
hydroxy
group and
finally a
basic
hydrolysis
of the amino
acid ester
to the free
amino add:
No.
Structure I
ame ESN- or
ESI-
rMethyl-2-1[
143-
phenyl-prop-
2-
ynyloxy)-nap
hthelene-
2-carbonyl]-
amino)-
propionic
acid '5805
WO
200/1/000409
PCMCP2007/01
5576 128 37
* o 000
2-Methy1-2-f
f142-P..olyl
-ethoxy)-
laphthalene-
2-
iiton141-ami
noioropionic
acid 392.13 



38 39   0 OK
244-Fluoro-1
-(2-
.hiophen-2-y
l-ethoxy)-
naphthalene-
2-
:arbonyli-am
inoy2-
rethyl-propi
onic acid
402.23
"-------o 00
2-([1-(2-Ben
zyloxyethoxy
)-naphthalen
e-2-403.12
ra
thonylyamino
}-2-
rnethyl-prop
ionic acid
? 1   o0
...--
2-({142-(4-C
hlorophenyl)
ethoxy]-
naphthalene-
2-
irbonyl}amin
o)-2-
methyl-propi
onic acid
412.07 



41  con" o
*0
,S)-3-Methy1
-2-(11-(1-
methyl-3-phe
nyloror>oxy)
-naphthalene
-
2-carbonyl}-
amino}butyri
c acid
420.29  WO
2008/000409P
CT/EP2007/00
5576 127 42
cfnu_ o,, *o
.",,e--- ,
400o
R)-3-Methyl-
2-{[1-(1ethy
l-3-phenylop
oxy)-naphtha
lene2030.
-caMony1]-am
ino}- lyric
acid  C05Yr
-(114344-Chl
oro-
henyh-prop-2
-
nyloxyl-naph
thalene-
carbonylyami
no)-2-
ethyl-propio
nic acid
422.02 



: cciz)
cc....... oo
*-
-((112-(2,4-
Dichloro- th
heny1)-eoxyl
-
naphthalene-
2- l}ino)-2-
arbonyarn
Methyl-propl
onio acid
5.98 47.99
(di-CI- ,,
pattern)-
The
following
examples
were
prepared in
analogy to
example 3
via a
sequence of
an
alkylation
of a
suitable
(ortho-)hydr
oxy-arene-ca
rboxylic
ester with a
cornespondin
g alkylating
agent,
followed by
a basic
hydrolysis
of this
ester, and a
coupling of
the 5
resulting
acid with a
correspondin
g amino acid
ester using
coupling
reagents as
for example
EDC/HOBT,
DIC/HOBT,
HATU,
TBTU/DNIAP,
and finally
a basic
hydrolysis
of the amino
acid ester
to the free
amino add:
No.
Structure
Name ESI4-
or ESI- 



45
o"_",..--,
IP a \ 0 0,
2-MethyI-24[
1-(2-
PhenOxy-ethO
xY)-
,aphthalene-
2-
carbonyp-arn
tno)-
ropionlc add
394.21  WO
20113/011041
19PCTAP20010
05576 128 46
.....---,,..
<-0,....._..
.-.."
t____..1
....,0 0HN-
o
2-Methy1-2-(
f3-(2-
?henoxy-etho
xy)-
Senzo[b]thio
rhene-2-
lit>OrlY11-a
rninol?ropio
nic acid
400.26   0  



47 i Cr--'-N
o *HN- ..--
o  OH
2-Methy1-243
-(2- 0
hellOXY-ethO
XY)- Sen
zo[b]thioph
ene-2-
=rbonylFamin
o)- butyric
acid 4142 48
--.- - i \
'----"-`-0
OS
1-fi1-(2-Phe
norythoxy)-n
aphthalene-2
-
arbonyfi-ami
nol-
clopent-3-
ecarboxyliC
ffcid -
16.15 49
so,,,-----.
00 



I HII o
y1-241-(
,3-(2-ethoxy
)-
aphthalene-2
-
rbonyll-amin
o)- . ulyric
acid 221 SD
------
1110140
i."."-0,1
14ior I -({1
-12-(4-FIL10
1"0-
henoxy)-etho
xy)-
aphthalene-2
-
rbonyll-amin
o).2-
ethyl-butyri
c acid 26.45
51 ck---'''o
110 o 0H
-({112-(4-Ch
lorohenoxy)-
ethoxy]-
aphthalene-2
-
rbonylyamino
)-2-
ethyl-propia
nic acid
28_09  



WO
E00S/1X10409
la/EP2007/00
5576 129 52
141
-(1-Mathyl-3
-
PhenYr-reoPo
xY)-
naphthalene-
2-
irbonYll-arn
in0i-
:yclopentane
carboxyli
acid 32.2
31 0o 00
53
2-0-Chlone-3
-(2-
?henexy-etho
xy)-
SenzoIbithio
phene-2-
ifbonyli-arn
Ino)-2-
rethyl-propi
onic acid
2.3-Dimethy1
-211-(1-
methy1-3-phe
nylropoxy)-n
aphthalene-
-carbenylj-a
mino
utyricacid-
- - 434.03
434.21 ----
o0 IP  



55 0'"--'00
01
2,4-Dimethyl
-24[1-(2-
Phenoxy-etho
zy)-
naphthalene-
2-436.5
sarbonyllemi
na}-
pentanoic
acid 56 K.
OH IMO H o
1-({142-(4-F
luoro-
ohenoxy)-eth
oxyl-
naphthalene-
2- 438.11
earbonyl}ami
no)-
ayclopentane
carbwryfic
ecid 57 r
-WI
-(2-(4-Fluor
a- SO
Q-------Dhen
oxy)-eltioxy
]-
aphthalene-2
-
00arbony1)-a
mince-2.3- 



.
imethyl-buty
ric acid
440.17
WUNIWOOM09WW
EIPMUMWM 130
58 o."."00
-.OH a
-({142-(4-Ch
lorophenoXy)
-ethoxy]-
aphthatene-2
-
arbonylFamin
o)-2-
ethyl-butyri
c acid 114
59 0 ox 001
H
9-({4-Chlore
-112-(4-
uortaphenoxy
)-
oxybnaphthal
ene-2-
rbonyli-amin
ey2-
methyl-propi
onic add 46
18 60
--..a"-----'
-o0 I 



01 s
-([6-Chloro-
3-(2- .
henoxy-ethox
y)-
i,er.zothiop
hcne-2-
arbonyll-arn
ine)-2-
ethyl-butyri
c acid - - -
- ' - -
48.03     61
-. r
41-(2-Phenon
a
thoxy)-napht
halene-2
artenylFamin
ol-2-
propyl-penta
noic add
50.24 62 Y f
., a
(1-12-(4-Huo
rc-.henoxY)-
ethoxYl-apht
halene-2-
-amino)-arni
no)-
etrahydro-th
iophene-carb
oxylic acid
4 6.08 12
n,C''------0
o I 7 isji
-([1-12-(4-C
hIcrohenoxy)
-ethoxylphth
alene-2-
rhonylyarnin
o)-2.3-
imethyl-buty
ric add
56.13
WO2NRIMOM9PC
TMP200710055
76 



131 64
0._...--.000
to a
2-(f4-Chloro
-1[244-
fluaro-pheno
xy)-
e,thoxyl-nap
hthalene-2-
carbony0-ami
no)-2-
-nethyl-buly
ric acid
60213 65
D"------'-oo
1 0
-(11-(2-Phen
oxyhoxy)-nap
hthalene-2-i
rbon4]-arnin
o)-
nclan-1-carb
oxylic acid
468.18 66
() .__
4114244-F111
mohenoxy)-et
hoxy]..
aphthalene-2
-
carbonyl)-am
ino)-
etrahydrorth
iopyran.4_
carboxylic
acid 70.14 _
87
e4{1-24-Floo
ro.henoxy)-e
thoxy]-
aphthalene-2
-
Lbonylyamino
)-2-
.hen-butydc
acid 



88.24 88  9
4{14244-Fluo
rophenoxy)-e
thoxy]..
naphthalene-
2-
rbonylyamino
)-2-
thyl-3-pheny
lropionic
acid 88.44
The
following
example was
prepared in
analogy to
example 4
via a
sequence of
a MiLsonobu
of a
suitable
(ortho-)hydr
oxy-arene-ca
rboxylic
ester with a
correspondin
g alcohol,
followed by
a basic
hydrolysis
of this
ester, and a
coupling of
the
resulting
acid 5 with
a
correspondin
g amino acid
ester using
coupling
reagents as
for example
WO
2008500409PC
LTP2007/0055
76 132
EDC/HOBT,
DIC/HOBT,
HATU,
IBTU/DMAP,
and finally
a basic
hydrolysis
of the amino
acid ester
to the free
amino acit
No. bucture
ame Ell 69
00 100 O. i
-Methyl-2-11
1-(1-
ethy1-3-phen
y1-
propoxy)-nap
hthalene-
rbonyll-amin
o)- butyric
acid 



20.22  5 The
followi g
example was
prepared in
analogy to
example 5
via a
sequence of
an
alkylation
of a
suitable
(ortho-)hydr
oxy-arene-ca
rbaarlio
ester with a
(2-bromoetho
xy)-
ter.butyldim
ethylsgane,
followed by
a basic
hydrolysis
of this esMr
preferably
with
potassium
trimethylsil
anoate, a
coupling of
the
resulting
acid with_a
correspondin
g amino acid
ester using
coupling
reagents
actor
example
EDC/HOBT, 10
DIC/HOBT,
HATU,
TBTU/DMAP, a
removal of
the
tert.buhyldi
methylsily1
protecting
group by
treatment
with
fluoride,
e.g. with
tetrabub4amm
oniumfluorid
e solution
in IMF, a
Mitsunobu
reaction of
the
deprotected
hydroxy
group and a
suitably
substituted
(hetero)arom
atic hydro'
group, and
finally a
basic
hydrolysis
of the amino
acid ester
to the free
amino acid:
15 No
[rupture ame
51or Est 71)
-,.--------,
0o II ..-'
411Hvito CH
-a142-(4-Plu
orohenoXY)-e
tboxY1-
naphthalene-
2- lbamo)-2-
carbonyin
ethyl-propio
nic ac '
12.14   



WO
211101/11004
09PCT/FP2841
7/005.576
133 71
"Cra--rt
-,0441,....w
.JC.ri o nfl
H
-({244-Metho
xyphen0X0-et
hoxY1-
aehthalene-2
-
aonyq-amino)
-2- rb
ethyl-propio
nic acid
424.14 72 a
c-----Th 00
o o
411-R-(5-Chi
an>
pyridin-3-yl
oxy)-
thoxyl-napht
halene-2-
arbony1}-ami
nn)-2-
ethA-propion
ic acid
429.16 73 a
or 



'-.----'o
o". o .
,_-({142-(3-
Chloro-4-
lunro-phe.no
xy)-
oxyl-naphtha
lene-2-446.2
1
1th:arbonyll
-amino)-2-
methyl-propi
onic acid
74
0,...,7,...,
0 41 0 a
-(.(142-(4-B
romophenoxy)
-ethoxylnaph
thalene-2-
carhonyfamin
o)-2-
methyl-prapi
onic acid
472.31
460.17 75 F
. ,....---.,
00 0 H 



II o
24{14214-Flu
ora-3-
uilluorometh
ylphenoxy)-e
thoxylnaphth
alene-2-
carbonyl)-am
ino)-2-
-nethyl-prop
ionic acid
76
a"--.---"-e
,-- o
2-(012-(2,4-
Dichlonophen
oxy)-ethaxyp
naphthalene-
2-
mrbony0-amin
o)-2-
methyl-propi
onic acid
59.02 61.03
dl-C1-
pattern)  WO
20118H141040
9PCT/FP2007/
0055,6 134
The
following
examples
were
Prepared in
analogy to
example 6:
No.
Structure
Name ESI+ or
SI- 77 



* a-------.9
140.1 o
2-Methyl-24[
1-(2-m
olyloxy-etho
xy)-
naphthalene-
2-
rbanyll-amin
o}.
aropionic
acid 08.07
78
40,..0.,..^.
..0 SO  0
a-I
24{1-p.(3-Fl
uor
?henoxy)-eth
oxylnaphthal
ene-2-
,arbonyll-am
lno)-2-
methyl-prapi
onic acid
12.D4 79 80
24{112-(2,3:
Dimethyl2hen
oxy)-ethoxy]
-
naphthalene-
2-
-arbonyI)-am
ino)-2-
Methyl-propi
onic acid I
142205  50
it 



2-(012-(2,4-
Dimethylphen
oxy)-othoxyf
.
naphthalene-
2-
mrbonyI3-ami
no)-2-
methyl-propi
onic acid
422.07 131
,'-- -N--
!..
---.....,  0
2-012-(3-Met
hoxy2hen0xy)
-ethoxy1-
naphthalene-
2-
rbony1)-amin
o)-2-
methyl-propi
onic acid
424.06  WO
2008/01X1409
PCTTEP21107/
005576 135
82 - 40 II
o
-(11-I2-(2-M
ethexy-henox
y)-ethoxyl-a
phthalene-2-
adDOnY0-anli
n01-2-
ethyl-propio
nic acid
24.06 83 1 



P4(1-12-(3-C
hloro.
henoxy)-etho
xylaphthalen
e-2-
tbonyPramino
)-2-
ethyl-propio
nic acid
28.01 84 0
IP o o _
-((1-[2-(2-C
hloro-
henoxy)-etho
xy]-
aphthalene-2
-
arbonyI)-arn
ino)-2-
Ihyl-propion
ic acid
28.02 85  0
,
-(042-(3,4-D
ifluore
henoxy)-etho
xy]-
aphthalene-2
-
mrhonylyamin
o)-2-
eMS4-PrePian
i acid 30.03



86 SO
Q'..-----
1100 H CIA
,-((142-(3-I
sopropyl-.he
noxy)-eth0xY
l-naphthalen
e-2-
arbany1}-ami
no)-2-
ethyl-propio
nic acid
36.07 87
kr"--00
..,..--  LHI
-({1-12-(2-l
sopropylheno
xy)-ethoxyl.
naphthalene-
2-
-:rbonyll-am
ino)-2-
ethyl-propio
nic acid
5.09  CO
200S111(1044
J9PC11122011
710415576
136 813 0
a'-----T-, l



2-R142-(3-Ch
loro-5-
fluoro-pheno
xy)-
sthoxyhnapht
halene-2-
rbonylharnin
O)-2-
methyl-propi
onic add
445.97 89 a
is 1400
2h(14242-Chl
ora-4-
luoro-phenox
y)-
ethoxyhnapht
halene-2-
=rbonyp-amin
oh2-
methyl-propi
onic acid
446 90 101
N------'
1100 o 0
-Methyh2-({1
42-(4-
iifluorometh
ylahenoxy)et
hoxyh
naphthalene-
2-
mrbanylhamin
o)-
)ropionic
acid_
12-((142-(2,
3-Dichloroah
enoxyhethoxy
lnaphthalene
-2-
carbonylh
amino)-2-
methyl-propW
nio acid
2-al-[2-(2.6
-Dichloro-
phenoxy)-eth
ozyjnaphthal
ene-2-
rarbonylhami
noh 2-
methyl-propi
onic acid
62.01 461.95
463.96 



di-CIum, Pa'
461.96
463.95
di-CI- _.,
2at'1"/ 91
92       93



0
-({112-(3,5-
Dichlaioheno
xy)-elhoxyja
phthalene-2-
p-amino)-2-
ethyl-propio
nic add
461.97
463.96di-CI-
pattern) 2'
WO
2008/00N09PC
MP2007/00507
6 137    The
following
examples
were
prepared in
analogy to
example 7:
1No.[Structu
re  Name Bil
95 7Th 1/41,
-t.9 



1-1
-(2-Imidazol
-1-yl-
hoxyynaphtha
lene-2
carhonyli-am
ino}-
clobutanecar
boxylic id
'80 6 96 o
Ar. cm
1-Phenethyle
xyaphthalene
-2- -a
rbonyh-amino
]-
ctobutanecar
boxylic cid
90.2 97 ct
1-([1-(2-Cyc
lahexylthoxy
ynaphthalene
-2 arbonylf
arnino)-
olobutanecar
boxylic acid
'96.22 98
L.7a C-
1-111
-(2-Piperidi
nitylthoxy)-
naphthalene-
2
tbOnYll-amin
o)- '
ciebutanecar
boxylic cid
397.2
WONOM100409P
CISVA0710055
76 138 T
1-U143-Pheny
l-propoxyyna
phthalene-2-
carbony0-ami
no)-
syclobutanec
arboxylic
acid 



40421 100
,-.<,e-
!,.,,,?'.
lethoxy)-nap
hlhalene-2
141-(2-Pheno
xyzarbonyll-
amino)-
zyclobutanec
arboxylic
acid 406.18
101 ---
1-({1-(2-(4-
Fluoro-
0...i.,
PilerlY1)-el
boxY1-
naphthalene-
2-
zarbony0-ami
no)-
CarLF-S-M:',
_cyclobcrlan
ecarboxsdic
acid 408.18
_ - 102
1-([4-Chloro
-1-(2-
midazol-1-y1
-ethoxy)-
naphthalene-
2-
;arbony0-ami
no)-
zyclobutanac
arbowlic
acid 414.1
-(04244-Chim
p- -
aheny0-ethox
yl103
naphthalene-
2- 



mrbony0-amin
o)-
syclobutanec
arboxylic
acid 24.15
WO
2008/M409PCI
TP1007/11055
76 139 04
14(4-Chlore-
1- ci
phenethybxy-
aphthelene-2
-
arbony1)-ami
no/-
yclobutaneca
rboxylic
acid 424.16
105
14{1-R-(4-F1
00m- 1,
henmyethoxyy
naphthalene-
2-
carbonyu_ani
no
pyclobutanac
arboxyic
cicl 424.17
106
-({143-(4-Ch
loro-Phanyl)
-PrePexYl-ap
hthatene-2-
carhonyq-amm
o)-2-
ethyl-ammoni
a acid
426.21 430
22 107 a 



114-Ghlorn-1
-(2-
cbheryl-etho
xy)-
aphthalene-2
-
rbonyg-arnin
aj-
cycLabutanec
arboxyfic
add  108
1-I4-Chloro-
1-(2-
iperidin-1-0
-ethoxy)-
aphtlialene-
2-
rbony1]-amin
o}-
clobutanecar
boxylic cid
431.15  WO
2008.'000409
140 109
tcarbonyfyam
ino]-
-Ethy1-2-K1-
-
henethyloxya
phthalene-2-
I exanoic
acid 43427
10 9 C_
C1)'jArc"
1-([4-Chlaro
-1-(3-
henyl-propox
y)-
aphtlialene-
2-
arbonyg-amin
o)-
yclobutaneca
rboxylid
8.17  9 C .
o 



.
1-(14-Chloro
-1-(2-
henoxy-ethox
y)-
aphthalene-2
-
rbonylbamino
)-
clottutaneoa
rboxyli cid
112
a,-111-(2-Cy
clohexyl1,
thoxy)-napht
halene-2-
.---
rbonyll-amin
o)-2-
yl-hexanoic
acid 40.25
113
1-(14-Chbro-
1-12-(4-
uoro-phenyI)
-ethoxylnaph
thalene-2-
arbanylyamin
o)-
ycbbutaneear
boxylic cid
2  WO
2008/100409P
CT/EP2007100
5576 141 114
4[4-ChlonD-1
-(3-
ohexyl-propo
xy)-
aphthalene-2
-
rboriy/Famin
o)-
obutanecarbo
xylic id 24
115 16 _ . 



P
-Methyl-2-((
142-
naphthaien-2
-yl0xy)-
oxy]-naphtha
lene-2-
rbony1)-amin
o)-
ropionic
acid 4429
L..Q e
Ethy1-241-(3
-phenyl-
ropmryynapht
halene- 8.23
e
-carbonyll-a
mino)-
hcxannic
acid. __ 117
(-2 'r.:
r.r-in "Al e
-Ethy1-2-{[1
-(2-
henoxy.thoxy
)-
aphthalane-2
-50.26
arbon0I-amin
ol- xanaic
acid 118
P-Ethy1-2-({
14244-
uoro-phenyl)
-ethoxyl
naphthalene-
2-
arbonyij-ami
no)- exanoic
acid 452.27



WO
200&11111141
19PCILLPA107
/041/45576
142 119
: az)
juci,-/
2-([1-(3-Cyc
lohexyl-prop
oxy)-naphtha
lene-2-carbo
ny1bamino)-2
-
thyl-hexanoi
c acid 54.31
120 'La C .
1-((4-Chlora
-14244-
hbro-phellY1
)-OthoxYl
naphthalene-
2-
carbonyI)-am
ino)-
cyclobutanec
arboxylic id
58.15 121 ,
Ili? f )1.
PC
1-({4-Chbro-
1-[2-(4-
uera-phenoxy
)-
oxyl-naphtha
lene-2-
lobonY11-arn
ino)-
carbolic
llutanexy
thi 8.15 122
, 



eCtylic,.(c.
-Ethyl-24114
244-
uoro-phenoxy
)-
thoxyynaphth
alene-2-488.
2
arbonylbamin
o)- 'canal
acid  123
.I..
-((142-(4-Ch
loro-
henoxy)-etho
xy]-
aphthalene-2
-
rbonylyarnin
o)-2-
thyl-hexanoi
c acid 84.18
WO
2008/000409P
CT/EP2007100
5576 143
1-((4-Ghloro
-14244-
shlorophenox
y)- 74.12  



ethoxyknapht
halene-2-
78.13 124
rarbonyl}ami
no)- diel-
cyclobutanec
arboxylic
acid )  The
following
examples
were
prepared in
analogy to
example B:
No. ructure
tonom-Name
ESIt  or
ESI- 37Bi2
125 III
5)-241-(3-Ph
enyl-oPcxY)-
naPhthaleno
carbonylf-am
ino}
ropionic
acid  126 



Cc_--in. OS
iIler
Methyl-24(1-
henethylo,4f
aphthalene-2
-
rbonyI)-amin
o]- op ionic
acid c713 2
127 omi.e
Ciiiiiiiii--
iii--oo
(S)-2-1[1-(3
-Pyridin-2-
1-aralDoxien
aphthalene-2
-
rbony1]-amin
o)-
ipropionic
acid '79.2
12B lir-
\i-11-
-Methyl-2[(8
-
henethyloxye
inoline-7-ca
rbony1)-
iiminciFprop
ionic acid
4791 129 0o
I11\ o  0'
Melhy1-2-{[1
-(2-
syridin-2-Yk
othexieaphth
alene-2-
rbonyli-amin
o)- PiOnic
acid 79.2
WO
200810011409
PCT/E.P21107
/110576 144 



130 c.,
R)-2-({1-[2-
(4-Fluorohen
y1)thoxyl-
aphthalene-2
-'52.16
rbanyI)-amin
e)-
propionic
acid  131  I
-(I1-(3-Pyri
din-414-
propoxy)-nap
hthalene-car
bonylEamino)
-
yclopropanec
arboxyl cid
1.2 132 opt
CrTa511-111-
1(
S)-2-1[1-(1-
Methy1-3-
phenyl-propo
xy)-
naphthalene-
2-
arbonyll-ami
noy
sreplonic
acid 392.19
133 



_.. a..
0,--,
S)-3-Methy1-
24(1- .
henethylexya
phpalenet2T.
arbonyI)-arn
inolutyric
acid 922 134
0.--I7.-----
t
',Methyl-241
143-
yridin-4-yl-
prop0ory)-
aphthalene-2
-
artanyli-arn
ino)-
propionle
acid 93_2
135
--------oo
11j 0 o
.-mothyl-241
-(3-
.yridin-3-y1
-Pron0xY)-
naphthalene-
2-
rbanyli-amin
e)-
ropiccic
acid 93.2 



0,_, cry"
jyri
94(1-12-(4-F
luara.henyI)
-ethoXYIapht
haIene-2-
arbonylyamin
e)-2-
ethyl-propio
nic acid
96.17 137
Cl-o 110 b
-([1-(3-Cycl
ohexyF
repoxy)-naph
thalene-
-carbOnYa-ar
nin01-2-
Methyl-pltip
lOrliC acid
498.2
201M/01M1409
PCIfErS10714
105576 145
138 1
11)11-(1-Met
hy1-3-
henyl-propox
y)-
aph-thalene-
2-
!lcarbonyll-
amino)-
pycloprcpane
carboxylic
Sd 



04.2  139
0..----.Q.Th
uTo L. .-.
Iltri-lt '''
28,38)-3-Met
hy1-21(1-
henethyloxya
phthalene-2-
cntanoicid
406.2 140
(..>----/-1-
0  - t, i-
jpropionie
2-Methyl-24[
1-(1-
piethyl-3-ph
enyl-
jaropoxy)-na
phthalene-
2-carbonyli-
amino)- acid
2-Methy1-246
-(1-
-neihyl-3-ph
enyloronoxy)
-quinofine-7
1
rbonyl/-anti
no)-
2ropionic
acid 406.26
407.2  .  



142 tj 1010
(S)-3-Methy1
-24[1-(2-
ohenoxy-etho
xy)-
naphthalene-
2-
rbonyn-amino
)- butyric
acid 408.2
22.2 143 ..,
In'
(28,3S)-3-Me
thy1-2-0-
2-phenoxy-et
hoxy)
naphthalene-
2-
rbanyll-amin
o)-
entanoic
acid
.....,,-....
.,-* a 



26,38)-3-AAe
thy1-24[1-
(1-methyl-3-
phenyl-
ropoxy)-naph
thalene-34.3
2
-carbonyI)-a
mino)-
ntanoic acid
WO
2008/00.409P
CTIEP2007/00
5576 146 145
" . I .00
S)-2-1(1-Phe
nethyloxyaPh
thalene-2- -
rbony1)-amin
o]-3-
henyl-propio
nic acid
4[1-(1-Melli
y1-3-
henyl-propox
y)-
naphthalene-
2-
rbonyg-amino
}
clohexarteca
rboxyfic cl
-k7 40.2 146
147 , 0-"   



eiRAL
(S)-2-al-(2.
Phenoxythoxy
)-naphthalen
e-2-456
arbonylkamin
o)-3-
henyl-propio
nic acid   -
148- -
2-Methy1-2-.
([4-(1-
methy1-3-phe
nylPraPoxY)-
7-
trifluaromet
hyl-quinolin
e-3-carbonyg
-amino)-prop
ionic acid .
149 ,..
(S).3-(4-Flu
oro?henyl)-2
-{I1 -(1-
methy1-3-phe
nylpropoxy)-
naphthalene-
2-carbonyll-
amino}-
propionic
acid 486-3
150 ...
(S)-2-[(1-Ph
enethyloxyna
phthalene-2.
carbonyl)-am
ino]-
?ropionic
acid 3862
(M+H-F22)
151
0---_---..oi
(R)-2-1(1-
henethyloxya
phthalene-2-
arbony1)-ami
no]-
ropionic add



386.2
(M+H+22)  WO
2008000409PC
ILEP20117100
5516 147 152
CI.. L
.-----_----.
., . (R)-24f
143-Phenyln-
opoxyynaphth
alene-
-carbonyI]-a
mino)-
ropionic
acid 00.2
Mi+1+22) 153
a"........--
", ....
-Methy1-241-
(4-
henyl-butoxy
)-
naphthalene-
2-
carbonyg-arn
ino)-
ropionic
acid 6.2 154
cii...L Ow 0
, o c:el' 



5)-2-Q144-Ph
enyl-
utoxyynaphth
alene-2
rbony13-arni
no)-
ropionic
acid 14.2
Mi-H+22)
a.---------o
o,._ N.--r
(R)-24[1-(4-
Phanylp.utox
y)-naphthale
ne-2
arbonylj-ami
no)
propionic
acid 142 - -
Mi-H-F22)
156
R)-24[141-Me
thy1-3-
hen14-PrOP02
qr)-
aphthalene-2
-
rbonyll-amin
o ropionic
acid 14.2
M+H1-22) 157
-Methy1-24[1
-(3-
*Yridin-2-YI
-PrPw*
aphthalene-2
- 



rbonyl}amino
)-  pionic
acid 415.2
KM+I1+22)
158
0-([1-(1.1-D
imethy1-3
hoc14-ProPcx
Y)-
aphthalene-2
-
rbonyl]-arni
no}2-
ethyl-propic
nic acid  22
MitH-22)  WO
201181fl1011
191'C' V
/FP2110
711105576
148 159
0-------t
.1/4).We
..1.
e-[(4-Bromo-
1-
henethylmcy-
aphthalene-2
- .-
rbonylparnin
o]-2-
ethyl-propio
nic acid 56.
58.3 2,--
attem) 



160 ...., .
0.----, .
Sj-3-(4-Fluo
roiheny1)-2-
[(1-
henethyloXyn
aphthalene-2
-
carbony1)-am
ino]-
ropionic
acid 58.3
161 F,
b-Methy1-2-(
042-(3-
ifluoromethy
l-phenyp-
thmofroaphth
alene-2-
carbonyl)-am
ino)-
ropionic
acid  8 3 -
(MtH+22)
162- ---`0 .
a1
cariHr\-r-
-({142-(3-Br
omo-
.henyl)-etho
xyl sP--
hthalene-2
rbonyp-amino
)-2-
methyl-propi
onic acid 78
80 All H 22
Br alio n) 



163
0-------1-.a
O. "j%('
-CH-Brame-1-
(1-
thy1-3-pheny
l-
ropoxy)-naph
thalene-
-carbonylkam
ino1-2-
ethyl-propio
nic acid 4 t
03I  Item
164 p...
(CWr
S)-3-(4-Fluo
rodiany1)-24
1-12-
henoxy-ethox
y)-
aphthalene-2
-
rbonyli-amin
olopionic
acid   The
following
examples
were
prepared in
analogy to
example 12
via a
sequence of
a
Sonogashira
coupling of
a suitable
alkyne with
24(1-bromo-n
aphthalene-2
-carbonyl)-
amino]-2-met
hyl-propioni
c add methyl
ester and a
subsequent
ester
hydrolysis:
150
200S/0004042
007/0056,6
149 No
Posture ame
ESI+ or ESI-



166 x (1 1.
-AAethyl-2.-
g1-(3-
henoxy-arop-
1-ynyn-aphth
alene-2-
rbony8-amino
l-  opionic
acid   166
x-Methyl-24[
1-(5-
henyl-pent-1
-ynyI)-
naphthalene-
2-
rbonylyamino
)-  anionic
acid 00.18
The
following
examples
were
prepared in
analogy to
example 13
via a
sequence of
a
hydrogenatio
n of a
suitable
alkyne and a
subsequent
ester
hydrolysis:
5 _ No.
.tructure
ame ESI+ or
St- 167 ' 



x-Methyl-2-(
[1-(3-
henoxY-FoOYD
aphlhalene-2
-
arbonVU-amin
o)-
ropionic
acid c92.16
168
-Methyl-24(1
-(Sphenyl-pe
ntyI)-
phthalene-2-
rbonyllamino
lropionic
acid 404.15
The
following
enentiamers
were
obtained
after
separation
of the
racemates by
preparative
RPM using a
Waters
Alliance
2695 system
with chiral
colums and
solvent 10
matures at a
flow rate of
1 mVmin as
given in the
following
table.  'WO
200B/1101/40
9PCT,EP2007/
01).5. 76
150 rExp.
No.
Structure of
racemate
Conditions
of
separation
No. of
reran-
flamer RI
[mini % as
169 



,,,"1 0
114-43
a71-1:-. r
Chiralcel OJ
25 0 x 4,6
mm;
heptane/E104
1/ Me0H
15/1/1 4 0.1
%TFA 1 7.6
>98 170   2
10.9 >98 171
(jyx,0 i
Chu-Weak
AD-FI 2m5n01
x
4.6tanefEto
, heP H/
Me0H 1511/1
+0.1 % TFA 1
98 



498 172   2
12.0 87 173
I cl--- y"
Chirakkal
OD-H 25 0 x
4,6 mm;
heptanelEt0H
/ Me0H
25/1/1 0.1 %
TFA 1 8.1
>98 174   2
94 94 175 _.
176 



r-, 44.44
,:x?rv y4
Chiracel Cl
250 x4.6.mm.
heptane/Et01
-1/ Me0H
15/1/1 *0.1
% TFA 1 10.1
>913    2
13.1 93
The
following
examples
were
prepared in
analogy to
example 1
via a
sequence of
a counting
of a
suitable
(ortho-)hydr
oxy-arene-ca
rboxylic
acid with a
correspondin
g - 5 amino
acid ester
using
coupling
reagents as
for example
EDC/HOBT,
DICIHOBT,
HATU,
TBTU/DMAP,
followed by
an
alkylation
reaction to
attach a
suitably
substituted
alkylating
agent to the
aromatic
hydroxy
group and
finally a
basic
hydrolysis
of the amino
acid ester
to the free
amino acid:
10  WO
2008/01x1409
PCT/EP2007/0
05576 151  



Structure
Name ESSIII
or 177
CryL)1?/-lor
n" "
-({4-Fluoro-
1-[2-(3-
uoro-pheny1)
-ethondnapht
halene-2-
.rbonA-amino
)-2-
methyl-propi
onic acid
41415 178 19
.
4[4-Fluoro-1
-(4-
phenyl-butox
y)-
aphthalene-2
-
arbonyli-ami
no)-2-
methyl-propi
onic add
424.25 179
Cl:L` Ll- -
PIN  ({4
Fluoro-1 [2
c2
uoro-phenowy
)-
thoxyknapMha
lene-2,430.1
8
nrtonya-amin
o)-2-
methyl-propi
onic acid --
100 a 0
-({1-12-(4-C
hlonr
iDhenylyetho
xy]-4-
Muoro-naphth
alene-2-
tcarbonylyam
ino)-2-
methyl-propi
cctic acid
30.13 



113
({1-Fluoro-1
-[3-(2-
uoro-phenoxy
)-
roam/A-napht
halene
-carbonyrj-a
mino)-2-
?<CD"
.0ethyl-prop
ionic acid c
444.20  Vo 0
2008/009409P
CISP2007/005
576 152 The
following
example was
prepared in
analogy to
example 2
via a
sequence of
a coupling
of a
suitable
(ortho-)hydr
oxy-arene-ca
rbmdlic acid
with a
correspondin
g amino acid
ester using
coupling
reagents as
for example
EDC/HOBT, 5
DIOHOBT,
HATU,
TBTLEDMAP,
followed bye
Mitsunobu
reaction of
a suitabh/
substituted
allcohol
with the
aromatic
hydroxy
group and
finally a
basic
hydrolysis
of the amino
acid aster
to the free
amino acid:
Structure
Name 51-for
SI- 1154 F
00 soup.
2{(1-f2,2-Di
fluoro-2-(4-
fluoro-pheno
xy)-
athoxyl-naph
thalene-2-
mrbonynramin
o)-2-
methyl-propi
onic add
48.14  



10 The
following
example was
prepared in
analogy to
example 3
via a
sequence of
an akylation
of a
suitable
(ortho-)hydr
oxy-arene-ca
rboxylic
ester with a
correspondin
g akylating
agent,
followed by
a basic
hydrolysis
of this
ester, and a
coupling of
the
resulting
acid with a
correspondin
g amino acid
ester using
coupling
reagents as
for  WO
200/001411.9
PM/F.1'21107
/0yu '7,6
153 example
EDC/HOBT,
010/HOOT,
HAT!),
TBTU/DMAP,
and finally
a basis
hydrolysis
of the amino
acid ester
to the free
amino acid:
No. tructure
ESI+ or
NameESI- 185
0 *0 c,
3-([1-12-(4-
Fluoro-phenc
ow)-ethoxyln
aphthalene-2
-
..-...arbcew
I)-amino)-
,etrahydro-f
uran-3-
uarboxylic
acid 440.05
5
Preparation
of
intermediate
s:
4-Fluoro-1-h
ydroxynaphth
alene-2-carb
oxylic acid
10 a)
4-Fluoro-nap
hthalene-1-c
arbaldehyde 



19.9.9
Dichlorometh
yl methyl
ether and
45.7 g fin
chloride
were
dissolved in
70 ml
dichlorometh
ane. The
solution was
cooled to +5
C and 20.0 g
fluoronaptha
lene in
dichlorometh
ane (49 ml)
was added
over a 60
min period,
while
keeping the
temperature
at St. The
reaction was
brought to
room
temperature
after the
addition. 15
After 4 h
the reaction
was quenched
by slowly
pouring it
into an
ice/water
mixture.
This mixture
was stirred
for 15 min
and left
standing
overnight.
The
dichlorometh
ane layer
was washed
with water,
dried
(sodium
sulfate),
tittered
through
',elite and
concentrated
in cacao to
obtain 24.09
of
4-fluoro-nap
hthalene-1-c
arbaldehyde
as an off
white solid.
20
b)4-Fluere-n
aphthalen-1-
ol 23.3 g of
4-fluoro-nap
hthalene-l-c
arbaidehyde
were
dissolved in
200 ml
diohlorometh
ane. 65.9 g
MCPBA was
added neat
in portions
over a 15
min period,
WO
20POPCIIEP20
07/0055 76
154 70 ml
additional
dichlommetha
ne was added
and the
reaction was
stirred
overnight at
ambient
temperature.
Then, the
reaction
mixture was
filtered and
the solid
was washed
with
dichlorometh
ane. heptane
was added
and the
mixture
filtrated
several
times, then
the combined
filtrates
were
concentrated
and taken up
in ethyl
acetate.
This was 5
shaken with
10% sodium
thiosulfate
(1110 m1).
The organic
layer was
separated,
washed water
and brine,
dried over
sodium
sulfate,
filtered and
concsitratec
l to yield
27.3 g of
the formate
ester as a
viscous oil,
which was
dissolved in
Me0H (80
ml), treated
with KOH
(7.5 g) In a
methanol
solution (30
ml) for 15
min at 5 'C
and was then
left
stirring at
ambient
temperature
for 3 h,
before the
solvent was
removed in
vacuo. 10
The
resulting
oil was
treated with
ON HC1(40
ml) b obtain
a pH of 2-3.
Water (60
ml) was
added) and
the aqueous
phase was
extracted 3x
with ethyl
acetate (35
m1). The
extracts
were washed
with water
(2x20 ml)
and
concentrated
to yield
23-79 of 4-
fluoro-napht
halen-1-401,
which was
used without
further
purification
. 15
c)4--Fluoro-
1-methorynap
hthalene
21T7 g of
4-Fluoro-nap
hthalen-1-ol
were
dissolved in
250 ml
acetone.
39.0 g of
potassium
carbonate
and 14.6 ml
dimethyl
sulfate were
added at
room
temperature.
The reaction
was placed
under
nitrogen and
stirred for
T2 h. The
mixture was
filtrated,
the solid
washed with
acetone, and
the filtrate
was
concentrated
to a viscous
oil, which
20 was taken
up in ethyl
acetate.
This was
washed with
water and
with brine,
dried over
sodium
sulfate,
filtered
through
celite and
concentrated
. The
resulting
oil was
distilled
using a
Kugelrohr-ap
paratus,
yielding
11.4 g of
4-fluoro-1-m
ethoxynaphth
alene. d)
4-Fluoro-1-m
ethoxynaphth
alene-2-carb
aldehyde 25
5.25 ml of
dichlorornet
hyl methyl
ether were
dissolved in
40 ml
dichlorometh
ane and
cooled to +5
'C. 6_75 ml
tinglOchlori
de were
added neat
over 45 mm
to the
solution.
After the
addition the
mixture was
stirred for
45 min at 5
C.11.4 g
4-fluoro-l-m
ethmwnaphtha
lene in 30
ml
dichbrometha
ne was added
over 1 h.
Then the
cooling bath
was removed,
and the
mixture was
stirred for
2h at
ambient
temperature.
It was then
30 poured
into
ice/water.
The
dichlorometh
ane layer
was
separated
and the
aqueous
phase was
extracted
with
dichlorometh
ane. The
combined
dichlarometh
ane layers
were washed
with water,
dried over
sodium
sulfate,
filtered
through
celite and
we
2008/1100409
PCTIEP200711
105576 155
concenhated
in vacua.
The residue
was treated
with pentane
to yield 9.3
g of
4-fluoro1-ni
ethoxynapMhs
lene-2-carba
ldehyde as a
brown solid.
e)4-Fluoro-l
-methoxynaph
thalene-2-ca
rboxyfic
acid 



5 93g of
4-fluoro-1-m
ethoxynaphth
alene-2-carh
akiehyde
were
dissolved in
100 ml of
acetonitrile
. 2.1 g
sodium
dihydrogenph
sophate
monohydrate
in 10 ml of
water were
added,
followed by
the addition
of 9.5 ml
hydrogen
peroxide
(30%). 8.9 g
sodium
chlorite,
dissolved in
20 ml water
were added
dropwise
while
maintaining
an internal
temperature
between 5 C
and 15 C.
The reaction
was Men
allowed to
come to room
10 temp over
2.5 h. The
precipitated
solid was
filtered
with
suction, and
the solid
was washed
with water,
and dried in
vacuo at 40
C to yield
949 of
4-fluoro-1-
melhoxynapht
halene-2-car
boxylic
acid. The
filtrate was
treated with
60 ml of
cold 10%
aqueous
sodium
bisulille
solution_
The aqueous
layer was
extracted
with ethyl
acetate. The
combined
organic
layers were
washed with
water and
brine. The
organic
layer 5 was
washed with
0.2 N NaOH
Wee. The
washes were
acidified
sdh 6 N HCI
to pH 3,
whereupon
crystallizat
ion
occurred.
The
precipitatin
g product
was
filtered,
washed with
water and
dried in
vacuo at 40
C to yield a
second batch
of 1.0 g of
4-ftuoro-1-
methoxynapht
halene-2-car
boxyfic
acid. 20 0
4-Fluoro-1-h
ydrcownapMha
lene-2-carbo
xylic acid
To 10.1 g
4-fluoro-1-m
ethoxyraphth
alene-2-carb
oxylic acid
55 ml
HBrMOAc were
added and
the mbeture
was stirred
and heated.
After 30 mm
at 60 C
another 7.5
ml of
bBr/HOAc
were added,
and after an
additional
30 min at 80
C the
mixture was
cooled to
ambient
temperature
and left
standing
overnight.
The reaction
was then 25
poured into
ice/water
and the
precipitated
solid was
filtered and
washed with
water,
followed by
1% ether in
heptane and
then by
heptane. The
solid was
dried in
vacuo at 40
C to yield
7.7g
4.11uoro-1-h
ydroxynaphth
alene-2-carb
oWic add.
C11H7F03
(206.18),
LCMS:
(ESI'):
207_2 (MH+).
30
4-Chloro-1-h
ydroxy-napht
halene-2-car
boxylic acid
IN 0
2008/1.10041
19PCT/5P2007
/005576 156
ci To a
suspension
of 30.0 g
1-Hydroxy-na
phthalene-2-
carboxylic
acid in 600
ml
chloroform a
mixture of
14.9 ml
sulfuryl
chloride and
20 ml
chloroform
was added
dropwise.
After
stirring the
reation for
8 h at room
temperature
the
precipitated
product 5
was isolated
by
filtration,
washed with
dichlorornet
hane and
recrystalliz
ed from
isopropanot/
weder to
yield 25.1 g
of
4-chloro-1-h
ydroxy-napht
halene-2-car
boxylic acid
as oft-white
solid_
1H7C103
(22283, LCMS
(881):
223.00
(MH+). 10
4-8romo-1-hy
droxy-naphth
alene-2-carn
oxyfic add
Br To a
solution of
2.50 g
1-4nydroxy-2
-napnthoic
acid in 50
ml
chloroform a
solution of
0.68 ml
bromine in 5
ml
chloroform
was added
dropwise.
After 16 h
the reaction
was
concentrated
to yield
3.40 g
4-bromo-1-hy
droxy-naphth
alene-2-carb
oxypc acid.
15 C11H7BrO3
(267.08,
LCMS (ESI):
288.95
(MH+). The
following
intermediate
s were
prepared in
analogy to
the
preparation
of Example
1, step a)
(21(4-8mmo-1
-hydroxy-nap
hthalene-2-c
arbony1)-ami
nol-2-rnerth
yl-propionlc
acid methyl
ester) from
the
correspondin
g
1-Hydrox6f-n
aphthalene-2
-carboxylic
acids 20 and
the
correspondin
g
alpha-amino
acid methyl
or ethyl
esters: 
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2003/000409R
CMP200710055
76 157
C16H14F3N04
(341.29),
LCMS (ESI):
342.35
(MI-0-).
2-1(1-Hydrox
y-naphthalen
e-2-carbonyl
)-aminol-but
yric acid
ethyl ester
5   C17H1004
(301 35),
LCMS (ESI):
302.08
(MH+). (S) 2
[(1
Hydroxy-naph
thalene-2-ca
rbany1)-amin
o}3-methyLbu
tyric acid
methyl ester
10 C17H19N04
(301.35),
LCMS (ESI):
302.21
(MR.).
(R)-2-1(1-Hy
drmry-naphth
alene-2-carb
ony1)-amino]
-3-methyl-bu
Wric acid
methyl ester
\ / rr-r
C17111004
(301 35),
LCMS (551):
302 17
(MH*). 15
2-Ethyl-2-[(
1-hydro-napM
halene2-carb
ony1)-amino]
-hexanoic
acid ethyl
ester   
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2008/000409P
CI15P2007/00
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02.0-127N04
(357.45),
LCMS (ESI):
358.21
(MI-11-).
14(1-Hydroxy
-naph-thaten
e-2-carbonyl
yaminoycyclo
butanecarbmw
lic acid
ethyl ester
5 C18hl19N04
(313.38),
LCMS CEBU:
314.12
(MEI.),
14(4-Chloro-
l-hydroxy-na
phthalene-2-
carbony1)-am
inel-cYclobu
tanecarboxyl
ic acid
ethyl ester
a CI
81-116CINO4
(347.8D),
LCMS1E$1):34
8,05
C161-116FN04
(305.31),
LCMS:
(ESI+): 306
11 (MEI+)
24(4-Fluora-
1-hydroxy-na
phthalene-2-
carbonye-ami
no)-2-methyl
-butyric
acid methyl
ester OH 0
C171-118EN04
(319 34),
LCMS' (ES11:
320.12 (MN')
WO
MOSM0409POW:
1"007/010574
159
1-[(4-Fluoro
-1-hydroxy-n
aphlhalene-2
-carbony1)-a
rnino]-cyclo
pentanecarbo
xylic acid
methyl ester
C1 alfieN04
(331.35),
LCMS:
(BSI").
332.1 (MHt).
5
Determinatio
n of CXGR2
inhibition:
Galciurn
Fluorescence
Assay
(FLIPR) The
assay is
based on the
detection of
intracellula
r calcium
changes
detected by
the
selective,
calcium-chel
ating dye,
Flue-4
(Molecular
Probes). A
large
fluorescence



10 intensity
increase is
observed
upon calcium
association
with Fluo-4.
The dye is
delivered to
the cell
interior
using an
acetoxymethy
lester form
of Fluo-4,
where the
intracellula
r esterase
activity
results in
the charged
alaecres
being
released and
trapped
within the
cytoplasm of
the cell,
hence,
influx of
calcium to
this
cytoplasmic
pocket, via
release from
intracellula
r pools and
the
phospholipas
e C cascade
can be 15
detected_ By
co-expressin
g the CXCR2
receptor and
the
promiscuous
Gala
protein,
activation
of this
chemokine
receptor is
directed
into this
phosphollpas
e C cascade
resulting in
intracellula
r calcium
mobilization
. The CHO-K1
cells stably
transfected
with human
CXCR2 and
the
promiscuous
0.16 protein
were
maintained
in a log
phase of
growth at
37C and 5%
CO2 in the
following 20
media:
Iscove's,
10% PBS, lx
Penicillin-S
treptomycin,
400 ug/mL
g418 and 350
p.g/mL
Zeocin.
Approximatel
y 24-46
hours prior
to the
assay,
20,000-30,00
0 cells/well
were plated
onto a
95-well
black/clear
bottomed
assay plate
(Becton
Dickinson)
with a well
volume of
180 pl. For
dye-loading
the culture
medium was
carefully
removed and
replaced by
100 pl/well
dye solution
(4 pM Fluo-4
in 135 mM
Ned, 5 mM
KCI, 1 mM 25
magnesium
sulphate, 5
mM glucose,
20 mM hepes,
2.5 mM
probenecid;
p11 7.4).
Cells were
incubated
for 1 h at
37C, and
then washed
3x with
buffer.
After
washing 90
pl
buffedwell
were left
Increasing
concentratio
ns of
compound was
added in 45
pl buffer
(4x
concentrated
) followed
by 10 min
incubation
at 3720.
Then the
chemoldne
(10-100  WO
3005/000409P
CIAT20771005
576 160 nM)
was applied
in 45 pl
buffer (4x
concen1rated
) and the
measurement
performed
for 2 min_
The 1050
value of a
compound was
determined
by
calculation
of %
inhibition
of total
calcium
response to
the
chemokine. 5
Compounds of
this
invention
exhibit
activity in
the
CXCR2-calciu
rn
fluorescence
(FLIPR)
assay in a
range of
about 0.01
nM to 30000
nM. Some
compounds of
the
invention
may
additionally
exhibit
activity as
modulators
of CXCR1 and
CX3CR1. 10
Determinatio
n of CXCR2
inhibibon:
Calcium
Fluorescence
Assay
(FLIPR)
CXCR2
inhibition
tar selected
example
compounds:
The
compounds of
examples
1-8, 12-15,
17, 18, 20,
22-31, 33
-40, 43 -
60, 63 - 65,
67-70, 72
-75, 77 -
89, 52 - 94,
97, 99, 100,
105, 106,
110-112,
116, 117,
119, 121 -
15123, 126,
130, 140,
165, 166,
168- 164
exhibited in
the assay
with
chemokine
IL-8 an
10504a1debf
less than 10
pM. More
particular,
the
following
compounds
had the
following
activibes:
Example No.
I050 [uM] 46
1.8. 52 0.92
55 



2.56 73 1.25
105 3.23 166
1.67  20  WO
2005505401FC
LIJcl'3Jt175
015,6 161
Patent
claims: A
compound of
the formula
I 5 wherein
Xis
-CR3=CR4-,
-0R6=N-,
-N=0R6-,
-NR7- or-B-;
R3, R4, 85
and R6 are,
independent&
clone
another,
hydrogen, F,
Cl, Br, I,
alkyl 10-
having 1, 2,
3, 4, 5 or,6
carbon
atoms, in
which),
2,,3, 4, 5,
6, 7, 8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
eyetooth,'
having 3, 4,
5 or 5
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 15
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms maybe
substituted
by fluorine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 16,
11, 12 0113
hydrogen
atoms maybe
substituted
by fluorine
atoms,
cycloakoky
having 3, 4,
5 cr 6
carbon
atoms, in 



-20 which-1,
2, 3, 4, 5,
6, 7, 8, 9,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycicalkylal
koxy haying
4, 5,6, 7 or
B carbon
atoms, in
which 1, 2,
3, 4, 5,.6,
7, 8, R 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
256, 7, 8,
9, 10, 11,
12 or 13
hydrogen
stress may
be
substituted
by fluorine
atoms, OH,
ON, NO2,
NR27R28,
C(0)R29,
C(0)NR3OR31,
5(0)0R32,
S(0)p8833834
,aryl,
heteroaryl,
WO
201111014141
19FCIYEP2007
1005576 162
arylafkyl
with alkyl
haying 1, 2,
3 or 4
carbon atoms
or
heteroarylal
kyl with
alkyl haying
1, 2, 3 or 4
carbon
atoms; R27
is hydrogen
or alkyl
haying 1, 2,
3 or 4
carbon
atoms; 5128
is hydrogen,
alkyl haying
1, 2, 3 or 4
carbon
atoms, -
aryl, C(0)H.
C(0)alkyl
with alkyl
haying 1, 2,
3 or 4
carbon atoms
or C(0)aryl;
229 is
hydrogen,
OH, alkyl
with 1, 2, 3
or 4 carbon
atoms, akoxy
with 1, 2, 3
or 4 carbon
atoms or
ant; 0130,
R31,1233 and
R34 are,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 or 4
carbon atoms
or aryl; R32
is OH. alkyl
haying 1, 2,
3 or 4
carbon
atoms, akoxy
with 1, 2, 3
or 4 carbon
atoms or
aryl; 5a and
p am,
independentl
y of one
another, 1
or 2; -R7is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R35:
1235 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or aryl; .
20
Y1,Y2,Y3andY
4
am,
independentl
y of one
another,
-ORB- or
nitrogen,
with the
proviso rnat
at least two
of Yl, Y2,
Y3 and Y4-
are defined
as -CIS-;
R8is
hydrogen, F,
Cl, Br, 1,
alkyl haying
1, 2, 3, 4,
5 or 8
carbon . 



atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
25atoms may
be
substituted
by fluorine
atoms,
eyelOalkyl
having 3, 4,
5 on -S
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substitMed
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 8, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or .15
hydrogen
atoms may be
30
substituted
by fluorine
atoma,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
. hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
WO
2008/000409P
CT/EP211117,
005574 163
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or e carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, B, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-3-alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4. 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
CN, NO2,
NR35R37,
C(0)R38,
C(0)NR39R40,
S(0)pR41,
6(0)ENR42R43
, aryl,
heteroaryl,
arylalkyl
with alkyl
having 1,2,
3 10or 4
carbon atoms
or
heteroaryial
kyl with
alkyl haying
1, 2, 3 or 4
carbon
atoms; 836
is hydrogen
or alkyl
haying 1, 2,
3 or 4
carbon
atoms; R37
is hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms,
C(C)1-1,
C(0)alkyl
with
alb(s4-hayin
g 4, 2, 3 or
4 - - carbon
atoms or
C(0)aryl;
835 . is
hydrogen,
OH, akyl
with 1,2,3
or 4 carbon
atoms,
alkoxy with
1, 2, 3 or.4
carbon atoms
or aryl;
839, 840,
842 and 843
20 'are,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or aryl; 841
is OH, alkyl
having 1, 2,
3 0r4 carbon
atoms,
alkoxy. -
with 1, 2, 3
or 4 carbon
atoms Or- q
and r 25are,
independentl
y of one
another, 1
or 2; -6(0)-
or -5(0)7-,.
Ais
cycloalkyl
haying 3, 4,
5, 6, 7 or 8
carbon
atoms,
heterocycly1
having 5, 8,
7 or 



308 atoms,
phenyl Of
heteroaryl
having 5 or
6 atoms; in
which the
said
cycloalkyl,
heterocyclyl
, phenyl or
heteroaryl
can be
condensed to
a cycloalkyl
radical
having 3, 4,
5, 6 ,7 or B
atoms, a  WO
20PC
1/EP2007/111
155,6 164
heterocycly1
radical
having 5, 6,
7 or 8
atoms, a
phenyl
radical or a
heteroaryl
radical
having 5 or
6 atoms, and
in which
said
cycloalloid,
heterocyclyl
, phenyl or
heteroaryl
and the
optionally
condensed
cycloalkyl
radical,
heterocyclyl
radical,
5phenyl
radical or
heteroaryl
radical are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicak
selected
from the
group
consisting
of F, CI,
Br, I, OH,
ON, NO, SF5,
alkyl having
1, 2, 3, 4,5
or 6 carbon
atoms, in
which 1, 2.
3. 4, 5, 6,
7, 8, 9, 10,
11. 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, 10 -
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kA having 4,
5, 6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 3, 9, 10,
11. 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or
156 carbon
atoms, in
which 1, 2,
3, 4. 5, 6.
7, 8. 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy.
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylak
oxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
203, 4, 5,
6, 7-, 8, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms or
-S-alKyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2.
3,4, 5, 6:2,
8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
.25Bis a
linear
linker
consisting
of 3, 4 or 5
'carbon
atorns, in
which 1 or 2
'carbon
-atoms
caribe
replaced by
a member of
a heteroatom
containing
group
consbtng of
0, NR19 or
S(0)y and
which linker
may contain
0, 1 or 2
double or
triple bonds
between
carbon atoms
within the
linker, with
the
provisos,
that 2 of
said
heteroatom
containing
groups are
separated by
at least 2
carbon
atoms,
30that
hewn:mbar'
containing
groups-are
not adjacent
to a double
or triple
bond within
the linker
or to a
non-aromatic
double bond,
which might
be pad of A,
that -
double or
hiple bonds
are not
cumulated,
and that, if
A is
connected to
the linker
WO
211181001140
9FULTP200711
05576 



65 via a
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
and in which
linker
saturated
carbon
atoms, which
are not
adjacent to
heteroatom
containing
groups,
which are
not adjacent
to double or
triple  5
bonds within
the linker
or which are
not adjacent
to a
heteroatom,
which might
be part of
A, can,
independentl
y of one
another, be
substituted
by hydrogen,
F, OH, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which  1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11,12 or 13,
hydrogen-ato
ms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon.
10atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1,
2, 3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12  15
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms;
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy haying
4. 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8,
9, 10, 11,
12, 13, 14
or 15
hydrogen
atoms may be
substituted
by .
20fluorine
atoms;, and
in which
linker
saturated
carbon
atoms, which
are adjacent
to
heterceitOrn
containing
groups,
which are
adjacent to
double or
triple bonds
in the
linker, or
which are
adjacent to
a
heteroatom,
which might
be part of
A, or carbon
atoms being
part of a
doublebond,
can,
25independen
tly of one
another, be
substituted
by hydrogen,
F, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 8,
7, 8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycioakyl
haying 3, 4,
5 or 6
carbon
Morns, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
30cycloa1kyl
alkyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;  WO
20PC147241/7
/411e576 168
R19 is
hydrogen,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms-, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms 5may
be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
C(0)R44 or
C(0)NR45R46;
R44,1145 and
R48 



10are,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 Of 4
carbon
atoms, in
which 1, 2,
3, 4, 5, 6
or 7
hydrogen
atoms may be
substituted
by Fluorine
atoms or
cycloalkyl
having 3 or
4 carbon
atoms, in
which 1, 2,
3, 4, 5 or 6
hydrogen
atone 15may
be
substituted
by fluorine
atoms; yis
0, 1 ar 2;
R1is alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms;
20which can
be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I,
.-0m-(CH2)n-
R26; 'in
'is0 or 1;
.n0,1, 2 or
3; . R26 -
is hydrogen,
phenyl,
heteroaryl
having 5 or
8 atoms,
cycloallryt.
25having
3,4,5 or 6
carbon atoms
or
heterocycly1
having 3, 4
5, 6, 7 or 8
atoms, in
which the
phenyl,
heteroaryl,
cycloalkyl
or
heterccycly1
are
unsubstihied
or
substituted
by 1, 2 or 3
radicals
selected
from F, Cl,
Br or I; and
30 82is
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms,
phenyl,
heteroaryl
haying 5 or
6 atoms,
cycloalkyl
having 3, 4,
5, 6, 7 or 8
carbon atoms
or
heterocyclyl
having 3, 4,
5, 6, 7 or 8
atoms;  WO
700R/I101140
9PCUEP211075
115576 167
wherein
alkyl is
unsubstilute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, CI,
Br, I,
-0m-(CH2M-11
26; mis 0 or
1; nis 0, 1,
2 or 3; 5R26
is hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
eyetooth,'
haying 3,4,5
or 6 carbon
atoms or
heterocycly1
haying 3, 4
5, 6, 7 or 8
atoms, in
which the
phenyl,
heteromyl,
cycloalkyl
or
heterocydyl
am
unsubstitute
d or
substituted
by 1,2 or 3
radicals
selected
from F, Cl,
Br or I; 



10and
wherein
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
having 3, 4,
5, 6, 7 or 8
carbon atoms
or
heterocydyl
haying 3, 4
5, 6, 7 or 8
atoms are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I, OH,
CN, NO2,
SCEs, SFs,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
wMch 1, 2,
3, 4, 5, 6,
7,13, 9, 10,
11, 12 15
or 13
hydrogen
atoms may be
substikdeckb
y fluorine
atoms,
cyctoalkyl _
haying 3, 4,
5 or 6
carbonatams,
in which 1,
2, 3, 4, 5,
6, 7, 8, 9,
10 or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
lryl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10,
. 11, 12,
13, 14 or
15hydrogen
atoms may be
substituted
by fluorine
20atoms,
alkoxy
haying I, 2,
3,4, 5 or 6
carton
atoms, in
which I, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1,  2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylat
koxy having
4,5, 6,7 or
8 carbon
atoms, in
25.which 1,
2, 3, 4,-5,
6, 7, 8, 9.
10, 11, 12,
13, 14 or 15
hydrogen
atoms. may
be
substituted
by fluorine
atom's; Or
RI and R2
form,
together
with the
carbon atom
to which
they are
attached, a
3, 4-, 5- or
6- membered
carbon ring,
wherein one
carbon atom,
which is not
adjacent to
the -carbon
atom, to
which R1 and
R2 are
attached,
can be
replaced by
-0-, .
--NR57- or
-5(0)w- ,
and in which
the formed
ring can be
saturated or
partially
WO
20031000405P
CTIEP2,007/0
05576 168
unsaturated,
and M which
the formed
ring can
optionally
be condensed
to phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
having 3, 4,
5, 6,7 or it
carbon atoms
or
heterocycyl
having 3, 4,
5, 5, 7 or 8
atoms;
wherein the
formed ring
and the
optionally
condensed
phenyl,
heteroaryl,
cycloakyl or
heterocycyl
radical can
be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, CI,
Br, I. ON,
NO, 3CF3,
SF, or alkyl
hawing 1, 2,
3 or 4
carbon
atoms;
R57 is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R58;
R58 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or .
10phenyl; w
is 0, 1 or
2; andfor a
pharmaceutic
ally
acceptable
salt and/or
a prorhug
thereof. 15
2. A
compound of
the formula
las claimed
in claim 1,
wherein X is
-CR3=CR4-,
-CR5=N-,
-N=CR6-,
-NR7- or
--S-; R3,
R4, R5 and
R6, are
independentl
y of one
another, 



hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3 Or 4
carbon atoms
or alkoxy
having 1, 2,
3 or
4-carbon
atoms.. and
R7 is
hydrogen or
alkyl having
1, 2, 203 or
4 carbon
atoms; and
Yl, Y2, Y3
and Y4 .are,
independentl
y of one
another,
-CR8- or
nitrogen,
with the
proviso that
at least two
of Y1 Y2, Y3
and Y4 are
defined as
-CRS-, 25R8
is hydrogen.
F, Cl, Br, I
or alkyl
having 1, 2,
3 or 4
carbon
atoms. 3. A
compound of
the formula
I as claimed
in claim 1
or 2,
wherein Xis
-CR3=CR4-,
-CR5=N-,
-N=CR6., _NW
or -8-,
R3, R4, R5
and R6, am
independentl
y of one
another,
30hydrogen,
F, Cl or Br;
and Y1, Y2,
Y3 and Y4
WO
20tIS/000409
PC5,55'2(07/
111.15576
169 are,
independentl
y at one
another,
-CR8- or
narogen,
with the
proviso that
at least
three of Y1,
Y2, Y3 and
Y4 are
defined as
-CR8-, RS is
hydrogen, F
or CI. 5 4.A
compound of
the formula
I as claimed
in claim 1,
wherein Xis
-CR3=0R4- or
-S-: as and
R4 me,
independentl
y of one
another,
hydrogen, F,
CI, Br, I,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4. 5, 6,
7. 8, 10 9,
1D, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalky/
having 3, 4,
5 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 8 carbon
atoms, .in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10.
11, 12, 13,
14 or 15
hydrogen
15atoms may
be
substituted
by fluorine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine 



20atoms,
cycloalkylal
koxy haying
4, 5, 6,- 7
or 8 carbon
atoms, in
which It 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,.
14 or 15
hydrogen
atoms may be
substituted
byfluorine
atoms,
-6-alkyl
having 1, 2,
3, 4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 ' or
13 hydrogen
atoms may be
substituted
by fluorine
atorns, OH,
25CN or NO2;
and Y1. Y2,
Y3 and Y4
am,
independantl
y of one
another,
-CR8-, R8 is
hydrogen, F,
Cl, Br, I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrojen
atoms may be
substituted
by fluorine
atoms,
cycloallwl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
WO
20054100404P
CT/EP2007/00
5576 170
substituted
by fluorine
atoms,
cycloakylalk
yl having 4,
5, 6, 7 or
13 carbon
atoms, in
wh4ch 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
Stotts may
be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
5hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
lcoxy . -
haying 4, 5,
6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
10atoms,
-5-alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
ON or NO2.
5A compound
of the
formula I as
claimed in
claim 1 or
4, wherein
15 X is
-CR3=CR4- or
-S-; R3 and
R4 are,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl haying
1, 2, 3, 4,
5 orB carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cyobalkyl 20
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10
or 11
hydrogen
atorns may
be
substituted
by fluorine
atoms or
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6;
7, 8, 9, 10,
11, 12 or .
13 hydrogen
atoms may be
substituted
by fluorine
atoms; and 



25 Y1, Y2,
Y3 and Y4-
are,
indenendantl
y of one
another,
-CR8-, R8is
hydrogen, F,
Cl, Br, I,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 6, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, 0in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 16
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
alkoxy
haying 1, 2,
3, 4, 54r 6
carbon  WO
21118/000409
Pc007/005576
171 atoms,
in which 1,
2, 3, 4, 5.
6. 7. 8,9,
10. 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms.
6. A
COMpOuncl of
the formula
Ian claimed
in any of
claims 1 to
5, *term 5
Xis
-CR3=GR4- or
-5-, R3 and
R4 are,
independentl
y of one
another,
hydrogen, F,
GI or Br and
Yl. Y2, Y3
and Y4 am,
independentl
y of one
another,
"ORB-, R8 is
hydrogen, F
or GI. 0 7.
A compound
of the
formub I as
claimed in
any of
claims 1 to
6, wherein
Ais
cycloalkyl
having 3, 4,
5, 8, 7 or 8
carbon
atoms,
heterocrly1
having 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
having 5 or
6 atoms;
in which the
said phenyl
can be
condensed to
a cycloalkyl
radical
having 153,
4, 5, 6, 7
or B atoms.
a
heterocyclyl
radical
having 5, 8,
7 or 8
atoms. a
phenyl
radical or a
heteroaryl
radical
haying 5 or
6 atoms; and
in which
said
cycloalkyl,
heterocyclyl
, phenyl or
heteroaryl
and the
optionally
condensed
cycloalkyl
radical,
heterocyclyl
radical,
phenyl
radical. or
heteroaryl
radical are
ursubstitute
d or
21)substitut
ed by 1 2,
3, 4 or 5
radicals
selected
from the
group
consisting
of F, GI,
Br, I, OH,
ON, NO2,
SF5, alkyl
having 1, 2,
3; 4,5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
Substituted
by fluorine
atoms,
cycloalkyl
haying 3,
4,.5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 



25  6, 7, 8,
9, 10 or 11
hydrogen
atoms may be
substituted
by fluorine
.atoms.
cYcloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6.
7, 8. 9, 10.
11, 12, 13.
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8. 9, 10,
11, 12 or 13
30  hydrogen
atoms may be
sUbSlitlited
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 50
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
W02008100040
9PCT/EP20075
05576 172
cycbalkytalk
ory having
4.5.6,7016
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9. 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
-5-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
5. hydrogen
atoms may be
substituted
by fluorine
atoms. 8_ A
compound of
the formula
I as claimed
in any of
claims Ito
7, wherein
Ais
cycloalkyl
haying 3, 4,
5, 8, 7 or 8
carbon
atoms,
heterocycly1
having 5, 6,
7 or 8
atoms,
phenyl or
heteroaryl
haying 5 or
6 atoms;
10in which
the said
phenyl can
be condensed
to form a
naphIrryl or
an indanyl,
in which
said
cycloalkyl,
heterocydyl,
phenyl,
heteroaryl
or the
optionally
formed
naphtnyl or
indanyl are
unsubstitute
d or
substituted
by 1, 2, 3;4
or 5
radicals
selected
from the
group
consisting
of F, Cl,
15Br, I, OH,
CH_ 1102,
5F8. S6F3,
alkyl haying
1,Z 3, 4, 5
or 6 carbon
_ ... atoms,
in which 1,
2, 3, 4, 5,
8, 7, 8, 9,
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by fluorine
atoms or
alkoxy
having 1, 2,
3, 4.5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, b 9, 10,
11, 12 or 13
hydrogen
atoms may be
substhrted
by fluorine
atoms. 20
9. A
compound.of
the formula
I as claimed
in any.of
claims 1 to
8, wherein
Ais
cYclohexyl,
piperidyl,
phenyl,
naphthyl,
indanyl,
thienyl,
pyridinyl or
imidazolyt
in which the
phenyl.radic
ai is
unsubsfrtute
d or
substituted
by 1, 2 or 3
radicals
selected
from the
group
consisting
of F, Cl,
Br, methoxy,
alkyl-
-25having 1;
2 or 3
carbon atoms
in which 1,
2, 3, 4, 5,
8 or 7
hydrogen
atoms may be
substituted
by fluorine
atoms; in
which
pyridinyl is
unsubslitute
d or
Substituted
by Cl. 



10. A
compound of
the formula
I as claimed
in any of
claims 1 to
9, wherein
-30 Ais
cyclohexyl,
phenyl,
naphthyl,
indanyi or
thienyl;  WO
2008/000409P
CITEP2007M05
576 173 in
which the
phenyl
radical is
unsubsiThAed
or
substituted
by 1, 2 Or 3
radicals
selected
from The
group
consisting
of F, Cl,
Br, methozy,
methyl,
ethyl,
propyl,
iso-propyl
or
tritluommeth
)4. 5 11. A
compound of
the formula
I as claimed
in any of
claims Ito
10, wherein
Bis
-C(R11R12)-C
(R13R14)-0-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-,
C(R13R14)CC-
,
-C(R13R14)-C
(R11)=C(R18)
-,
-C(R11R12)-C
(R13R14)-NR1
9-,
-C(R11R12)-C
(R13R14)-$(0
)y-,
-0-C(R13R14)
-C(R15R16),1
CaC-C(R13R14
)-,
-C(R17)=C(R1
8)-C(R13R14)
-,
10C(R13R14)-
0-C(R13R14)-
,
-C(R11R12)-C
.6215R16)-C(
R13R14)-0-,
C(R11R12)-C(
R15R16)-C(R1
3R14)-NR19-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R15
R16)-,
-0-C(R13R14)
-C(R13R14)-0
-,
-0-C(R13R14)
-C(R13R14)-N
R19-,
0-C(R13R14)-
C(R15R113)-C
(R15R16)-,
-C(R17)=C(R1
8)-C(R13R14)
-0-,
2C4,-CIR13R1
4)-0-,
-C(R1.1R12)-
C(R13R14)-C(
R17)=C(R18)-
,
-C(R11R12)-C
(R13R14)-C,
-0-C(R13R14)
-C,C-,
-C(R13R14)-(
3-C(R13R14)-
C(R15R16)-,
-C(R11R12)-C
(R13R14)-0-C
(R13R14)-,
-C(R11R12)-C
(RI5R16)-C(1
213R14)-S(0)
y,
-0-C<R13R14)
-C(R13R14)-S
(0)y-,
20-0-G(R13R1
4)-C(R17)=C(
R18)-,
-CaC-C(R13R1
4)-C(R15R16)
-, -
C(R17)=C(121
8)-C(R13R14)
-C(R15R16)-,
-C(R13R14)-C
-C(RI3R14)-,
-
C(R13R14)-C(
R17)=6(R16)-
C(R13R14)-,
-C(R11R12)-0
(R15R16)-C(R
15R16)-C(R15
R16)-C(R15R1
6)-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R13
R14)-0-,
25-0-C(R13R1
4)-C(R15R16)
-C(R13R14)-0
-,
C(R11R12)-C(
R15R113)-C(R
13R14)-C--C-
,
-C(R13R14)-0
-C(R13R14)-C
(R13R14)-0-,
C(R13R14)-0-
C(R13R14)-C(
R15R16)-C(R1
6R15)-,
-C(R11R12)-C
(R16R16)-C(R
13R14)-C(R17
)=C(R18)-,
30-C(R13R14)
-C(R17)=C(R1
8)-C(R13R14)
-0-,
-C(R13R14)-C
-C(R13R14)-0
-,
-C(R17)=C(R1
8)-C(R13R14)
-C(R13R14)-0
-,
-C-C(1113R14
)-C(R13R14)-
0-,
PCTIKP22007/
005576 174
-C(R11R12)-C
(R15R16)-C(R
13R14)-0-C(R
13R14)-,
-C(R11R12)-C
(R13R14)-
0-C(R13R14)-
C(1215R16)-,
-0-C(R13R14)
-C(R15R16)-C
(R15R16)-C(2
15R16)- or
-0-
C(R13R14)-C(
R13R14)-0-C(
R13R14)-, 



with the
proviso
that, WA is
connected to
the linker B
via a
nitrogen
atom 5being
part of A,
The atom of
the linker
which is
connected to
A is a
carbon atom;
R11 and R12
are,
independentl
y of one
another,
hydrogen. F.
Oil, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4.-5, 6,
7, 8, 9, 10.
1011, 12 or
13 hydrogen
stalls may
be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, ID
or 11
hydrogen
adorns may
be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen 15
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 br 6
=bon atoms,
in which 1,
2, 3, 4. 5.
6. 7. 8. 9.
10, 11, 12
or 13
hydrogen
atoms may be
substituted
by lluarine
atoms,
cyclOalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
0111
hydrogen
atoms may be
substuted by
fluorine
atoms or
cycloalkylal
koxy haying
4, 5, 5, 7
or 8 carbon
atoms, in .
which:1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; with
the proviso
that, If B
is attached
to a
nitrogen
atom being
part of A,
R11 or
R12are,
independentl
y of one
another,
hydrogen, F,
alkyl having
1, 2, 3, 4,
5 or, carbon
atoms, in
which 1, 2,
34, 5, 6, 7,
8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4.
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
kyl having
4, 5, 6, 7
or 308
carbon
atoms, in
which 1, 2.
3. 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R13,
R14, 617 and
R18  WO
100N/0004095
C0EPW07/0055
16 175 are,
independentl
y of one
another,
hydrogen. F,
alkyl haying
1, 2,  3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
stoats, in
which 1, 2,
3, 4, 5,  5,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R15
and Rib'
10are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3,  4, 5, 8,
7, 8, 9 10,
11, 12 or 13
hydrogen
atoms may
be-
substituted
by fluorine
atoms,
art-poky!
having 3, 4,
5 or 6
carbon
atoms, h
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms 15may
be
substituted
by fluorine
atoms,
cycloakylalk
yl haying 4,
5, , 



6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
,  20
substituted
by fluorine
atoms or
cycbalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, -9,-10
or 11
hydrogen -
atoms maybe
substituted
by fluorine
atoms,
cycloalkyalk
oxy haying
4, 5, 6. 7
or 8 carbon
atoms, in
which 1, 2,
3, 4,. 5, 6,
7, 8, .9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by ,
25fluorine
atoms; R19
is hydrogen,
allryl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cydoalkyl
haying 3, 4,
5 or 6
carbon  30
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4. 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,  WO
2eIttrgrtt,t
OtPCUFPNI07/
01155,6 176
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
0(0)1144 or
C(0)11R45R46
; R44, 1145
and 1146
are,
independentl
y of one
another,
hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms, in
which 1, 2,
3,4, 5, 6 or
7 hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkyl
having 3 or
4 carbon
atoms, in
which 1, 2,
3,4, 5 or 6
hydrogen
atoms may be
substituted
bytluodne
atoms; 10
yiso,lor2,
12, A
conipound of
the formula
as claimed
in any of
claims Ito
11, wherein
B is
-C<R111112)-
C(1113R14)-0
-,
-C(R11R12)-C
(R15R16)-0(R
13R14)-0-,
15,C(R11R12)
-C(R161216)-
C(R13R14)-NR
19-,
-0(1111R12)-
C(R15R16)-C(
R151116)-C(1
1151116)-,
-0-C(R13R14)
-C(R13R14)-0
-,
-0-C(R13R14)
-C(R13R14)-N
R19-,
-0-C(R13R14)
-C(R15R16)-C
(R15R16)-,
-C(R17)=C(R1
8)-C(R13R14)
-0-,
-0=C-C(R1311
14)-0-,
-C(R11R12)-C
(R13R14)-C(R
17)=C(R18)-,
20-0(1111R12
)-C(1113R14)
-C,
-0-C(R13R14)
-C.C-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(RI5
R16)-C(R15R1
13)-,
.--C(R11R12)
-C(1215R16)-
C(R15R16)-C(
R13R14)-0-,
-0-C(R13R14)
-C(R15R113)-
C(R13R14)-0-
.
-0(1111R12)-
C(R15R16)-C(
R13R14)-0.C-
or
25--C(213R14
)-0-C(R13R14
)-C(R13R14)-
0-, 



with the
proviso
that, if A
is connected
to the
linker via a
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
1111 and
1112 are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
hawng 301,
2, 3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, g, 10,
11,12 or 13
hydrogen
atoms may be
substituti
by fluorine
atoms,
cyoloalkyl
having 3,-4,
5 or 6
carbon
atoms, in
which 1, 2,
WI)
201M/000109P
CT1E22007100
5576 177 3,
4, 5, 5, 7,
8, 9, 10 or
11 hydrogen
atoms may be
substituted
by  -
fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10,
11 , 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy haying
4, 5, 8, 7
or 8
carbon-atoms
, in 10which
1, 2, 3, 4,
5, 6, 7, 8,
9, 10, 11,
12, 13, 14
or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; with
the proviso
that, if 8
is attached
to a
nitrogen
atom being
part of A,
R11 or
R12are,
independentl
y of one
another,
hydrogen, F,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
156, 7, 8,
9, 10, 11,
12 or 13
hydrogen
atoms may
besubstitute
d by _
fluorine
atoms,
Cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms May be
substituted
by fluorine
atoms or
cycloalkylak
yl having 4,
5, 6, 7 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R13,
R14, R17 and
818 am,
independentl
y of one
another,
hydrogen, F,
aryl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, 25
cycloalkyl
having 3, 4,
5 or
6-carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycioalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7,13, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; 30815
and 816-
are,
independentl
y alone
another,
hydrogen, F,
WO 20
0011409PCT/K
P200fl055fl6
178 



OH, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
Ts 8, 9, 10,
11.12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9. 10
or 11
hydrogenatom
s may he
substituted
by fluorine
atoms,
cycloalltyla
lkyl having
4, 5, 6,7 or
8 carbon
atonts, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
. - atoms,
alkoxy
having 1, 2,
3, 4, Sort
carbon
atoms, in
which 1, 2,
3,4; 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
10substitute
d by
fluorine
atoms or
cycloagtoxy
haying 3, 4,
5 or 6
carbon
atoms, In
which 1, 2,
3,4, 5,8, 7,
8, 9, 10 or
11 hydrogen
atoms may be
substituted
by fludrine
atoms,
cycloakylalk
oky having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by
15fluorine
atoms; 9 is
H or alkyl
having 1, 2,
3, 4,5 or 6
carbon
atoms. 13. A
Compound of
the formula
I as claimed
in any of
claims 1 to
12, wherein
is-C(R11R12)
-C(R13R14)-0
-, -C(Rf
1R12)-C(R15R
16)-C(R13R14
)-0-,
20-0-C(R13R1
4)-C(R13R14)
-0-,
-C(R17)=C(R1
8)-C(513f814
)-0-,
-CuC-C(R13R1
4)-0-,
-C(R11R12)-G
(R13R14)-C--
,
-0:C(R13R14)
-CsC-,
-C(R11R12)-C
(R15R16)-C(R
16R113)-C(R1
3R14)-0-,
-0-C(R13R14)
-C(R15R16)-C
(R13R14)-0-,
-C(R11R12)-C
(R15R16)-C(R
13R14)-C=C-,
or t .
25-C(R13R14)
-0-0(R13R14)
-C(R13514)-0
-, with the
proviso
that. ifA is
connected to
the linker
vies
nitrogen
atom being
part of A,
the atom of
the linker
which is
connected to
A is a
carbon atom;
R11 and R12
are,
independentl
y of one
another,
hydrogen, F,
OH, alkyl
having 301,
2, 3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, g 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
WO
7008/1101141
19PCTTEP2007
/005576 179
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycMalkylall
ryl having
4. 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 9, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
5 3, 4, 5 or
6 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7. 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
10which 1,
2, 3, 4, 5,
6, 7. 6, 9,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; -
with the
proviso
that, if 8
is attached
to a
nitrogen
atom being
part of A,
R11 or R12
are,
independentl
y of one
another,
hydrogen, F,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
156, 7, 8,
9, 11).11,
12 or
13hydrogen
atoms may be
substidded
by fluorine
atoms,
cycloallcyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,6,
7. 8. 9, 10
or. 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
kyl having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1. 2,
3, 4, 5. 6,
7, 8, 9, 10.
11, 12, 13,
14 



20or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R1 ,
R14 R17 and
R18 are,
independentl
y of one
another,
hydrogen, F,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,-
7, 8, 9, 10,
11, '12 or
13 hydrogen
atoms may be
substituted
by fluodne
atoms,
25cycloallcy
l having 3,
4. 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8,6, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cysloallcyla
llcyl having
4, 5, 6,. 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; 30615
and R16 are,
independentl
y atone
another,
hydrogen, F,
WO
20081000409P
CTEP2007/005
576 180 OH,
alkyl haying
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms 5may
be
substituted
by fluorine
atoms,
cycloalkylal
kyl haying
4, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by &Milne
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
10
substituted
by fluorine
atoms or
cycloalkoxy
htwing 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3,4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloakylalk
ozy haying
4, 5, 6;7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by
15fluorine
atoms; 14. A
compound of
the formula
I as claimed
in any of
claims 11 to
13, wherein
RI 1-RIBare,
independentl
y of each
other,
hydrogen, F
or alkyl
haying 1, 2,
3, 4 carbon
atorns. 20
15. A
compound of
the formula
I as claimed
in any of
claims 1 to
14, wherein
al 9 is
hydrogen or
methyl;
16. A
compound of
the formula
I as claimed
in any of
claims 1 to
15, wherein
25 yis O.
17. A
compound of
the formula
I as.
claimed in
any of
claims Ito
16, wherein
R1is alkyl
having 1, 2,
3, 4, 5 or 6
carbon atoms



which can be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
30from the
group
consisting
of F. Cl,
8r, I,
-0rn-(CH2)n-
R26; mis 0
or 1; is 0,
1,2or 3;  WO
2011N/110040
9PCD12200710
05576 181
R26 is
hydrogen or
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
having 3,4,5
ors carbon
atoms or
heterocycl'd
haying 3, 4
5, 6, 7 or 8
atoms, and 5
R2is alkyl
having 1, 2,
3, 4, 5 or 6
carton atoms
Or phenyl,
wherein
alkyl is
unsubstiRded
or
substituted
by 1, 2, 3,4
or 5
radicals
selected
from the
group
consisting
of F. CI,
Br, I,
-0m-(CH2)n-R
26; m1soon;
is 0, 1, 2
or 3; 101326
is hydrogen,
phenyl,
heteroaryl
having 5 ar
6 atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon atoms
or
heterocycly1
haying 3, 4
5, 6, 7 or 8
atoms, in
which the
phenyl,
heteroaryl,
cycloallwl
or
haterocycly1
are
unsubstitute
d or
substituted
by 1,2 or 3
radicals
selected
from F, CI,
Br or I;
15and
wherein
phenyl is
unsubsfitute
d or
substituted
by 1,.2, 3,
4 ors.
radicals
selected
from the
group
consisting
of F, CI,
Br, I, OH,
CN, NO7,
SCF3, SF5
alkyl haying
1, 2,3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, -5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by -fluorine
atoms, 20dr,
R1 and R2.
form,
together
with the
carbon atom
to which
they are
attached, a
3-, 4, 5- or
6- membered
saturated or
partly
saturated
carbon ring,
which can be
condensed to
phenyl;
25wherein
the conned
ring and the
optionally
condensed
phenyl can
be
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br,',
CN,.NO2,
SCFa, SF5 or
alkyl having
1, 2, 3 or 4
carbon
atoms; Of 30
R1 and R2 



form,
together
with the
carbon atom
to which
they are
attached, a
4-, 5- or 6.
membered
saturated or
partly
saturated
carbon ring,
wherein one
carbon atom,
WO
21108.880409
PerE112007,1
105576 182
which is not
adjacent to
the carbon
atom towhich
R1 and R2
are
attached, is
replaced by
-0-, -NR57-
or -S(0)w- ,
and in which
the formed
ring can
optionally
be condensed
to phenyl;
wherein the
formed ring
and the
optionally
condensed
phenyl can
be
5unsubstitut
ed or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
.group
consisting
of F, Cl,
Br, I, ON,
NO2, SCEs,
SF5 or alkyl
having 1, 2,
3 or 4
carbon
atoms; R57.
is hydrogen,
alkyl having
1, 2, 3 or 4
carbon atoms
or C(0)R58;
. R58 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or 10phenyl;
.w is 0, for
2, 18. A
compound of
the formula
I as claimed
in any of
claims 1 to
17, whereto
R1is alkyl
having 1, 2,
3, 4, 5 or 6
carbon atoms
15 _ and
12is alkyl
having 1, 2,
3, 4, 5 or 6
carbon atoms
or phenyl,
wherein
alkyl is
unsubstib_de
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I,
-Omr(CH2)n-R
213; onis 0
or 1: 20
-nis 0, 1, 2
or 3: R28 is
hydrogen,
phenyl,
heterearyl.h
aving 5 or 6
aims,
cycloalkyl
haying 3, 4,
5 or 6
carbon atoms
or
heterOcycly1
having 3, 4
5, 6, 7 . or
8 atoms, in
which the
phenyl,
heteroaryl,
cycloalkyl
or
heterocyclyl
are
unsubstitute
d or
substituted
by 1,2 or 3
radicals .
25selected
from F, CI,
Br or R1 and
R2 form,
together
with the
carbon atom
to which
they are
attached, a
3-, 4, 5- or
&- membered
saturated or
partly
saturated
carbon ring,
which can be
condensed 



30to phenyl;
or RI and R2
WO
200g/000409P
OTTEP2007/00
5576 183
form,
together
with the
carbon atom
to which
they are
attached, a
4-, 5- or 8-
membered
saturated or
partly
saturated
carbon ring,
wherein one
carbon atom
which is not
adjacent to
the carbon
atom towhich
R1 and R2
are
attached, is
replaced by
-0, -NH- or
-5- 5 19. A
compound of
the formula
I as claimed
in any of
claims Ito
18, wherein
R1is alkyl
having 1, 2,
3 or 4
carbon
stools and
R2is alkyl
haying 1, 2,
3 or 4
carbon
atoms,
phenyl or
henzyl; or
R1 and R2
10form,
together
with the
carbon atom
to which
they are
attached, a
cyclopropane
,
cyclobutane,
cyclopentane
,
cyclohexane,
cyclopentene
ring or
indene; or
R1 and R2 .
form,
together
with the
carbon atom
to which
they are
attached, a
tetrahydro-
15.
thiophene, a
tetrahydro-t
hlopyrane or
a
tetrahydro-f
uran ring.
20. A
compound of
the formula
1 as claimed
in any of
clabms Ito
19, wherein
R1 is methyl
or ethyl;
and 20 ,2 is
methyl or
ethyl; or R1
and R2 



form,
together
with the
carbon atom
to which
they are
attached,but
ane or
tyclopentane
ring. 25
21. A
compound of
the formula
I as claimed
in any of
claims Ito
20, wherein
Zis -S(0)2
or-C(0)-.
22. A
compound of
the formula
I as claimed
in any of
claims Ito
21, wherein
30 Zis
-C(0)-.  23.
A compound
of f OrMU la
I as claimed
in any of
claims Ito
22, wherein
WO
2008-000409e
cupp2007/005
576 161 Xis
-CR3R4-
or-S-; in
which R3 and
R4 are,
independentl
y of one
another,
hydrogen, F,
.C1 or Br;
Y1, Y2, Y3
and Y4 are,
independentl
y of one
another,
-CR8-,
wherein R8
is hydrogen.
F or CI; 5
Zis -C(0)-;
Ais
cyclohexyl,
phenyl,
naphthyl,
indanyl or
thienyl; in
which the
phenyl
radical is
unsubstilute
d or
substituted
by 1, 2 or 3
radicals
selected f
KIM the
group
consisting
of F, Cl.
Br, methoxy,
methyl,
ethyl,
propyl,
iso-propyl
or
trifluoromet
hyl; 10 Bis
-C(R11812)-C
(R13R14)-0,
-C(R11R12)-C
(R15R16)-C(R
13R14)-0-,
-O-C(R13R14)
-C(RI3214)-0
-,
-C(R17)-C(RI
B)-C(RI3R14)
-0-,
-C-C(R13R14)
-0-,
-C(R11R12)-C
(R13R14)-C.C
-,
-0-C(R13R14)
-C.C-,
-C(R11R12)-C
(R15R16)-C(R
15R16)-C(R13
R14)-0-,
-0-C(R13R14)
-C(R15R16)-C
(R13R14)-0-.
15-C(R11R121
-C(R15R16)-C
(R13R14)--
or_
-C(R13R14)-0
-C(R13R14)-C
(R13R14)-0-;
R11- 0(13
are,
independentl
y of each
other,
hydrogen or
methyl; RIis
methyl or
ethyl; and-
0(2is methyl
or ethyl; 20
or  R1 and
R2 



, form,
together
vAth the
carbon atom
to whiththey
are
attached, a
cyclobutahe
or
cyclopentane
ring; and/or
a
pharmaceutic
ally
acceptable
salt and/or
prodtug
thereof. 25
24. A
compound of
the formula
I as claimed
in claim 1
selected
from the
group of:
2-([1-(2-Phe
noxy-ethoxy)
-naPhthalene
-2-r-arbonyl
i-amino)-2-p
ropyl-nentan
oic acid,
2-Ethy1-2-({
112-(4-fluor
o-phenyn-eth
orn-naphthal
ene-2-carbon
yaramino)-he
xanoic acid,
30
2-Ethy1-21(1
-phenethylor
tnaphthalene
-2-carbonyl)
-aminoFhexan
oic acid,
111-(3-Cyclo
hexyt-Propox
y)-naphthale
ne-2-carbony
lLaminc)-cyc
lobutane=rbo
xylic acid,
-  WO
2008/010105.
PC1
TP2007015S76
185
2-Methy1-2-(
{112-(naPhth
alen-2-yloxy
)-ethoxy]-na
p
halene-2-car
bonylFainino
)- papionic
acid,
2-((112-(2,3
-Dichlorc-Ph
encoefrethox
y]-naphthale
rte-2-carbon
itarrino)-2-
rnethyl-
propionic
acid, 5
2-Methy1-2-(
(14244-trifl
uoromethyl-P
henoxyysetho
xybnaphthale
ne-2-carbony
l)-amino)-
propionic
acid,
2-Methyl-2-1
,(1-((E)-3-p
henyl-allyla
ry)-naphthal
ene-2-ca.rbo
nyll-arninoy
propionic
acid,
2-MethA-24[1
-(3-phenoxy-
Propyl)-naPh
thalene-2-ca
rbonyll-amin
o)-propionic
acid,
2-al-[2-(4-M
ethoxy-pheno
xy)-e1tiond-
naphthalene-
2-carbony1)-
amino)-2-met
hyl-
10propionlc
acid,
2-({142-(2,4
-Dichloro-Ph
enoxy)-ethox
y}naPhthalen
e-2-carbon)Q
-amino)-2-me
thyl-
propionic
acid,
2-Methy1-2-(
11-(2-Phenox
y-ethylamino
)-naphthalen
e-2-carbonyl
l-aminayprop
ionic acid,
2-Mathy1-211
-(2-phenoxy-
othoxy)-naph
thalane-2-su
lfonylaminok
propionic
acid, 152-ff
1-(3-Cyclohe
xyl-aropozyh
papipalene-?
-carbanyli-a
ming1-2-meth
yl-propionic
acid,
2-Methyl-2-(
[1-(3-Pyridi
n-2-YI-Propo
xy)-naPhthal
ene-2-erbony
q-aminayprop
ionic acid,
1-.([1-(1-Me
thy1-3-pheny
l-Prapox0-na
Phthalene-2-
carbony1]-ar
nino]-
cyclohexanec
arbaxyik
acid,
3-({142-(4-F
luara-phenox
y)-ethantnap
hifialene-2-
carbonyg-ami
no)-tetrahyd
ra- 20
thiophene-3-
carboxylic
acid, .
47(11-[2-(4.
-Flucro-phen
oxy)-athioxy
l-naPhdialen
e-2-carbonyl
i-aminoy,let
rahydro- 



thiopyran-4-
carboxylic
acid,
24{1-(2-(4-F
luoro-phenon
e)-elhoxy}1a
Phthalene-2-
carbony1)-an
iino)-2-phen
yl-butyric
acid, 25
14[1-(2-Phen
oxy-athon0-n
apiTthalene-
2-carbonylka
mino)-cyclop
ent-3-enecar
boryl acid,
2,4-Dimethy1
-241-(2-phen
cory-ethoxy)
-naphthalene
-2-carbanyl]
-aminaypenta
noic acid,
244-Fluoro-1
-(2-phenoxy-
ethoxy)-naPh
thalene-2-ca
rbonyli-amin
o)-2-methyt-
butyric 30
acid,
1-(11-(2-Phe
noxy-ethoxy)
-naPhthane-2
-carbonyli-a
mino)-indan-
1-cadooxylic
add,  WO
2DLISM10609P
CT/EPN07/005
576 186
40-(2-Cyclob
exyl-ethoxy)
-4-fluoro-na
phthalene-2-
carbonyll-am
ino)-
cyclopentane
carboxylic
acid,
1-({4-Fluoro
-112-(4-fluo
ro-phenoxy)-
eltioxyl-naP
hthalene-2-c
a.rbonyfl-am
ino)-
cyclopentane
carbowlic
acid,
51-ff4-Fluor
c-l-(3-pheno
xy-propoxy)-
rtaphthalene
-2-carbony1)
-amino)-
cydopeadanec
arbnxylic
acid,
1-114-Fluoro
-1-(2-phenox
y-ethoxy)-na
phthalene-2-
carbonyll-am
tnol-
cyclopentane
carboxylic
acid,
1((4-Fluaro-
1-phenethylo
xy-paphthale
ne-2-carbony
0-arnin*cycl
opentanecarb
oxylic 10
acid,
1{f4.-Fluaro
-1-(3-phenyl
-propoxy)-na
phtlialene-2
-carbonyl}am
ino)-
cyclopentane
carbarylic
acid,
2-({1{2-(4-F
luoro-phenox
y)-ethcxyLna
phthalene-2-
carbonyThami
no)-2-methy1
-3-
phenyl-propi
onic acid,
15
2-(11-(2-Cyc
lohexyl-etho
xy)-naPhthal
ene-2-carban
yl]-arnino)-
2-ethyl-hexa
noic acid,
24[1-(3-Cycl
ohexyl-propo
xy)-naphthal
ene-2-carbon
yll-amino)-2
-ethyl-hexan
oic acid, 



2-Ethy1-24[1
-(3-phenyl-p
ropoxy)-naph
thalene-2.ca
rbonylFamino
l-hexanoic
add,
2-({1-12-(4-
Chloro-pheno
xy)-e1honi-n
aPhitialene-
2-carbony1)-
aminb)-2-eth
yl-hexanoic
acid,, 20
2-EthA-241-(
2-phanorfret
hoxy)-naPhth
alene-2-carb
onyll-amino}
-hexanoic
add,
2-01M-2-(11-
12-(4-fluoro
-phenoxy)-et
haxsi-naphth
alane-2-Carb
anylyamincyh
exanoic
1-([4-Chloro
-142-(g-fiuo
ro-pheny0-e1
hoxy]-naphth
alcne-2-carb
anyl)-arnino
)-
cyclobutanec
arboxylic
acid,
251-((4-Chlo
ro-1-(2-Cycl
ohexyl-ethox
y)-naPhthale
ne-2-carbony
li-amino)-
cyclobutanec
arboxylic
acid,
14(4-Chloro-
l-phenethylo
xy-naPhthale
ne-2-carbony
)-aminol-cYC
lobutanecarb
oxybc acid,
1-{(4.-Chlor
o-1-(3-pheny
i-proPory)-n
aPhthalene-2
-carbonyli-a
mino}
30cyclobutan
ecarboxylic
acid, - --
1-114-Chicro
-1-(2-phenox
y-ethoxy)-na
phthalene-2-
carbony11-am
ino},
cydobutaneca
rboxylic
add,  WO
200g/0110409
PCTTEP20117/
0115576 187
1-({4-Chloro
-112-(4-fluo
ro-phenoxy)-
attioxy]-nai
tthalene-2-c
arbonylFamin
o)-
cyclobutanec
arboxyric
acid,
1-({142-(4-F
luoro-phenyl
)-ethoxyi-na
phthalene-2-
carbonylj-ar
nino)-
cyclobutanec
arboxyFic
add, 5
111-(2-Cycbh
exyl-ethoxy)
-naphthalene
-2-carbonyTh
amino).-cydo
butanecarbox
ylic acid,
1-({1-12-(4-
Chlorc-pheny
lpethoxy}nap
hthalene-2-c
arbonylbamin
o)-
cyclobutanec
arbonlic
acid,
11(1-Pheneth
yloxy-naph1h
alene-2-carb
ony1)-aminoF
cyclobutanec
arboxylic
add, 101-!1
(3-P
enylprc')-na
phthab
e-2-car
onyIj-amino)
cycbbataflOr
bOdic acid, 



1-({1-[2-(4-
0hloro-pheno
xy)-etttoxy]
-naphthalene
-2-carbonyg-
amino)-
cycSabutan.a
carbcwlic
acid,
141142-Pheno
xy-ethoxy)-n
aphthalene-2
-carbonylkam
in0}cyclobut
anecarboacid
,
14{142-(4-Fl
uoro-phenorp
-ethcxyynaPh
thatene-2-ca
rbony1)-amin
o)- 15
cyclabutanec
arbo4ic
add:.. ..
2414-Fluoro-
1-(2-thiophe
n-2-yl-ethox
y)-naPhthale
ne-2-carbony
lFamino)-2-m
ethylpropion
ic add,
2-0-Fluoro-1
-(1-meltry1-
3-phenyl-Pro
Pory)-naphth
alene-2-carb
onyl}amino}2
-methylpropi
onic acid,
-20
2-(44-Fluoro
-1-(2-(4-flu
ororphenory)
-ethouyi-naP
hthaleno-2-c
arbonyg-amin
o)-2-methylp
ropionic
acid,
24[4-Fluora-
1-(3-phenoxy
-propoxy)-na
Pht.halene-2
-carbonylkam
ino)-2-meths
d-butyric
add,
24[4-Fluoro-
142-(4-fluor
o-phenyl)eth
oxyj-naphtha
lene-2-carbo
nyg-amino)-2
-methyl- -
25propionic
acid,
24[4-Fluoro-
1-(3-phanyl-
prepoxy)-nap
hthalene-2-c
akponyTamino
)-2-methyl-P
roPionic
acid,
24[4-Fluoro-
1-(3-phenoxy
-propoxy)-na
phthaFene-2-
carbonyll-ar
nino}-2-meth
fr.
propionic
add, 30
2-1(4-Fluoro
-1-phenethyl
oxy-naphthal
onc-2-carbon
y1)-aminol-2
-meth4-Pr0Pi
onic acid,
244-Fluoro-1
-(2-phenoxy-
ethoxy)-naph
thalene-2.ca
rbonyli-amin
o)-2-methyl-
Propionic
acid,  WO
20M/00040PCI
IEP20(171005
576 188
24(1-(2-Cycl
ohexyl-ethox
y)-naphthale
ne-2-carbony
lj-amino)-2-
methyl-ProPi
onic acid,
24{143-(4-Ch
bro-pheny1)-
propoxyynaph
thalene-2-ca
rbony1)-amin
o)-2-melhylp
ropionic
acid, 140
-((R)-1-Meth
y1-3-phenykp
ropaxy)-aaph
thalene-2-ca
rbonya-amino
} 5
cycloperdane
carboxylie
acid,
111-((5)-14/
lethy1;
3-phenyl-pro
poxy)4naPhth
alene-2-carb
onylbamino)-
cyclopentane
carbcocylic
acid,
(R)-2-Methy1
-24[1-(2-phe
now-ethoxy)-
naPhthalene-
2-carbonylka
mino}butyric
acid,
(S)-2-Methy1
-2-([1-(2-ph
enoxyethoxy)
.naphthalene
-2-carbonyli
:aminc)-buty
ric acid, 10
24(112-(5-Ch
loro-pyridin
-3-yloxy)-el
hoxy1-naphth
alene-2-carb
ony1)-amino)
-2-rnethylpr
opionic
acid,
2-(14-Chbro-
142-(4-flUnr
o-pheno4)-el
hoxyl-naphth
alene-2-carb
anylFamino)-
2-
methyl-butyd
c acid, 



2-(0-Chbro-1
(2-(0.-fluor
o-phenory)-e
thoninaPhtha
lene-2-carbo
nyl}amino)-2
- 15
methyktopion
ic acki,
2-((11243-Ch
loro-4-fluor
o-phenwry)-e
thani-naphth
alene-2-carb
onyl}amino)-
2-
methyl-propi
onic acid,
2-14-Bromo-1
-(2-phenoxy-
athoxyynapht
halene-2-car
bonyli-amino
l-2-methylpr
oPionic
acid, 20 2-0
42-(4-Fluoro
-3,1rifluoi-
omethyl-Phen
oxy)-ethcxy]
-naphthalene
-2-carboay(a
mino)-
2-methyl-pro
pionic acid,
24{1
-12-(4-Bromo
-phenoxy)-et
hoxyl-naPhth
alene-2-carb
any1)-amino)
-2-methylpro
pionic acid;
2-({142-(4-F
ludro-phenox
y)-elhoxyl-n
aphthalene-2
-carbonyg-am
ino)-2-MOIN-
butYric
25acid,
2-(0-Bromo-1
42-(4-fluoro
-phenoxy)-et
hoxyLnaphtha
lene-2-carbo
ny1)-amino)-
2-
rnathyl-prop
lanic add.
2-Methyl-2-{
[1-({S)-1-me
thyl-2-pheno
xy-etho)-nap
hthalene-2-c
arbanylLarni
nolpropionic
acid, 30
2-Methil-2-a
1-((R)-1-met
hy1-2-phenax
y-ethoxy)-na
phthalene-2-
carbonylj-am
ino)-
prapionic
acid,  WO
2003/100409P
CT/EP2007/11
105576 189
2-0-(2-(2-ls
opropyl-phen
oxy)-ethoxy]
-naphthalene
-2-carbonyl}
amino)-2-met
hylpropionic
acid,
2-M.ethy1-24
[1-(2-m-toly
loxy-ethowyn
aPhthalene-2
-carbonyp-am
ino)-proPion
ic acid,
2-012-(3:Met
hoxy-phenoxy
)-ethoxyFnap
hthalene-2-c
arbany0-amin
o)-2-methyl-
5propionic
acid,
2-({112-(3,5
-Dichloro-ph
enoxy)-ethox
y]-naphthale
ne-2-carbony
li-amino)-2-
methylpropio
nic acid,
2-({1{2-(2,8
-Dichipro-ph
enoxy)-ethox
yl-naPithale
na-2-carbony
lLarnino)-2-
methylpropio
nic acid, 10
21{1{2-(3-Ch
lonp-5-fiuor
o-phenoxy)-e
lhoxyfnaphth
alene-2-carb
oq)-amino)-2
-
methyl-propi
onic acid,
2-({1{2-(3,4
-Dichloraphe
noxy)-plhoxy
l-naphthalen
e-2-carbonyl
yamino)-2-me
thylpropioni
c add,
2-({1{2-(lnd
an-5-yloxy)-
ethoxy}napht
halene-2-car
bany1)-amino
)-2-melhykpr
oPionic 15
add, 



2-({1{2-(2,4
-Dimethyl-ph
enoxy)-ethor
yFnadthalene
-2-carbanyl}
amino)-2-met
hylpropionic
acid,
2-(1142-(2,3
-Dimathylphe
no)ry)-ethco
cArnaPhthale
ne-2-carbony
lFamino)-2-m
ethylpropion
ic acid, 20
2-({142-(3-l
sopropyl-phe
noxy)-ethoxy
l-1aPhthaler
ie-2-carbony
lyamino)-24n
ethylprcpion
ic add,
2-({1{2-(2-C
hlonaiihenox
y)-ethoxyl-n
aPhthalene-2
-carb0nyp-am
in0)-2-ineth
yk prapionic
acid,
2-({1{2{3-Ch
lmochenoxy)-
ethoxy}naPht
halene-2-car
bonyp-amino)
-2-methyl-
25 propionic
add",
2-({142-(2-C
hlono-4-fluo
ro-phenoxy)-
ethoxifrnaPh
thalene-2-ca
rbony1)-amin
o5-2-
methyl-propi
onic add,
2-({142-(3,4
-Difluonp-ph
enoxy)-ethon
tnaPhthalene
-2-carbony1F
amino)-2-met
hylpropionic
acid, 30
2-({1{2-(3-F
luoro-phenax
y)-ethoxyl-n
aphthalene-2
-carbony1}-a
mincp-2-meth
ylpropionic
acid,  WO
2008/000409P
CP07 05576
190
2-([112-(2-M
ethoxy-phano
xy)-ethoxyFn
aPhthalene-2
-carbony1)-a
mino)-2-meth
ylpropionic
acid,
2-Methy1-241
-(3-phanyl-p
rop-2,-ynylo
xy)naphthaIe
ne-2-carbons
.tamino)-pro
pio4iic add,
5
2-g1-(3-(4-C
hloro-pheny1
)-proP-2-pyl
oxyl-naPhtha
lone-2-carbo
nyll-amino)-
2-methylprop
ionic add,
2,3-Dimethy1
-2{(1-(2-phe
noxy-ethoxyy
naphthalene-
2-carbonyl]-
amino}butyri
c acid,
1ill41-Methy
1-3-phenyl-p
ropoxy)-naPh
thalene-2-ca
rbonyq-amino
)-
cyclopentane
carboxYlic'a
cid,
101-({1-(244
-Fluoro-phen
oxy)-ethoxy1
-naphthalena
-2-carbony1)
-amin0)-
cydopentanec
arboxyhc
acid,-
2,3-Diniethy
l-2-ff1-(1-m
ethyl-3-phen
yl-propoxy)-
naPhthalene-
2-carbonyli-
arnino)-
butyric add,
2{{142-(4-Ch
loro-phenoxy
)-etho)rybna
Phthatene-2-
carbony1}-am
in0)-2,3-dim
etwl- 15
butyric
acid,
2{(1-12-(4-F
iuoro-phenco
ry)-ethoxyl-
naPhthalene-
2-catonyi1-a
min0)-2,3-di
methylbutyri
c add,
2-Methy1-24/
1-(1-methyl-
2-phenoxy-et
hoxy)-naphth
alene-2-carb
onylLamino)-
ProPianic
acid, 20
2-Methy1-2-(
[1-45-phenyl
-penty1)-nap
hthalene-2-c
arbonyll-arn
ino)-ProPion
ic acid,
2-Metiry1-24
11-(5-phenyl
-pent-1-ynyl
)-naphthalen
e-2-carbonyl
Famino}pr0Pi
0nic acid, 



2-Methy1-211
-(3-phtnyl-b
utoky)-napht
halene-2-car
bonyfl-amin0
)-pr0Pi0nic
acid, 2-((
14244-Chloro
-phenoxy)-et
horyi-naphth
alene-2-carb
onyl}amino)-
2-methyl-but
ylic acid,
25
2-([112-(4-C
hloro-phenox
y)-ethoxyl-n
aphthalene-2
-carbonyl}am
ino)-2-methy
lpropionic
add,-
2-(012-(2,4-
Dichloro-phe
nyl)-ethoxyF
naPhthalene-
2-carbonyl)-
amino)-2-met
hylpropionic
add,
2-Methyl-2-{
[1-(3-phenox
y-prop-1-yny
0-naphthalen
e-2-carbonyl
l-amino)-pro
pbnic
30acid,-
2-({1{2-(4-C
hloro-phany1
)-ethoxyl-na
phthalene-2-
carbonsi-ami
no)-2--rnthy
l-Pr0Pi0nic
acid,  WO
21JOS/00040,
PCTIEP2007.9
05576 91
2-Methy1-241
-(2-p-tolyke
thoxy)-napht
halene-2-car
bonyll-arnin
o)-propionic
acid,
2-([112-Benz
yloxy-etho)r
y)-napithale
ne,2-carbony
&aminol-2-me
thyl-ProPion
ic acid,
2-Methy1-2-1
[1-(2-phenox
y-athoxy)-na
phthalene-2-
carb0nyn-ami
co}-butyric
acid,
2{(5-Chloro-
3-(2-phenoxy
.thoxy)-benz
o[bithioPhan
a-2-carbonyl
l-amino)-2-m
ethyl-
5butyric
acid,
2-N-Chloro-3
-(2-phenoxy-
ethory)-bera
o[b]thbphane
-2-carbonylF
amino)-2-met
hylal-coloni
c acid,
2-(1142-(3,5
-Dilluoro-pl
ienoxy)-etho
xy1-naPhthal
en.e-2-carbo
nyg-amino)-2
-methyl-
propionic
acid, 10
2-Methy1-2-a
l-((E)-4-phe
nyl-but-1-en
yt)-naphthal
ene-2-carbon
ylFamino)-pr
opionic
acid,
2-Methy1-24[
1-(4-phenyl-
buty1)-napht
halene-2-car
bonyllamino)
-ProPionic
acid, 2-(f
112-(4-Fluor
o-phenoxyyet
hoxyl-naphth
atene-2-carb
onylyamino)-
2-methyl-
propionic
acid, 15
2-Methy1-2-f
il
(1-methy1-3-
phenyl-propo
xy)-naphtila
lene-2-carbo
nyll-aminol-
butyric_ 



-acid,
2-Methy1-2-(
11-0-phenyl-
but-l-yny1)-
naphthalene-
2-carbonylEa
minc)-propio
nic acid,
2-Mathy1-2-a
3-(2-phenoxy
ethoneybenzo
[bIthiophene
-2-cartronyl
yamino)-buly
ric acid,
2-Mathy1-241
3-(2-phenoxy
-ethoxy)-ben
zo[b]thiophe
ne-2-carbony
ll-amino}Pro
pionic
20acid,
21(4-Bromo-l
-phenethylox
y-naphthalen
e-2-carbony0
-amino7-2-rn
ethyl-ProPlo
nicadd,
2-([4-BrOrno
-1-(1-methyl
-3-pheny1-pr
opox0-naphth
alene-2-carb
enyll-amino)
-2-methylpro
pionic acid,
2-Methy1-2-(
{1-[2-(3-tri
fluoromethyl
-pheny1)-eth
oxyFnaphthal
ene-2-carbon
y1)-amino)-
25 propionic
acid,
2-({112-(4-F
lubroLpheny1
)-ctliorknap
hthalene-2-c
arbonyll-ami
no)-2-methyl
-ProPionic
acid, .
2-({112-(3-B
romo-phenyi)
-e-thoxyFnap
h1halone-2-c
arbonylj-ami
no)-2-methyl
-praPionic
acid, 30
2-Methy1-24[
1-(2-phenoxy
-ethoxy)-nap
ithalene-2-c
arbonylj-ami
noyproPionic
acid,
2-Methyl-24[
1-((S)-1-met
hy1-3-phenyl
-propoxy)-na
Phthalenc-2-
carbanyThami
no}-
propionic
acid,  WO
20081000409P
C1EE1007/005
576 102
2-Methy1-24[
1-(3-phenyl-
propoxy)-nap
hthaleae-2-c
arbonylFamin
o)-propionic
acid,
2-Methy1-2-Q
1-(F)-1-meth
yl-3-phenyl-
pr0p0xy)-nap
hthalene-2-c
arbonylLamin
o)-
propionic
acid,
2-Meth51-24(
1-phenethybx
y-naphthate0
e-2-carbony1
)-aminokprop
ionic acid,
or 5
2-Methyl-24(
1-(1-methyl-
3-phenyl-pro
pow).naphtha
lene-2-carbo
ny1)-amino)-
propionic
acid,
2-((4-Fluom-
1-[2-(3-fluo
ro-phenyl)-e
thokyl-napht
halene-2-car
bonyl)-amino
)-2-methylpr
opionic add,
2-0-Fluoro-1
-(4-phenyl-b
utoxy)-napti
thalene-2-ca
rbonyli-amin
o)-2-rnethyl
-propionic
10acid,
2-({4-Fluom-
H2-(2-fluoro
-phonoxy)-et
hoxylnaphtha
lene-2-carbo
nyg-amino)-2
-methylpropi
ortic acid,
2-({142-(4-C
hlom-pheny1)
-ethoxy)-4-f
luoro-Aaphth
alen.e-2-car
bonyll-amino
)-2-rnethyln
ropionic
acid, 15
24{4-Fluoro-
143-(2-fluor
o-phenoxy)-p
ropcoofrnaro
bthalene-2-c
arbony11-ami
no)-2-
methyl-propi
onic acid, 



27({4-Fluonc
-1-[3-(4-flu
oto-phenoxy)
-propoxy]-na
Phthalene-2-
carhonyl)-am
ino)-2-
methyl7propi
onic acid,
2-({4-Fluoro
-142-(naphth
alen-2-yloxy
)-ethoxyfria
ohthalene-2-
carbonyl)-am
ino)-2- 20
methil-PrOPi
onic acid,
2((1-(2,2-Di
fluoro-244-f
luoro-phenox
y)-ethoxyl-n
aphthalene-2
-carbonylEaM
ino)-2-
methyl-propi
onic acid,.
34{142-(4-Fl
uoro-phencur
y)-eihm5y1-n
aphthalene-2
-carbonylbar
nino)-terahy
dro-furan3-c
arboxylic
acid 25
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof. 25.
A compound
of the
formula (I)
as claimed
Si claim 1
selected
from the
group of:
3-([142-(4-F
luoro-phenox
y)thoxyl-nap
hthalene-2-c
arbonyg-amin
o)detrahydro
- 30
thiophene-3-
ca2boxylic
acid,
-4-({1{2-(4-
Fluoro-pbeno
2y)thoryi-na
ph1halene-2-
carbonylpami
no)-tetrahyd
rothiopyran-
4-carboxYrIc
acid,  WO
2008/0011409
010/005576
193
2-(1142-(4-F
luoro-phenox
y)-ethoxykna
phthalene-2-
carbonyli-ar
nino)-2-phen
yl-butyric
add,
1-a1-(2-Phan
oxy-ethoxyyn
aphthalene-2
-carbortyli-
amin0}cyclop
ent-3-eneca1
boxylic add,
2,4-Dimethy1
-211-(2-phen
acythwry)-na
phthalena4-c
arbomd1-amin
o)-Pentanoic
add,
methyl-butyr
ic acid,
14[1-(2-Phen
axy-ethoxy)-
naPhthalene-
2-carbonyll-
amino)-indar
i-1
-carboxylic
acid, 10
14[1-(2-Cycl
oheW-ethoxy)
-4-11uoro-na
Phthalene-2-
carbonstil-a
mino)-
cydopentanec
arboxyfic
acid,
1-(f4-Fluaro
-142-(4-fluo
ro-Phenoxy)-
ethoxybnaphl
halene-2-car
banyll-amino
)-
cydopentanea
mboxyfic
acid,
1-S-Fluoro-1
-(3-Phenoxy-
proPoxy)-nap
hthalene-2-c
arbonylFamin
* 



15
cyclopentane
carboxylic
acid,
1-114-Fluora
-1-(2-phenox
y-ethoxy)-na
phlhalene-2-
carb0nyfi-am
ind)-
cyclopentane
carboxylic
acid,
11(4-Fluora-
l-phenethylo
xy-naphthale
ne-2-catbons
4)-aminal-cy
clapen1aneca
rb0xylic
add, 20
114-Fluora-1
-(3-phenyl-P
roPaxy)naPht
halene-2-car
bonyll-arnin
01cydapentan
acarbOxylic
acid,
2-({1{2-(4-F
luoro-phenox
y)-ethonpnaP
hthalene-2-c
arbonyg-amin
o)-2-methyk3
--
pherwl-propi
onic add,
2-0-(2-Cyclo
hexykethbxy)
-naphthalene
-2-CarbonylF
amino]-2-eth
yl-hexanoic
acid, 25
2.4117.(3-Cy
clohexyl-pra
poxy)-naPhth
alene-2-carb
onylFamino)-
2-e1hylihexa
naic acid, -
2-Ethd-2-([1
43-phenyl-pr
oP0xy)-naPht
1alene-2-car
bonyl1-amino
)-hexan0i0
acid,
2-({1-12-(4-
Chloro-pheno
xy)-athoxy]-
naPhthatene-
2-carbonyl}-
amino)-2-eth
yl-hezanoic
add,
2-Ethy1-2411
-(2-phencxy-
etioxy)-naph
thalene-2-ca
rbonyli-amin
o)-hexanoic
acid, ao
2-E1hy1-2-({
142-(4-fluor
o-Phenary)-e
thoxyl-1aPh1
halene-2-car
b0nyli-amin0
yhexan0ic
acid,---  WO
240810011409
PCT/EP200710
0. 194
1-({4-Chloro
-112-(4-fluo
ro-phenyl)-e
thonl-naPhth
alene2-carbo
nyl)-arnino)
-
cyclobutanec
arboxyic
acid,
14[4-Chlora-
1-(2-cyclohe
xyl-athoxy)-
naPh1halene-
2-carbonyll-
amino}-
cyclobutanec
arbOxyliC
acid, 5
14(4-Chloro-
1-phenethylo
xy-naPhthale
ne-2-carbony
1)-ami1ol-cy
clobutanecar
boxylic
acid,
14Chloro-1-(
3-phenyl-Pro
ponaPhthalen
e-2-carbonyl
l-amino}-
cyclabutanec
arboxylic
add,
114-Chloro-1
42-p.henoxy-
ethoxy)-naph
lhalene-2-ca
rbonyll-amin
o)- 10
cycicbutanec
arboxylle
add,
1-({4-Chloro
-1-12-(441uo
rc-phenoxy)-
ethoxyi-naPh
thalene-2-ca
rbonyl)-amin
o)-
cyclobutanec
arbOxyliC
acid,
12({112-(4-F
luoro-pheny1
)-ethoxyl-na
Phjhalene-2-
calbonyl}ami
no)-
cyclobutanec
arboxylic
add, 15
14[1-(2-Cycl
oheryl-ethox
y)-naphthale
ne-2-carbony
lFamino)-cyc
lobutanecarb
oxyfic 



add,
1-({112-(4-C
hlaro-pheny1
)-athOxy]-na
Phthalene-2-
carbonylbami
no)-
cyclabutanec
arboxylic
add,
14(1-Pheneth
yloxy-naphth
alene-2-carb
onylFamino}c
yclobutaneca
rbazylic
acid, 2,0
1-(11-(3-Pha
nykpropoxy)-
naphthalene-
2-carbonyg-a
rnino)-cydob
utanecarboxy
lic acid,
1-({1-(2-(4-
Chloro-pheno
xy)-elhoxyl-
naphthalene-
2-carbonyrra
mino)-
cyclobutanec
arboxylic
acid,
42-Phenoxy-e
lboxy)-naPht
halene-2-car
bonyg-amincl
-cyclobutane
carboxylic
acid,
1-({142-(4-F
luorc-phenox
y)-ethoxyl-n
aphthalene-2
-carbonyfj-a
mino)- 25
cyclobutanec
arboxylic
add,
.24[4-Fluoro
-1.0-thiophe
n-2-yl-ethax
y)-naphilial
ene-2-cabony
lbaminol-2-m
ettyk
propionic
add,
244-Fluoro-1
-(1-methyl-3
-phenyl-Prop
oxy)-naPhlli
alene-2-carb
onA-amino)-2
-meth)dpropi
onic add, 30
2-({4-Fluoro
-142-(4-fluo
ro-phenoxy)-
ethoxyl-naPh
tlialene-2-c
arbany0.-ami
rio)-2-methy
lpropionic
add,  WO
HMISPCl/EP2W
101115576
195
2-(14-Fluoro
-1-(3-phanox
y-propoxy)-n
aphthalene-2
-carbonsd]-a
mino)-2-meth
yl-butyric
acid,
2-({4-Fluora
1 [2 (4
fluoro
phenyl)-etha
xybnaphthale
ne-2-cartkan
ya-amino)-2-
methylpropio
nic acid, 5
244-Fluoro-1
-(3-phenyl-p
ropoxy)-naph
thalene-2-ca
rbonyll-amin
o)-2-methsrl
-ProPionic
acid;
244-Fluoro-1
-(3-phenoxy-
propoxy)-nap
hthalene-2-c
arbon*amino)
.-2-methylpr
apionic
acid,
21(4-Fluoro-
1-phenethylo
xy-naphthale
ne-2-carbony
lyaminaj-2-m
elhyl-propio
nic acid, ID
2-{[4-Fluora
-1-(2-phenwr
y-ethoxy)-na
phthalene-2-
carbonylLami
no}-2-rnethy
l-propbnic
acid,
2-([1-(2-Cyc
loheArkethox
y)-naphthale
ne-2-carbony
li-amino)-2-
methyl-ProPi
onic acid,
2-({1-[3-(4-
Chloro-pheny
1)-propoxy}n
aphthalene-2
-cadconyll-a
mino)-2-meth
ylpropionic
acid, 15
c'yclopentan
ecarboq'Iic
acid,
1414(S)-1-Me
thyl3-phenyl
-propoxyynap
hthalene-2-c
arbanyll-ami
no)-
cyclopentane
carboxylic
acid,
(R)-2-Methy1
-2{(1-(2-phe
noxy-ethoxy)
-naphpalene-
2-carbonyg-a
mina)-bulyri
c acid, 20
(S)-2-Methy1
-2-41-(2-phe
noxy-ethoxy)
-napfithalen
e-2-carbonyl
kaminc)-buty
ric acid,
24(1-12-(5-C
hloro-pyridi
n-3-yloxy)-e
thoxyl-napht
tialene-2-r-
arbo1ilFamin
o)-2-methylp
ropionic
acid,-
2-(0-Chlor.o
-1-[2-(41flu
oro-phenaxy)
-ethoxy]-naP
hthalene-2-c
arbonylyamin
o)-2-
-metlyNcutyr
ic acid, 



25
2-({4-Chlora
-142-(4-fluo
rophenoxy)-e
thoxy}naprdh
alene-2.carb
ony11-amino)
-2-
methyl-prOpi
onic acid,
24(142-(3-Ch
loro4-fluoro
-phenoxy)-et
howl-napht1a
leno-2-carbo
nsd)-amino)-
2-
mothyl-propi
onic acid,
24[4-Broma-1
-(2-phencxy-
ethozy)-naph
tlialone-2-c
arbonya-amin
aj-2-methyl-
ProPionic
30acid,
2-U12-methyl
-propianic
acid,  WO
201131001.14
O9PC7TEP2 NO
76 196
240-12-(4-Br
omo-phenoxy)
-ethoni-naPh
thalene-2-ca
rbonyll-amin
o)-2-methyl-
propionic
acid,
2-({1{2-(4-F
luoro-phenox
y)-ethcnofrn
arahthalene-
2-carbonyll-
arnino)-2-rn
athyl-bulyri
c add. 5
2-((4-13romo
-142-(4-fluo
ro-pheno)ry)
-ethoxy1-nap
hthalene-2-c
arbony1)-ami
no)-2-
methyl-propi
onic acid,
2-Methy1-2-{
(1-((5)-1-me
thyl-2-pheno
xy-ethoxy)rn
aph1halene-2
-carbonYll-a
rnino)--
propionic
acid,
2-Methy1-2-1
11-((R)-1-Me
thy1-2-pherr
oxy-ethoxy)-
naPhthalane-
2-carbonylba
minc)-
10prapionic
acid,
2-a112-(2-Is
opropyl-phen
oxy)-ethoxy]
-naphthalane
-2-carbonyl}
arninb)-2-me
thylproploni
c acid,,
2-Methy1-2-(
[1-(2-m-toly
loxy-ethoxyy
naPhthalene-
2-carbonylka
mina)-propio
nic add,
2-([1
-(2-(3-Metho
xy-phenwry)-
ethoxy)-naph
lhalene-2-ca
rbony1)-amin
o)-2-methyl-
15propionic
acid,
2-([142-(3,5
-Dichloro-ph
enoxy)-ethox
y}naphlhalen
e-2-carbomta
mino)-2-meth
ylpropionic
acid,,
-(2-(2,6-Dic
hIcro-phenox
y)-athoxy}na
Phthalene-2-
carbonya-atn
ino)-2-mettd
propionic
acid, 20
2-([112-(3-C
hbro-5-fluor
o-phenoxy)-e
th0wynaPhtha
lene-2-carbo
ny1)-amino)-
2-
methyl-on:pi
cnic acid,' 



2-([1-12-(3,
4-Dichloro-p
henoxy)-elli
ond-naPhthal
ene-2-carbon
yikaminO)-2-
methylpropio
nic acid,
2-({142-(Ind
an-5-ylory)-
ethoxy}napht
halene-2-car
bonsi)-aming
)-2-methsd-P
ropionic 25
acid,
2-([142-(2,4
-Dimeth*Phen
oxy)-elhoxy}
naptithalene
-2rcarbonyli
-amino)-2-mo
thylpropioni
c acid, 2-al
-(2-(2,3-Dim
ethyl-phenow
)-ethonTnaPh
thalene-2-ca
rbony1}-amin
o)-2-methylp
ropionic
acid, 30
2-([142-(3-l
sopropyl-phe
no)ry)-ethox
y]-naPhlhale
ne-2-cartion
y0-arnino)-2
-rnothyl- -
propionic
acid,  WO
201.18A10040
9PCPEP2007/0
0S576 197
2-([142-(2-C
hloro-phenox
y)-ethml-naP
hthalenc-2-c
arbanylyamin
o)-2-methyl-
propionic
acid,
24{142-(3-Ch
loro-phanoxy
)-elhoxyl-na
phThabna-2-c
arbonyl)-ain
ino)-2-methy
l- propionic
acid, 5
2-((1-[2-(2-
Chlora-4-flu
nro-phenoxy)
-ethoxy]-naP
hthaIene-2-a
arbonyII-ami
no)-2-
methyl-propi
onic acid,
2-((1-12-(3,
4-Difluarc-p
henaxy)-etho
xfrnaphthale
ne-2-carbony
l}amino)-2-m
ethyl-
propionic
add.
2-({142-(3-F
luonl-phenox
y)-ethoofrna
Phihalcne-2-
carbonyrrami
no)-2-methyl
-
10propionic
acid,
2.4{112-(2-M
ethoxy.pheno
xy)-ethoxyl-
naPhthalene-
2-carbonyll-
amino)-2-met
hyl-
propionic
add,
2-Methy1-2-1
11-(3-phenyl
-proP-2-ynyl
oxy)-naPhtha
lene-2-catho
nyll-amino)-
ProPionic
acid: 15
_.2-al,[3.-.
(4,Chloro-ph
eny1)-pmpy_n
yloxy.knapin
aIane-2-carb
oaA)-amino)-
2"_methyl- _
propionic
add,
2,3-Dimethy1
-241-(2-phen
oxy-ethoxy)-
naphthatene-
2-carbonyll7
amino)-butyr
ic add,
1-0-(1-11/le
thyl-3-pheny
l-proponi-na
Phthalene-2-
carbanytkami
ncl-
cydopentanec
arboxy1ic
acid, ,
1-a1-[2-(4-F
luore-phenox
y)-etboxy]-n
aphthalene-2
-carbonyg-am
ino)-
cydopentanec
arbozylic
acid,, 



2,3-Dimethy1
-241-(1-metr
iy1-3-phenyl
-propoxy)-na
PhIlialene-2
-carbonyi}am
inoj=
butyric
acid,
2.-({112-(4-
Chloto-phano
xy)-ethoxyLn
aphthalene-2
-carbony1)-a
mino)-2,3-di
methyl-
25butyric
acid, -
2-(1112-(4-F
luoro-pheffo
xy)-ethoxyl-
naphthalene-
2-carb9nyll-
amino)-23-di
methyd-
butyric
acid,
2-Methy1-241
-(1-me1hyl-2
-phenoxy-eth
oxy)-naphtha
lene-2-carbo
nyl1-amino}p
ropionic
acid, 30
2-Methy1-241
-(5-phenyl-p
entA-naphtha
lene-2-carbo
nylFamino)-P
roPionic
acid,
2-Mathy1-241
-(5-phenyl-p
ent-1-yny1)-
naPhthalene-
2-carbonY9-a
mino)-ProPio
nic add,--
2-Mathy1-24[
1-(3-phenyl-
butoxy)-naph
thalene-2-ca
rbonyll-amin
o)-ProPionic
acid,  WO
2008.1000409
PCTIEI2007IO
OS57O 195
24(112-(4-Ch
loro-phenoxy
)-elhoxyl-na
phthalene-2-
carbonylamin
o)-2-me1hyl-
butyric add,
2-(042-(4-Ch
loro-phenoxy
)-ethoxyl-na
phthalene-2-
carbonylFami
no)-2-rnettl
Y1-
pnopionie
add, 5
2-((1-12-(2,
4-Dichbro-ph
eny1)-elhoxy
l-naPhthalen
e-2-aarbonyl
)-amino)-2-m
othylpropion
ic add,
2-Methy1-24[
1-(3-phenoxy
-ProP-1-yny1
)-naPhthalen
e-2-carbonyl
Famino}-prop
iwic add,
2-({112-(4-C
hloro-phenyl
)-ethoxy}naP
hthalene-2-c
arbonyl-amin
o).24nethyl-
proPionic
10acid,
2-Mothy1-24[
142-p-tolyr-
atixow)-naph
thalene-2-ca
rbony1)-amin
ol-ProPionic
acid,
241-(2-Benzy
loxy-ethoxy)
-naphthaiene
-2-carbonyll
-amino1-2-me
thyl-prapian
i0 acid,
2-11Aethy1-2
-4J142-phe00
xy-dhoxy)-na
phthalene-2-
Carbonyli-am
ino)-butydc
acid,
2-0-Chlora-3
-(2-phenoxy-
ethory)-benz
o[bIthiophon
a-2-carbonyl
yaminol-2-me
thyl-
-15butydc-ac
id,-_. .
2-a6-Chloro-
3-(2-phanoxy
-ethoxy)-ben
zdbithioPhen
e-2-carbonyl
hamino)-2-me
thylpropioni
c acid,
24(142-(3,5-
Difluom-phen
oxy)-ethoxyl
-naPhthalene
-2-carbony1)
-amino)-2-me
thylpropioni
c acid, 



20
24,4ethy1-2-
([14(E)-.4-p
heny0-but-1-
any1)-naraht
halene-2-c9r
bonyll-amino
)-propionic
acid,
2-Methy1-2-(
11-(4-phenyl
-bulls1)-nap
hthalene-2-c
arbonyli-am'
noi-prdpioni
c acid,
2-({1-12-(4-
Fluoro-pheno
xythontnaPht
halene-2-car
bonyli-amino
)-2-rnethyk
propionic
acid, 25
2.tilethy1-2
-([1-(1-meth
4-3-phenyl-p
ropoxy)-naph
lhalene-2:c9
rb0nyl-amino
)-butyric .
add,
2-Methy1-2-'
11-(4-phenyl
-but-linylyn
aPhthalane-2
-carbonylEam
inc)-proPion
ic acid,
2-Methy1-2-4
342-phenoxy-
ethoxy)-benz
o[bIthioPhen
e-2-carbonyl
l-arninoybut
yric add,
2-Methy1-2-0
12-phenory-e
thcowybenzal
thioPtienc-2
-carbonyfl-a
mino)-propio
nic 30acid,
2-M-Bromo-1-
phenethyloxy
-naphthalene
-2-carbony1)
-arnino)-2-r
neitwl-P1oPi
0nic acid,
WO
200S/000409P
ettP21107/00
5576
199
2-(pl-Bromo-
1-(1-inethyl
-3-phenyl-or
oPoxy)-naPhi
halene-2-car
bonyll-amino
l-2-methylpr
opionic
acid,
2-Methyl-2-(
{142-(3-trif
luoromethyl-
pheny1)-etho
xy}naPhlhale
ne-2.-carbon
yll-amino)-
propionic
acid, 5
2-(11-[2-(4-
Fluoro-pheny
1)-ethoxy]-n
aPhthalene-2
-carbonyg-am
ino)-2-methy
l-ProPionic
acid,
2-({1{2-0-Br
omo-phenylEe
thoxyl-naPht
halene-2-r.a
rbonylyamino
)-2-melhyl-p
ropionic
acid,
2-Methy1-2{(
1-(2-phenoxy
-ethoxy)-naP
lithalene-2-
carbonylFami
nol-proPioni
c acid, 10
2-Methy1-24
-0)-1-methy1
-3-phenyl-pr
cipoxy)-naph
thalene-2-ca
rbonyli-amin
o)-
propionic
acid,-
2-Methy1-2-f
f
1-(3-phenyl-
propoxy)-nap
hthalene-2-c
arbonylFamho
}propionic
acid,
2-Methy1-24[
1-((R)-1-met
hy1-3-phanyl
-propoxy)-na
phthalene-2-
carbonyll-am
in*
propionic
acid, 15
2-Methy1-2-1
(1-pheneThyl
oxy-napiltha
lene-2-carbo
nA-arninol-P
roPionicacid
, or_ 



2-Methyl-2-(
11-(1-methyl
-3-Phenyl-Pr
opo)qynaPhth
alene-2-carb
ony1Farnin0)
pr0pi0nic
acid,
2-([4-Fluoro
-1-[2-(3-flu
oro-phenyl)-
ethory]-naPh
thalene-2-ca
rbonylyamino
)-2-methylpr
opionic
acid, 20
2-p-Fluoro-1
-(4-phenyl-b
utoxy)-napht
halene-2-car
bonyllamino)
-2-methyl-Pr
oPionic
2-({4-Fluoro
-112-(2-fluo
ro-phencoty)
-ethoxyl-naP
hthalene-2-c
arbonselj-am
ino)-2-methy
lpropionicec
id,
2-(1142-(4-C
hloro-pheny1
)-elhoxy/-4-
11noro-napht
halene-2-car
bonyl-amino)
-2-methyl-
25propionic
acid,
2-((4-Fluoro
-14342-fluor
o-pheboxy)-p
roporA-napht
halene-2-car
bonyll-amino
)-2- .
rnethyl-prop
ionic acid,
244-Fluoro-1
13-(4-fluoro
-phenoxy)-pr
opoxy]-napht
halene-2-car
bony1)-amino
)-2:
methyl-propi
onic acid,
30
2-WI-Fluoro-
1-(2-(naphth
alen-2-yloxy
)-elhozsg-1a
Pht1alene-2-
carb0nyq-ami
no)-2- __.
methyl-propi
onic acid,
D 2008/1)(1
114 0 9PC
rotP20117/00
Eci76 200
24{112,2-Cti
fluoro-244-f
luoro-phenox
y)-ethoxyl-n
aPhthalene-2
-carbonylyam
ino)-2-
methyl-propi
onic acid,
3-({142-(4-F
luoro-phenox
yjethoxyl-na
Phthalene-2-
cartionyp-am
ino)-tetrahy
dro-furan3-c
arboxyfic
acid 5 andkr
a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof. 26.
A compound
of the
formula I
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof as
claimed In
one or more
of claims
Ito 25 for
use as a
medicament.
10 27. The
use of a
compound of
the formula
I and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof as
claimed in
one or more
of claims
Ito 25 alone
or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of chemokine
mediated
diseases. 15
za. The use
of a
compound of
theformula
land/or a
pharmaceutic
ally
acceptable.
salt and/or
a prodrug
thereof as
claimed in
one or more
of claims 1
to 25 alone
or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of acute and
chronic
inflammatory
diseases. 20
29. The use
of a
compound of
the formula
I and/or a
pharmaceutic
ally
acceptable
salt thereof
and/or a
prodrug
alone or in
combination
mat other
medicaments
or active
ingredients
ad claimed
in claim 27
and/or 28
for
producing a
medicament
for the 



treatment or
prophylaxis
of
arthritis,
chronic
obstructive
pubnonary
disease,
adult or
acute
respiratory
distress
syndrome,
asthma.
atherosclero
sis,
myocardial
and renal 25
ischernia/re
perfusion
injury,
peripheral
limb
ischSmialrep
erlusion
injury,
inflammatory
bowel
disease,
ulcerative
colitis,
crohn's
disease,
rneconiurn
apriration
syndrome.
atonic
dermatft,
cystic
fibrosis,
psoriasis.
',soden
arthritis,
multiple
sclerosis,
angiogenesis
,
restenosis,
osteoarthdti
s,
osteoporosis
. septic
shock,
endotoxic
shock, gram
negative
sepsis,
toxic shock
syndrome,
stroke,
glomeruIonep
hritis.
thrombosis,
- 30graft
vs. host
reaction,
atiograft
rejections,
transplant
reperfusion
injury,
early
transplantah
on
rejection,
acute
inflammation
, alzheimers
disease,
malaria,
respiratory
- viruses,
herpes
viruses,
hepatitis
viruses,
lily,
Kaposi's
sarcoma-asso
ciated
viruses,  WO
2008/000409P
CT/10200
7/005576 201
meningitis,
gingivitis,
herpes
encephafitis
, CNS
vasculitis,
traumatic
brain
injury,
brain
ischemiairep
erfusion
injury,
migraine,
CNS tumors,
subarachnoid
hemorrhage,
post
surgical
trauma,
interstitial
pneurnonitis
,
hypersensiti
vity,.crysth
l induced
arthritis,
acute and
chronic
pancreatilis
, hepatic
ischemia/rep
erfusion
injury,
acute
alcoholic
hepatitis,
5necrotizing
enterocaliti
s, chronic
sinusitis,
uyeitis,
polymyositis
,
vascalitis,
acne,
gastric and
duodenal
ulcers,
intestinal
ischemia/rep
erfusion
injury,
celiac
disease,
esophagitis,
glossitis,
rhinft,
airflow
obstruction,
airway
hyperrespons
iveness,
bronchioliti
s,
bronchroliti
s
obliterans,
bronchioliti
s obliterans
argentine
pneumonia,
bronshiectas
is, chronic
bronchitis,
car
pulmanae,
dyspnea,
emphysema,
hypercapnea,
hyperinflati
on,
10hyperoxia-
induced
inflarrIntat
ions,
hypoxemia,
hypoxia,
lung
isehemialiep
erfusion
injury,
surgencal
lung volume
reduction,
pulmonary
fibrosis,
pulmonary
hypertension
,- right
ventricular
hypertrophy,
peritonitis
associated
with
continuous
ambulatory
peritoneal
dialysis,
granulocytic
ehrlichiosis
,
sarcoidosis,
small airway
disease,
ventilation-
perfusion
mismatching,
wheeze,
colds, gout,
alcoholic
liver
disease,
lupus, 15_._
_bum
therapy,
periodontiti
s, pre-term
labor,
cough,
pruritis"mul
ti-organtlys
function,_
trauma,
sprains,
contusions,
undesired
hernatopoiet
ic stem cell
release,
angiogenic
ocular
disease,
ocular
inflammation
,
retinopathy
or
prematurity,
diabetic-ret
inopathy,
macular
degeneration
sdth the wet
type
preferred
and corneal
neovasulariz
ation, tumor
angiogenesis
, cancer and
metastasis.
20- 10. ,
The use of a
compound of
the formula
I and/or a
pharmaceutic
ally
acceptable
salt and/or
a predmg
thereof
alone or in
combination
with other
medicaments
or active
ingredients
as claimed
in one
armored
.1:lair:Els
27 to 28 for
producing a
medicament
far the
treatment or
prophylaxis
of
atherosclero
sis,
ischemiairep
erfusion
injuries, 25
chronic
obstructUe
pulmonary
disease,
asthma, and
rheumatoid
arthritis,
adult
respiratory
distress
syndrome,
inflammatory
bowel
disease,
ulcerative
colitis,
Cnohn's .
disease
alnpic
dermatitis,
cystic
fibrosis,
psoriasis,
dermatitis,
multiple
sclerosis,
angiogenesis
, resnosis,
osteoarthrit
is, septic
shock,
endotmdc
shock, gram
negative
sepsis,
toxic shock
syndrome,
stroke,
glomerulonep
hdtis,
thrombosis,
grafi vs.
host
30reaction,
allograft
rejections,
alzheimers
disease,
malaria,
viral
infections,
traumatic
brain
injury.
Pulmonary
fibradis and
cancer.  



WO
20081000409P
CI1EP200
71005576
2332 It A
medicine for
human,
veterinary
and/or
phytoprotect
ive use
comprising
an effective
amount of a
compound of
the formula'
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodng
thereof as
claimed
'none or
more of
claims 1 to
25, together
with
pharmaceutic
ally
acceptable
carriers and
additives_
32. A
medicine for
human,
veterinary
and/or
phyloprotect
ive use
comprising
an effective
amount of at
least one
compound of
the formula
I and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof as
claimed in
one or more
of claims 1
to 25,
together
with
pharmaceutic
ally
acceptable
carriers and
additives in
combination
with at 10
least one
other
pharmacologi
cal active
ingredient
or
medicament
The use of a
compound of
the formula
II  15
wherein -Xis
-C123=CR4-,
-CR5=N-,
-N=CR6-,
-NR7- Or
-5-; R3, R4,
R5 and R6
are,
independentl
y of one
another,
hydrogen, F,
Cl, Br, I,
alkyl
20having 1,
2,.3, 4,
5.or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9,10,
11, 12 or 13
hydrogen
atoms may be
substiMted
by fluorine
atoms,
cycloalkyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, a, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalrylal
kyl haying
4, 5, 6. 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12,
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by  WO
200810110409
FCDIEP2507/0
05576 203
fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10.
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substthrted
by fluorine
atoms,
-S-alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms, OH,
CN, NO2,
NR27R2B,
C(0)R29,
C(0)NR3OR31,
S(0)0R32,
S(0)pNR33R34
, aryl,
heteroaryl,
10arylalkyl
with alkyl
having 1, 2,
3 or 4
carbon atoms
or
heteroarylal
kyl with
alkyl having
1, 2, 3 or 4
carbon
atoms; R27
is hydrogen
or alkyl
having 1, 2,
3 or 4
carbon
Morns; 



R28 is
hydrogen,
alkyl having
1, 2, 3 or 4
carbon
atoms,
15aryl,.C(0)
R,
G(0)allrylwt
th
alkyl-haying
1, 2, 3 or 4
carbon atoms
or C(0)aryl;
R29. is
hydrogen,
OH, alkyl
with 1, 2, 3
or 4 carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl;
R30, R31,
R33 and R34
20are,
independentl
y of one
another,
hydrogen,
alkyl
having 1, 2,
3 or 4
carbon atoms
or aryl;.
R32 is OH,
alkyl having
1, 2, 3 or 4
carbon
atoms,
allioxy with
1, 2, 3 or 4
carbon atoms
or aryl; o
and p 25are,
independentl
y of one
another, 1
or 2; R7is
hydrogen,
alkyl haying
1, 2, 3 or 4
carban atoms
or C(0)R35;
R35 is
hydrogen,
alkyl with
1, 2, 3 or 4
carbon atoms
or aryl; Y1,
Y2, Y3 and
Y4 30are,
independentl
y of one
another,
-C128- or
nitrogen,
with the
proviso that
at least two
of Yl, Y2,
Y3 and Y4
are defined
as -CR8-;
WO
2008/000409P
CIBP2007/003
57.6 204
R8is
hydrogen, F.
Cl, Br. I,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5. 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fibodne
atoms,
cycloalkyl
haying 3,
4,5 cr8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 6 9, 10
or 11
5hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5. 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4. 5, B,
7, 8, 9, 10,
11. 12, 13,
14 or 15
hydrogen
atoms May be
substituted
by flumine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or G
carbon
atoms, in
which 1, 2,
3, 4. 5, 6,
7, B. 9. 10,
11, 12 or 13
10 hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
koxy haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
- 3, 4, 5,
B, 7, 8, 9.
10, 11, 12,
13, 14 or 15
hydrogen
atoms rnay
be 15
.substituMd
by fluonne
atoms,
-S-allcyl
baying 1, 2,
3, 4, 5 or.6
carbon
atoms, in
which 1, 2,
3. 4, 5, 13,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may he
substituted
by fluorine
atoms, OH,
GN, NO2,
NR36R37,
C(0)R38,
G(0)NR39R40,
S(0)gR41,
S(0)0NR42R43
, aryl.
heteroaryl,
an4alkyl
with albyl
having 1, 2,
3 



20or 4
carbonatoms
or
heteroarylal
kyl with
alkyl haying
1, 2, 3 Or 4
carbon
atoms; . R36
is hydrogen
or alkyl
having 1.2.
3 or 4
carbon
atoms;- R37
is hydrogen,
alkyl having
1, 2, 3 Of 4
carbon
atoms, aryl,
G(0)H,
C(0)alkyl
with alkyl
having 1, 2,
3 or 4
carbon atoms
or 0(0)5131;
R38 is
hydrogen,
011, alkyl
with 12,3 or
4 carbon
atoms,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl;
R39, R40,
R42 and 543
30are,
independentl
y of one
another,
hydrogen,
alkyl haying
1, 2, 3 004
carbon MOMS
Or aryl;  WO
2008(000409P
CT/EP200,40S
576 205 R41
is OH, alkyl
haying 1, 2,
3 or 4
carbon
acorns,
alkoxy with
1, 2, 3 or 4
carbon atoms
or aryl; q
and r are,
independentl
y of one
another, 1
or 2; 5 is
-0(0)-,
9(0)- or Ais
cycloalkyl
haying 3,
4,5, 6, 7 or
8 carbon
atoms,
heterocyclyi
haying 5, 8,
7 or 13
atoms,
phenyl Br
heteroaryl
haying 5.or
6 atoms;
10in which
the said
cycloalkyl,
haterocyclyl
, phenyl or
heteroaryl
can be
condensed to
a cycloalkyl
radical
haying 3, 4,
5, 6 ,7 or 8
atoms, a
heterocyclyi
radical
having 5, 6,
7 or B
atoms, a
phenyl
radical or a
heteroaryl
radical
haying 5 or
6 atoms,
and in which
said
cycloalkyl,
heterocyclyl
, phenyl or
hetemaryl
and 15the
optionally
condensed
cycloalkyl
radical.
heterocyclyl
radical, -
phenyl
radical or
heteroaryl
radical are
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
selected
from the
group
consisting
of F, Cl,
Br, I, OH,
CN, NO2, SF,
alkyl having
1, 2, 3, 



- 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 .20or
13 hydrogen
stoma may be
substituted
by fluorine
atoms,
OYcloakyl
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9,10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms.,
cycloalkylal
kyl having
4:5, 6, 7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms 25 may
be
substituted
by fluorine
atoms,
alkoxy
haying -I,
2, 3, 4, 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5,
6,7, 8, 9,
10, 11, 12
Or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkoxy
having 3, 4,
5 or 8
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms, 30
cycloalkylal
koxy haying
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms or
-S-alkyl
having 1, 2,
3, 4, 5 or 6
WO 40
00409PCTTEP2
097/1105575
206 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms; is a
linear
linker
consisting
of 3, 4 or 5
carbon
atoms, in
which 1 or 2
carbon atoms
can be
replaced by
a member of
a heteroatom
containing
group
consisting
of 0, NR19
or S(0)y and
which linker
may contain
0, 1 or 2
double or
hiple bonds
between
carbon atoms
within the
linker, with
the
provisos,
that 2 of
said
heteroatorn
containing
groups are
separated by
at least 2
carbon
atoms, that
heteroatom
containing
groups are
not adjacent
to a double
or triple
bond 10
within the
linker or to
a
non-aromatic
double bond,
Which might
be part of
A, that
double or
triple bonds
are not
cumulated,
and Mat, if
A is
connected to
the linker
via a
nitrogen
atom being
part of A,
the atom of
the-linker
which is
connected to
A is a
carbon atom;
and in which
linker
saturated
carbon
atoms, which
are not
adjacent to
. _
heterpatorn_
containing
groups,
which are
not adjacent
to double or
-triple .-
bonds within
the linker
or which are
not adjacent
to a
heteroatom,
which might
be part of
A, can,
independentl
y of one
another, be
substituted
by hydrogen,
F, OH, alkyl
having 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5,
6,7,13, 9,
10, 11, 12
or 13
hydrogen
atoms may be
20substitute
d.by
fluorine
Dtoms,
cycloalkyl
having 3, 4,
5 ors carbon
. -atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or '1t
hydrogen
atoms may be
'
substituted
by fluorine
atoms,
cycloaticyla
kyl haying
4, 5, 6, 7
or p carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9,
10,.11, 12;
13,14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms,
alkoxy
having 1,.
25 2, 3: 4,
5 or S
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10,
11, 12 - or
13 hydrogen
atoms may
be.subslitut
ed by
fluorine
atoms;
cycloalkoxy
having 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 5,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 300,
10, 11, 12,
13, 14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;  WO
211J51010409
PCT/EP2007/0
1)3576 207 



and in which
linker
saturated
carbon
atoms, which
are adjacent
to
beteroatom
'containing
groups,
which are
adjacent to
double or
triple bonds
in the
linker, or
which are
adjacent to
a
heteroatom,
which might
be-pan of A,
or carbon
atoms being
part of a
double bond,
can,
5independent
ly of one
another, be
substituted
by hydrogen.
F, alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoma or 10
cydoalkylalk
yl having 4,
5, 6, 7 or 8
carbon
atoms, in
which I, 2,
3,4, 5, 6 7,
8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms; R19
is hydrogen,
alkyl haying
I, 2, 3, 4,
5 or 6
carbon
atoms, in
which I, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms enay
be 15
substituted
hyfluorine
atoms,
cyclealkyl
having 3,4 5
or 6 carbon
atoms, in
which 1, 2,
3, 4, 5, 8,
7, 8, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkylal
kyl having
4, 5, 6,7 or
8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7i 8,9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
20atoms,
C(0)R44 or
C(0)14R45R46
R44, R45 and
R46 are,
independentl
y of one
another,
hydrogen,
WW1  haying
1, 2,3 or 4
carbon
atoms, hi
which 1, 2,
3, 4, 5, 6
or 7
hydrogen
atoms may be
substituted
by 25
fluorine
atoms or
cycloalkyl
haying 3 or
4 carbon
stoma, in
which I, 2,
3, 4, 5 or 6
hydrogen
atoms may be
substituted
by fluorine
atoms; yis
0, 1 or 2;
30 i RIis
hydrogen;
and  WO
mammasecterz
omui9576 208
R2is alkyl
haying 1, 2,
3, 4, 5 or 6
carbon
atoms,
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
having 3, 4,
5, 6, 7 or 8
carbon atoms
or
heterocycly1
haying 3, 4,
5, 5, 7 or 8
atoms;
wherein
alkyl is
unsubstitute
d or
substituted
by 1, 2, 3,
4 or 5
radicals
5selected
from the
group
consisting
of F, CI,
Br, I, m9 0
or 1; .
nis0, 1,2 or
3; 



R26 is
hydrogen,
phenyl,
heteroaryl
having 5 or
6 atoms,
cycloalkyl
haying 3,4,5
or 8 carbon
atoms or
heteronycly1
10haying 3,
4 5, 6, 7 or
8 atoms, in
which the
phenyl,
heteroaryl,
cycloalkyl
or
heterocyclyl
are
unsubstitute
d or
substituted
by 1.2 or 3
radicals
selected
from F, Cl,
Br or I; and
wherein
phenyl,
heteroaryl
haying 5 or
6 atoms,
cycloalkyl
haying 3,
4, 5, 8, 7
or 8 carbon
atoms or
heterocyclyl
having 3, 4
5, 6, 7 or 8
atoms 15are
unsubstitute
d or
substituted
by 1, 2,
3...4 or 5
radicals.
selected
from the
group
consisting
of F, Cl.
Br, I, OH,
CM, NO2,
SCF3, SFs,
alkyl having
1, 2, 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, B, 9, 10,
11, 12 or 13
hydrogen
atoms may be
substituted
by fluorine
atoms,
cycloalkyl
haying 3, 4,
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10
or 11
20hydrogen
Moths may be
substituted
by fluorine
atoms,
cycloallalky
l having 4,
5, 8, 7 or
8.carbon
atoms; in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted.
by fluorine
atoms,
alkoxy
haying 1, 2,
3, 4, 5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12 or 13
hydrogen
atoms may be
SUbStItUteCI
by
25fluorine
atoms,
cycicelkoxy
having 3, 4.
5 or 6
carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, B, 9, 10
or 11
hydrogen
atoms may be
substituted
by fluorine
atoms or
cycloalkylal
koxy having
4, 5, 6, 7
or 8 carbon
atoms, in
which 1, 2,
3, 4, 5, 6,
7, 8, 9, 10,
11, 12, 13,
14 or 15
hydrogen
atoms may be
substituted
by fluorine
atoms;  WO
200M1011409P
C1110.201175
10E676 209
and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with offer
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of chemokine
mediated
diseases. 5
34. The use
of a
compound of
the formula
II and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof as
claimed in
claim 33
alone or in
combination
with other
medicaments
or active
ingredients
for
producing a
medicament
for the
treatment or
prophylaxis
of acute and
chronic
inflammatory
diseases,. 0
35. The use
of a
compound of
the formula
It and/or a
pharmaceutic
ally
acceptable
salt and/or
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredients
as claimed
in claim 33
and/or 34
for
producing a
medicament
for the
treatment or
prophylaxis
of
arthritis,
chronic
obstructive
pulmonary
disease
adult or
acute
respiratory
distress
syndrome,
asthma,
atherosclero
sis,
myocardial
and renal
15ischerniaf
reperfusion
injury,
peripheral
limb
ischernia/re
perfusion
injury,
inflammatory
bowel
disease
ulcerative
colitis,
Crohn's
cesease,
meconium
apdration
syndrome,
atopic
dermatitis,
cystic
fibrosis,
psoriasis,
psonatic
arthritis,
multiple
sclerosis,
angiogenesis
,
restenosis,
osteoarthrit
is,
osteoporosis
, septic
shock,
andotoxic
shock, gram
negative
sepsis,
toxic shock
syndrome,
stroke,
gbmerulonaph
ritia,
thrombosis, 



20 graft vs.
host
reaction,
allograft
rejections,
transplant
reperfusion
injury,
early
transplantat
ion
'rejection,
acute
inflammation
, aLzheimers
disease,
malaria,
respiratory
viruses,
herpes
viruses,
hepatitis
viruses,
lily,
Kanosis
sarcoma-asso
ciated
viruses, .
meningitis,
gingivitis,
herpes
encephalitis
, ChM
vascures,
traumatic
brain
injury,
brain
ischemizdrep
erfusion
injury,
migraine.
CNS tumors,
subarachnoid
hemorrhage,
post 25
surgical
trauma,
interstitial
pneumonitis,
hypersensiti
vity,
crystal
induced
arthritis,
acute and
chronic
pancrealitis
, hepatic
ischemia/rep
erfusion
injury,
acute
alcoholic
hepatitis,
necrotizing
enterocoliti
s, chronic
sinusitis,
welts,
polymyosite,
vasculitis,
acne,
gastric and
duodenal
ulcers,
intestinal
ischemietrep
erfusion
injury,
celiac
disease,
esophagitis,
glossae,
rhinitis,
airflow
obstruction,
airway
hyperrespons
iveness,
bronchioliti
s, .30
bronchioliti
s
obliterans,
bronchioliti
s obliterans
organizing
pneumonia,
bronchiectas
is, chronic
bronchitis,
Car
pulmonae,
dyspnea,
emphysema,
hypercapnea,
hYlveriatiat
ion,
hyperoxia-in
duced
inflammation
s,
hypoxemia,
hypcnda,
lung
ischemialrep
erfusion  WO
2068WX14119P
OWT2007/0165
16 210
injury,
surgerital
lung volume
reduction,
pulmonary
fibrosis,
pulmonary
hypertension
, right
ventdcular
hypertrophy,
peritonitis
associated
with
continuous
ambulatory
peritoneal
dialysis,
granulocytic
ehrlichiosis
,
sarcordosis,
small airway
disease,
ventilation-
perfusion
mismatching,
wheeze
colds, gout,
alcoholic
fiver
disease,
lupus, 5 bum
therapy,
periodontiti
s, pre-term
labor,
cough,
pruritis,
multi-organ
dysfunction,
trauma,
sprains,
contusions,
undesired
hematopoieti
c stein cell
release,
angiogenic
ocular
disease,
ocular
inflammation
,
retroopathy
or
prematurity,
diabetic
retinopathy,
macular
degeneration
with the wet
type
preferred
and corneal
neovasulariz
atkm, tumor
angiogenesis
, cancer and
metastasis.
10 35. The
use of a
oampound of
the formula
II and/or a
pharmaceutic
ally
acceptable
salt anctior
a prodrug
thereof
alone or in
combination
with other
medicaments
or active
ingredientsa
s claimed in
one or mom
of claims 33
to 35 for
producing a
medicament
for the
trealment or
prophylaxis
of
atherosclero
sis,
ischemia/rep
erfuslon
injuries, 15
chronic
obstructive
pulmonary
disease,
asthma, and
rheumatoid
arthritis
adult
respiratory
distress
syndrome,
inflammatory
bowel
disease,
ulcerative
colitis,
Crohn's
disease,
atonic
dennatitis,
cystic
fibrosis,
psoriasis,
dermatitis,
multiple
sclerosis,
angiogenesis
,
restenosis,
osteoarthrit
is, septic
shook,
endotoxic
shock, gram
negative
sepsis,
toxic shock
syndrome,
stroke,
glomeruionep
hritis,
thrombosis,
graft vs.
host
20reaction,
atiodraft
rejections,
alzheimess
disease,
malaria,
viral
infections,
traumatic
brain
injury,
pulmonary
fibrosis and
cancer. 








