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CLAIMS

1. A p75 receptor antagonist for the preparation of a medicament for

treatment and/or prevention of overactive bladder.

2. A p75 receptor antagonist according to claim 1 selected from:

a) Compound of general formula (1):
0]
B

I
()A / N—( n
(o]

(U0}

in which:
-m" represents 0 or 1;

- A" represents:

- 143 represents 1, 2 or 3;
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-R1Y represents a halogen atom, a (C:-C4)alkyl group, a trifluoromethyl radical, a
Cy)alkoxy group or a trifluoromethoxy radical;

-R2"  represents a hydrogen atom, a halogen atom, a (C;-Ca)alkyl

5 ora CONH; group;

- R5" represents a group of formula;

0

R4

N o, Ny o N
-

R4(I) | Rf) RS
~ )
= 0
N R4

in which R3" and R4", located on any one of the available positions, independently

represent a hydrogen atom, a halogen atormy a (C4-Cs)alky! or (C4-Cs)alkoxy group, a

10 trifluoromethy! or trifluoromethoxy radical, a,yano, or a COOH, COO(C+-C,)alkyl, CONH,
CONR6" R7" or NHCOR" group;

- R" R6" and R7" represent

in the form of bases or of additi

ependently of each other a (C-Cs)alkyl group;

salts with acids;

b) Compound of general forgiula (I1):

(I _/<°
m /S
{|1)%\ (CHz)n( )—-N N RS(H)
N—{ /
o
15 ﬂ)mt )
(I

in which:

-m" is 0 or

-A" s:
20

and B" is a hydrogen atom
or

Al s-a-hydregen-atom-and-B"-is: S
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-R1" and R2"™, which may be identical or different, are independently 4 hydrogen or

halogen atom, a C.C4 alkyl, C4-C4 fluoroalkyl, C4+-C, perfluoroalkyl or G{~C, alkoxy group
or a trifluoromethoxy group;
5 -n"is1orz;

- R3" is a group of formula:

Xy 0 Ny o Xy ’
R4 | R4 (h
) R4
N~ R5 N R N

|
5( )

/

R5

where R4 and R5™, which may be identical or dffferent, are located on any available

positions and are independently a hydrogen or [falogen atom, a hydroxyl, a C4-C, alkyl,
10  C4-Cy4 fluoroalkyl, C4+-C, perfluoroalkyl or C+-C4 alkoxy group, a trifluoromethoxy group, a
cyano group, or a COOH, COOalkyl, CONHz, CONR6™ R7™ or NHCOR™ group;
-R", R6™ and R7" are a C;-Cs alkyl gréup;

in the form of bases or of addition salts/with acids;

¢) Compound of general formula (l11):

16

" n(m )

A (i
W—-R2

1

in which:
20 -AWM repre%s a group:

-n'™ represents 1 or 2;

—m"_ropresents-0-or1;
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- X" XM and X," represent a carbon, nitrogen, sulphur or oxygen atomy it being

understood that at least one of X™, X, and X,'" is other than a carbon atop:

CONR5™ R6™ or NHCOR5"™ group:

or R1"™ represents a group chosen from:

Rz 1 (I (il (D) (n)
Q) (i)

RS g p R3 R3 i » R3
R4 R4@ R4ﬂ rRa{7 ] Rd@
S | N N >

(I iy

the definition of R™ remaining unchagged;
-R3!" and R4™, located on any opfe of the available positions, independently represent a
hydrogen atom, a halogen atorif, a (C+-C4)alkyl group, a (C(C4-C4)-C4)alkoxy group, a

perfluoroalkyl radical, a triflugfomethoxy radical, a cyano, or a COOH, COO(C;-C,)alkyl,
CONR5™ R6"™ or NHCORA" group;
- W™ _is a nitrogenous heterocycle chosen from:

N (i)

CNe™ [ Ng™ N (N " P Ser

N Phg ) A, 5 2 KT XN S iy
N” RS N Rg(m) N . N)XRB(HI) N/\}’R/{;
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R7™ and R8"™, located on any one of the available positions, independently repfesent a

hydrogen atom, a halogen atom, a (C4-C4))alkyl group, a (Cs-Cs)alkoxy group, a
trifluoromethyl radical, a trifluoromethoxy radical, a cyano, or a COOH, CQO(C4-Cy)alkyl,
5  COO(Cs-Cy)cycloalkyl, SO(Cs-Cq)alkyl, SO2(C-Cs)alkyl, CONH,, CONR5™ R6M™ or
NHCOR5™ group;
or one of R7™ and R8M™ represents a heterocycle chosen from:
i (i (i (i (i)
R6 R6 R6 R6 R6
L N g B |
N N
N N N “Z
{1y
iy Al R6
R6 N N—/—N
N N L J
‘& J < Zam Zn >z
Zn) Zq)

Z" represents an oxygen or
10 - R5™ and R6™ represent
- in the form of bases or of/addition salts with acids

ydrogen or a C1-C6 alkyl group;

d) Compound of general formula (IV):

(fV)
V) v
) (CH,)-W- R2!
—( ()
15 ”‘(M
(%)
in which:/”
-n™ represents 1 or 2;

-7“"” represents 0 or 1;

—20—AAY)_represents-a-fused-heteroeyelic group-offormuteA™y—
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(Iv)
P R1
RV

and B™") represents a hydrogen atom;
or
5 A™ represents a hydrogen atom; and

B™ represents a fused heterocyclic group of formula (Y®)

10  The fused heterocycle of formula YY) may be attached to the rest of the molecule via any

of the available carbon atoms, anfl in which:

- U™ completes:
- either an aromatig’ or saturated 6-atom nucleus, containing one or two nitrogen
atoms, the nucleus pos

15  (C1-C4)alkyl or (C1-

-or an arophatic or saturated 5-atom nucleus, containing a nitrogen, oxygen or

ly being substituted with one or two halogen atoms, one or two

Jalkoxy groups, or one or two perfluoroalkyl radicals;

sulfur atom, the slucleus possibly being substituted with one or two (C1-C4)alkyl groups;

20  hydroges atom, a halogen atom, a (Cs-Cs)alkyl group, (C4-Cy)alkoxy, a perfluoroalky! or
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1-2 \% 1-2 .
R3( ) 1-2 1-2 1-2
—N N— —N{j, N— — N N — —N
R4V
- 1-2 represents 1 or 2;
- 1-3 represents 1, 2 or 3;
5 -R2™ represents a group of formula:
= {1V} N‘\ v ~N oy = R5 (v)
R5 | RS ) R5
{1V} ?LR5 N
N R6 N R6 (V) N R6 (Iv) R6 (V) N R6 (v)

- in which R5™ and R6"), located on any of fhe available positions, independently
a (C4-Cy)alkyl or (C4-Cy)alkoxy group, a
cyano or a group COOH, COO(C4-C,)alkyl,
02(C+-Ca)alkyl, CONR3™R4™), NR3MR4M

10 represent a hydrogen atom, a halogen ato
trifluoromethyl or trifluoromethoxy radical,
COO(C4-Cy)cycloalkyl, SO(C4-Cylalkyl,
or NHCOR3";

or one of the groups R5™ and R6" siay also represent a heterocycle chosen from:

15
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3. A p75 receptor antagonist according to claim 1 or 2 selected from:

- compound n°1: 1-[4-(4-chloro-3-trifluoromethyl-phenyl)-3,6-dihydrg-2H-pyridin-1-
yl]-2-[8-(5-fluoro-pyrimidin-2-yl)-3,8-diaza-bicyclo[3.2.1]oct-3-yl]-efhanone ;

5 - compound n°2: 6-{(3S,5R)-3,5-Dimethyl-4-[2-0x0-2-(2-phenyl-2,4,6,7-
tetrahydropyrazolo[4,3-c]pyridin-5-yl)ethyl]piperazin-1-yl}nicgtinic acid
hydrochloride;

- compound n°3: 6-{(3S,5R)-4-[2-(4-benzofuran-7-yl-3,64dihydro-2H-pyridin-1-yl)-2-
oxoethyl]-3,5-dimethylpiperazin-1-yl}nicotinic acid;

10 - compound n°4: 1-(2-phenyl-2,4,6,7-tetrahydr
pyridin-3-yl-3,8-diazabicyclo[3.2.1]oct-3-yl)ethangne;

yrazolo[4,3-c]pyridin-5-yl)-2-(8-

in the form of a base or of an addition salt with’an acid.

4. Use of a p75 receptor antagonist in the prgparation of medicaments for use in the

treatment and/or prevention of overactive bldadder.

15 5. Use according to claim 4, wherein said p75 receptor antagonist is selected from:

a) Compound of general formula (I

a0
(CH,),-W-R5
U]

/_\N“(
o

in which:
20 -m"represents 0 or 1;

- A" represents:

25 ) represents a hydrogen atom

@
¥]
1]
&5
:
o4

nd-BY represents:
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R1

0
ro~ |
T

- W% _is a nitrogenous heterocycle chosen from:

o),y -

-1-3represents 1, 2 or 3;
-n" represents 1 or 2;
-R1" represents a halogen atom, a (Cs-Cq)alkyl group, 4 trifluoromethyl radical, a (Ci-
Cq)alkoxy group or a trifluoromethoxy radical;

-R2"  represents a hydrogen atom, a halogef{ atom, a (Ci-Cslalkyl group, a
trifluoromethyl radical, a (C4-C4)alkoxy group, a triflforomethoxy radical, a COOR" group
or a CONH; group;

- R5" represents a group of formula:

S0 N o
S
N~ R4 0)

N"R4
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in which:
-m" is0or1;
-AM e

(I

R1
(In
R2\©

and B" is a hydrogen atom
or

A" is a hydrogen atom and B" is:

)
R1
M 2
R2 |
o

-R1™ and R2™, which may be identic
halogen atom, a (C4.C4 )alkyl, (C4-C4) fjlioroalkyl, (C4-C;) perfluoroalkyl or (C4-C,4) alkoxy

or different, are independently a hydrogen or

group or a trifluoromethoxy group;
-n"is 1 or2;

-R3" is a group of formula:

{3 M

Rr5"

(o A-af canoar =l formad
T

//} AT OO Ul Hena HFE-OFHH
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iy

iy n

A ()
\[(NW—Rz

@]
(1)
5 in which:
-A™ represents a group:
(i
R1 ()

(n ><>('Y“

bl
'
I
i

2]
el .
XVé)‘(ou N

R
(i
-n" represents 1 or 2;
-m"™ represents 0 or 1;
10 - Y"™ represents a carbon, nitrogen, sulphuy’or oxygen atom or a single or double bond;

- XM X, and X,"™ represent a carlfon, nitrogen, sulphur or oxygen atom, it being
understood that at least one of X, Xt‘.”'i and X," is other than a carbon atom;
-R™ and R1™, located on any one/of the available positions, independently represent a
hydrogen atom, a halogen atgrﬁ, a (C4-Cylalkyl group, a (C4-Cslalkoxy group, a
15  perfluoroalkyl radical, a trifluorgmethoxy radical, a cyano, or a COOH, COO(C4-C,)alkyl,
CONR5™ R6"™ or NHCOR_S‘”:“ group;

or R1™ represents a group chosen from:

4 (1 ' (iny () (ty iy

R R3 R3 R3
(i (i R3 ) (
z an
R4-© ra—f" ] Rd{\ﬁ ral” ] R4~N4\/ﬂ
N HN’N N N L‘\‘*/N

() a
) 3 (i) i
R4\C | R4@
K. 5 e O

~the definition of R remaining tnehanged:

20

r
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- R3™ and R4"™, located on any one of the available positions, independently repregent a
hydrogen atom, a halogen atom, a (C¢-C4)alkyl group, a {C(C4-C4)-C4)alkoxy group, a
perfluoroalkyl radical, a trifluoromethoxy radical, a cyano, or a COOH, COO(®;-C,)alkyl,

CONR5"™ R6M™ or NHCOR5™ group;

5 -W™_js a nitrogenous heterocycle chosen from:
(ny
- \21-2 12
— N— —N( — — — = = —
N \ 1 ; N
R6 (1)

- 1-2 represents 1 or 2;
- 1-3 represents 1, 2 or 3;

10 - R2™ represents a group of formula:
= R7(|||) | N\ {1 SN 2 RY(M
(i R;, %L RY X i
N~ R8 N g () N g N e

-R7"™ and R8™, located on any one of th¢ available positions, independently represent a
15 hydrogen atom, a halogen atom, a /(C,-C,))alkyl group, a (C4+-Cs)alkoxy group, a
trifluoromethyl radical, a trifluoromethgxy radical, a cyano, or a COOH, COO(C4-C,)alkyl,
COO(Cy-Cy)cycloalkyl, SO(C+-Cyatkyl, SO2(Cy-Cyalkyl, CONH,, CONR5™ Re™  or
NHCOR5"™ group;

or one of R7™ and R8" reprgsents a heterocycle chosen from:

R6 R6 R6
N— Jr_/_rﬁl —r{ [ |
| Ir
N LN Z“]”} .
(U] (111} RB"“I)
R6
R . R6 ] ' X
I |
S ) A
- 1
4& ) ZAUD Zany Zn Z i >z

20
M represents an oxygen or sulphur atom;

_and-R6Yrepresent-a-hydrogen-ora-G1-6 ¢
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- in the form of bases or of addition salts with acids

d) Compound of general formula (IV):

5
B B(IV)
(CH2)ﬂ-W-R2 V) v
A / ;\j—(o (IV)A (CHZ)nZI\\/X-RZ
m
(V)

in which:

-n™ represents 1 or 2;

10 -m™ represents 0 or 1;

-A™ represents a fused heterocyclic group of forshula (Y™)

15  and B™ represents a hydrog
or
A™ represents a hydrogén atom; and

B™ represents a fused heterocyclic group of formula (Y™

()
20

o and-in-which:
2RE-H-WHHGH -

fataatnd
L Ly by
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- U™ completes:

- either an aromatic or saturated 6-atom nucleus, containing one or two fitrogen
atoms, the nucleus possibly being substituted with one or two halogen atoms, One or two
(C1-C4)alkyl or (C1-C4)alkoxy groups, or one or two perfluoroalkyl radicals;

5 - or an aromatic or saturated 5-atom nucleus, containing a nitrogen, oxygen or
sulfur atom, the nucleus possibly being substituted with one or two grdups (C1-C4)alkyl
groups;

- XM and X1™) represent independently of each other CH or N;

-R™ and R1™ located on any of the available positions, independently represent a
10 hydrogen atom, a halogen atom, a group (Cs-Cs)alkyl/ group, (C4-Cs)alkoxy, a

perfluoroalkyl or trifluoromethoxy radical, a cyano or a grgup COOH, COO(C4-C,)alkyl,

CONR3™R4™ or NHCOR3™; group;

- -W™L_is a nitrogenous heterocycle chosen fro

1-2 (V) 1-2 _ 1-2
3 ! v
—N  N— —N( _3/N— —N_ Q) N— — —N N—
R4(V) o £
15 =
- 1-2 represents 1 or 2;
- 1-3 represents 1, 2 or 3;
20
- R2™ represents a group of férmula:
s A
LR5 —-R5“V) % ™ I Rs -RS
2w . Z RS N =~
N™ R6 N™rg ™ N 26 V) N RE (V) N Re ™)
25 - in which R5™ and R6"), located on any of the available positions, independently

represenl a hydrogen atom, a halogen atom, a group (Cs-Cyg)alkyl or (C4-Cs)alkoxy

group{ a ftrifluoromethyl or ftrifluoromethoxy radical, a cyano or a group COOH,

COO(Cy-Cyalkyl, COO(Cy-Cy)cycloalkyl, SO(Ct-Cy)alkyl, SO2(C4-Cy)alkyl,
3IRAM NRIMIRAM-or NHEORS! "
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- Z™ represents an oxygen or sulfur atom;

- R3™ and R4 represent a hydrogen or a gfoup C4-Cg alkyl group,

in the form of bases or of addition salts with acids.

6. Use according to claim 4 or &, wherein said p75 receptor antagonist is selected from:

compound n°1: 1-[4-(4-chloro-3-trifluoromethyl-phenyl)-3,6-dihydro-2H-pyridin-1-
yl}-2-[8-(5-fluoro-pyrindidin-2-yl)-3,8-diaza-bicyclo[3.2.1]oct-3-yl]-ethanone ;

compound 2: 6-{(3S,5R)-3,5-Dimethyl-4-[2-ox0-2-(2-phenyl-2,4,6,7-
tetrahydropyrazglo[4,3-c]pyridin-5-yl)ethyllpiperazin-1-yl}nicotinic acid
hydrochlorid

compound/n°3: 6-{(3S,5R)-4-[2-(4-benzofuran-7-yl-3,6-dihydro-2H-pyridin-1-yl)-2-
oxoethyl}-3,5-dimethylpiperazin-1-yl}nicotinic acid;

compgund n°4: 1-(2-phenyl-2,4,6,7-tetrahydropyrazolo[4,3-c]pyridin-5-yl}-2-(8-
pyritlin-3-yI-3,8-diazabicyclo[3.2.1]oct-3-yl)ethanone;

ok PR oot I T B
oSO O a2 ucTironT TS U WL d I,
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CLAIMS

i Use of a p75 receptor antagonist in the preparation of medicament for use in the

treatment and/or prevention of overactive bladder.

2. Use according to claim 1, wherein said p75 receptor antagonist is a compound of

general formula (1):

(1)
B

OO
(CH,)-W-R5

|
()A 4 N—{ ()

O
)m(l)

()

in which:
- m® represents 0 or 1;
- AY represents:

(1)

R1
(1)

R2

and BY represents a hydrogen atom
Or

A" represents a hydrogen atom and B® represents:
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0
R1

) .
R2~f J

.
—

- W% _is a nitrogenous heterocycle chosen from:

__:3§;> L <§i; et <§§>N__

- 1-3 represents 1, 2 or 3;

-n® represents 1 or 2;

-R1Y represents a halogen atom, a (C-Cy)alkyl group, a trifluoromethyl radical, a (Cs-
Cy)alkoxy group or a trifluoromethoxy radical;

-R2"  represents a hydrogen atom, a halogen atom, a (Cs-Cylalkyl group, a
trifluoromethyl radical, a (C4-Cs)alkoxy group, a trifluoromethoxy radical, a COOR" group
or a CONH; group;

- R5" represents a group of formula:
- "
0 Ny 0 i R~
R3 | —fR3 0 R3
R4(I) (1 - =N
N N*4 N .

RN ()

ou — R3
=

N Ra"
in which R3" and R4", located on any one of the available positions, independently
represent a hydrogen atom, a halogen atom, a (C4-Cy)alkyl or (C4-Cs)alkoxy group, a
trifluoromethyl or trifluoromethoxy radical, a cyano, or a COOH, COO(C,-Cy)alkyl, CONH_,
CONR6" R7" or NHCOR" group;
R, R6" and R7" represent independently of each other a (C4-Cs)alkyl group;

- in the form of bases or addition salts with acids.
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3. Use according to claim 1 or 2, wherein said p75 receptor antagonist is:

- compound n°1: 1-[4-(4-chloro-3-trifluoromethyl-phenyl)-3,6-dihydro-2H-pyridin-1-
yl]-2-[8-(5-fluoro-pyrimidin-2-yl)-3,8-diaza-bicyclo[3.2.1]oct-3-yl]-ethanone ;

in the form of a base or of an addition salt with an acid.



