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CLAIMS

e of a Sigma receptor ligand for the manufacture of a medicament for the
trea{ment and/or prevention of interstitial cystitis/bladder pain syndrome (IC/BPS)
assoc\ated pain.

Use of a Rigma ligand according to claim 1, wherein the pain is selected from
acute and/o\ chronic pain developed as a consequence of IC/BPS, especially
neuropathic pYin, neuralgia, allodynia, causalgia, hyperalgesia, hyperesthesia,
hyperpathia, neu\jtis or neuropathy secondary to surgical procedure.

Use of a Sigma ligaNd according to any one of claims 1 to 2, which is selected
from a Sigma recepton\antagonist, preferably selected from a neutral antagonist,
an inverse agonist and a Nartial antagonist.

Use of a Sigma ligand accordg to any one of claims 1 to 3, having the general
formula (1):

Rs
N
Re™ “NCM—0O. R
)/
st
N~ Ry
\LR
/\ 3

()
wherein

R, is selected from the group consisting of hydR\ogen, substituted or
unsubstituted alkyl, substituted or unsubstituted cycloylkyl, substituted or
unsubstituted alkenyl, substituted or unsubstituted ar substituted or
unsubstituted arylalkyl, substituted or unsubstituted non-arom\gtic or aromatic
heterocyclyl, substituted or unsubstituted heterocyclylalk -CORg, -
C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(0)-R\, -NRgRy, -
NRgC(O)Ry, -NO,, -N=CRgR,, and halogen;

R, is selected from the group consisting of hydrogen, substituded or
unsubstituted alkyl, substituted or unsubstituted cycloalkyl, substituteN or
unsubstituted alkenyl, substituted or unsubstituted aryl, substituted r
unsubstituted arylalkyl, substituted or unsubstituted, aromatic or non-
aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -
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C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(0)-Rs, -NRgRy, -
NRgC(O)Rg, -NO,, -N=CRgRg, and halogen;

Rs; and R, are independently selected from the group consisting of hydrogen,
substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,
ubstituted or unsubstituted alkenyl, substituted or unsubstituted aryl,
sMpstituted or unsubstituted arylalkyl, substituted or unsubstituted, aromatic
or nyn-aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -

substituted or \nsubstituted alkyl, substituted or unsubstituted cycloalkyl,
substituted or substituted alkenyl, substituted or unsubstituted aryl,
substituted or unsulgstituted arylalkyl, substituted or unsubstituted, aromatic
or non-aromatic heterdgyclyl, substituted or unsubstituted heterocyclylalkyl, -
CORg, -C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(O)-Rs , -
NRgRg, -NRgC(O)Rg, -NON -N=CRgRy, and halogen, or together form, with
the nitrogen atom to which tNey are attached, a substituted or unsubstituted,
aromatic or non-aromatic hetergcyclyl group;

n is selected from 1, 2, 3, 4, 5, 6,
tis 0, 1 or 2;

Rg and Ry are each independently sédgcted from hydrogen, substituted or
unsubstituted alkyl, substituted or unsuRstituted cycloalkyl, substituted or
unsubstituted alkenyl, substituted or unNubstituted aryl, substituted or

unsubstituted, aromatic or non-aromatic \heterocyclyl, substituted or
unsubstituted alkoxy, substituted or unsubstitutey aryloxy, and halogen;

or a pharmaceutically acceptable salt, isomer, prodrug oNsolvate thereof.

Use of a Sigma ligand according to claim 4, wherein R; is sel
and substituted or unsubstituted alkyl.

ted from H, -CORg
Use of a Sigma ligand according to claims 4 or 5, wherein R, is H or\gubstituted or
unsubstituted alkyl.

Use of a Sigma ligand according to any one of claims 4 to 6, wherein R3
together form a substituted or unsubstituted fused naphthyl ring system.

Use of a Sigma ligand according to any one of claims 4 to 7, wherein Rs and
together form a substituted or unsubstituted morpholine-4-yl group.
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Use of a Sigma ligand according to claim 4, which is selected from the group
onsisting of:
[1] 4-{&(1-(3,4-dichlorophenyl)-5-methyl-1H pyrazol-3-yloxy)ethyl} morpholine,

[2] 2-[1-(\4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
[3] 1-(3,4-Dishlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

[4] 1-(3,4-Dichlrophenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,

[5] 1-{2-[1-(3,4-Dishlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}piperidine,

[6] 1-{2-[1-(3,4-dichIdophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole,

[7] 3-{1-[2-(1-(3,4-Dich\Qrophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidin-4-yl}-3H-
imidazo[4,5-b]pyridine,

[8]1-{2-[1-(3,4-Dichlorophen¥)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-4-methylpiperazine,

[9] Ethyl 4-{2-[1-(3,4-dichlorgphenyl)-5-methyl-1H-pyrazol-3-yloxylethyl} piperazine
carboxylate,

[10] 1-(4-(2-(1-(3,4-dichloroph&qyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl)piperazin-1-
ylethanone,

[11] 4-{2-[1-(4-Methoxyphenyl)-5-methyl-\H-pyrazol-3-yloxy]ethyl}morpholine,
[12] 1-(4-Methoxyphenyl)-5-methyl-3-[2-(pyNplidin-1-yl)ethoxy]-1H-pyrazole,

[13] 1-(4-Methoxyphenyl)-5-methyl-3-[3-(pyrrolin-1-yl)propoxy]-1H-pyrazole,
[14] 1-[2-(1-(4-Methoxyphenyl)-5-methyl-1H-pyraxol-3-yloxy)ethyl]piperidine,
[15]1-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-R-yloxy]ethyl}-1H-imidazole,
[16] 4-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3yloxylethyl} morpholine,
[17] 1-(3,4-Dichlorophenyl)-5-phenyl-3-[2-(pyrrolidin-1-yl)&hoxy]-1H-pyrazole,
[18] 1-(3,4-Dichlorophenyl)-5-phenyl-3-[3-(pyrrolidin-1-yl)prodpxy]-1H-pyrazole,
[19] 1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]eXayl}piperidine,
[20] 1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]lethyk}-1H-imidazole,

[21]2-{2-[1-(3,4-dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}- 1\, 3,4-
tetrahydroisoquinoline,

[22] 4-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl} morpNgline,

[23] 1-(3,4-Dichlorophenyl)-5-methyl-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazol

[24] 1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}piperidine,
[25]1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-methylpiperaine,
[26] 1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-1H-imidazole,

[27] 4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine,
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8]1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-phenylpiperidine,

1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-6,7-dihydro-1H-
(5H)-one,

2-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-1,2,3,4-

[34] 1-(3,4-DichloropMenyl)-5-isopropyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
[35] 1-{2-[1-(3,4-Dichlordphenyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl} piperidine,

[36] 2-{2-[1-(3,4-\
tetrahydroisoquinoline,

chlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl}-1,2,3,4-

[37] 4-{2-[1-(3,4-dichlorophenyl)\LH-pyrazol-3-yloxy]ethyl}morpholine,
[38] 2-[1-(3,4-dichlorophenyl)-1H-
[39] 1-(3,4-dichlorophenyl)-3-[2-(pyrr
[40] 1-{2-[1-(3,4-dichlorophenyl)-1H-pyr
[41] 1-(3,4-dichlorophenyl)-3-[3-(pyrrolidin-X.yl)propoxy]-1H-pyrazole,
[42]1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-

razol-3-yloxy] N,N-diethylethanamine,
[din-1-yl)ethoxy]-1H-pyrazole,
ol-3-yloxy]ethyl}piperidine,

razol-3-yloxylethyl}piperazine,

[50] 4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}morpho\pe,

[51](2S,6R)-4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}-2
dimethylmorpholine,

[52] 1-{4-[1-(3,4-Dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}piperidine,
[53] 1-(3,4-Dichlorophenyl)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole,
[55] 4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine,
[56] N-benzyl-4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-methylbutan-1-ami

[57]4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-methylbutan
amine,

[58] 4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}thiomorpholine,
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9]1-[1-(3,4-Dichlorophenyl)-5-methyl-3-(2-morpholinoethoxy)-1H-pyrazol-4-
yINthanone,

[64] N,N-Diethyl-2-[5-
[65] 1-{2-[5-Methyl-1-(na|
[66] 5-Methyl-1-(naphthalen

or a pharmaceutically acc

thyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy] ethanamine,
thalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}piperidine,
-yI)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

table salt, prodrug or solvate thereof.

10. Use of a Sigma ligand according to any one of claims 4 to 9, which is 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine, or a
pharmaceutically acceptable salt, isouer, prodrug or solvate thereof.

11. Use of a Sigma ligand according t&\ claim 10, which is 4-{2-[5-methyl-1-
(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}}orpholine hydrochloride.

12. Use of a combination of at least one Sigma liga
to 11 and an opioid receptor ligand for simul
administration, for the manufacture of a medica
prevention of pain associated to interstitial cystiti
(IC/BPS).

as defined in any one of claims 1
neous, separate or sequential
nt for the treatment and/or
ainful bladder syndrome

13. Use of the combination according to claim 12 wherein the Siyna ligand is 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine\hydrochloride and
the opioid is morphine.
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CLAIMS

Use of a Sigma ligand having the general formula (1):

Rg~

wherein

R, is selected from the group consisting of hydrogen, substituted or
unsubstituted alkyl, substituted or unsubstituted cycloalkyl, substituted or
unsubstituted alkenyl, substituted or unsubstituted aryl, substituted or
unsubstituted arylalkyl, substituted or unsubstituted non-aromatic or aromatic
heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -
C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rs, -S(0)-Rs, -NRgRy, -
NRgC(O)Rg, -NO,, -N=CRgRg, and halogen;

R, is selected from the group consisting of hydrogen, substituted or
unsubstituted alkyl, substituted or unsubstituted cycloalkyl, substituted or
unsubstituted alkenyl, substituted or unsubstituted aryl, substituted or
unsubstituted arylalkyl, substituted or unsubstituted, aromatic or non-
aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -
C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(O)-Rs, -NRgRy, -
NRgC(O)Rg, -NO,, -N=CRgRy, and halogen;

R; and R, are independently selected from the group consisting of hydrogen,
substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,
substituted or unsubstituted alkenyl, substituted or unsubstituted aryl,
substituted or unsubstituted arylalkyl, substituted or unsubstituted, aromatic
or non-aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -
CORg, -C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(O)+-Rg, -
NRgRg, -NRgC(O)Rg, -NO,, -N=CRgRy, and halogen, or together with the
phenyl they form an optionally substituted fused ring system;

Rs and Rg are independently selected from the group consisting of hydrogen,

substituted or unsubstituted alkyl, substituted or unsubstituted cycloalkyl,
substituted or unsubstituted alkenyl, substituted or unsubstituted aryl,


yoke.yee
Line


30

substituted or unsubstituted arylalkyl, substituted or unsubstituted, aromatic
or non-aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -
CORg, -C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rs, -S(O)-Rs , -
NRgRg, -NRgC(O)Rg, -NO,, -N=CRgRy, and halogen, or together form, with
the nitrogen atom to which they are attached, a substituted or unsubstituted,
aromatic or non-aromatic heterocyclyl group;

n is selected from 1, 2, 3, 4, 5, 6, 7 and 8;
tis0, 1or2;

Rg and Ry are each independently selected from hydrogen, substituted or
unsubstituted alkyl, substituted or unsubstituted cycloalkyl, substituted or
unsubstituted alkenyl, substituted or unsubstituted aryl, substituted or
unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or
unsubstituted alkoxy, substituted or unsubstituted aryloxy, and halogen;

or a pharmaceutically acceptable salt, isomer or solvate thereof, for use in the

treatment and/or prevention of interstitial cystitis/bladder pain syndrome (IC/BPS)
associated pain

Use of a Sigma ligand according to claim 1, wherein R; is selected from H, -CORg
and substituted or unsubstituted alkyl.

Use of a Sigma ligand according to claims 1 or 2, wherein R, is H or substituted or
unsubstituted alkyl.

Use of a Sigma ligand according to any one of claims 1 to 3, wherein R; and R,
together form a substituted or unsubstituted fused naphthyl ring system.

Use of a Sigma ligand according to any one of claims 1 to 4, wherein Rs and Rg
together form a substituted or unsubstituted morpholine-4-yl group.

Use of a Sigma ligand according to claim 1, which is selected from the group
consisting of:

[1] 4-{2-(1-(3,4-dichlorophenyl)-5-methyl-1H pyrazol-3-yloxy)ethyl} morpholine,

[2] 2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
[3] 1-(3,4-Dichlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

[4] 1-(3,4-Dichlorophenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,

[5] 1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}piperidine,

[6] 1-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole,

[7] 3-{1-[2-(1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidin-4-yl}-3H-

imidazo[4,5-b]pyridine,
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[8]1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-4-methylpiperazine,

[9] Ethyl 4-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl} piperazine
carboxylate,

[10] 1-(4-(2-(1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl)piperazin-1-
yhethanone,

[11] 4-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}morpholine,

[12] 1-(4-Methoxyphenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

[13] 1-(4-Methoxyphenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,

[14] 1-[2-(1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidine,
[15]1-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole,
[16] 4-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl} morpholine,
[17] 1-(3,4-Dichlorophenyl)-5-phenyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
[18] 1-(3,4-Dichlorophenyl)-5-phenyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
[19] 1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}piperidine,
[20] 1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole,

[21]2-{2-[1-(3,4-dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}-1,2,3,4-
tetrahydroisoquinoline,

[22] 4-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl} morpholine,

[23] 1-(3,4-Dichlorophenyl)-5-methyl-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole,

[24] 1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}piperidine,
[25]1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-methylpiperazine,
[26] 1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-1H-imidazole,

[27] 4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine,
[28]1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-phenylpiperidine,

[29] 1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-6,7-dihydro-1H-
indol-4(5H)-one,

[30] 2-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-1,2,3,4-
tetrahydroisoquinoline,

[31] 4-{2-[1-(3,4-dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl} morpholine,
[32]2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
[33] 1-(3,4-Dichlorophenyl)-5-isopropyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

[34] 1-(3,4-Dichlorophenyl)-5-isopropyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
[35] 1-{2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl} piperidine,
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[36] 2-{2-[1-(3,4-dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl}-1,2,3,4-
tetrahydroisoquinoline,

[37] 4-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]ethyl}morpholine,

[38] 2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy] N,N-diethylethanamine,

[39] 1-(3,4-dichlorophenyl)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

[40] 1-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]ethyl}piperidine,

[41] 1-(3,4-dichlorophenyl)-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
[42]1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}piperazine,

[43] 1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}pyrrolidin-3-amine,
[44]14-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]ethyl} morpholine,
[46]2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
[47] 1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

[48] 1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
[49] 1-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]ethyl} piperidine,
[50] 4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}morpholine,

[51](2S,6R)-4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}-2,6-
dimethylmorpholine,

[52] 1-{4-[1-(3,4-Dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}piperidine,

[53] 1-(3,4-Dichlorophenyl)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole,

[55] 4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine,

[56] N-benzyl-4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-methylbutan-1-amine,
[57]4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-methylbutan-1-
amine,

[58] 4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}thiomorpholine,
[59]1-[1-(3,4-Dichlorophenyl)-5-methyl-3-(2-morpholinoethoxy)-1H-pyrazol-4-
yllethanone,
[60]1-{1-(3,4-dichlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazol-4-
yl}ethanone,

[61] 1-{1-(3,4-dichlorophenyl)-5-methyl-3-[2-(piperidin-1-yl)ethoxy]-1H-pyrazol-4-
yl}ethanone,

[62] 1-{1-(3,4-dichlorophenyl)-3-[2-(diethylamino)ethoxy]-5-methyl-1H-pyrazol-4-
yl}ethanone,

[63] 4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine,

[64] N,N-Diethyl-2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy] ethanamine,
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[65] 1-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}piperidine,
[66] 5-Methyl-1-(naphthalen-2-yl)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

9.

10.

11.

or a pharmaceutically acceptable salt or solvate thereof.

Use of a Sigma ligand according to any one of claims 1 to 6, which is 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine, or a
pharmaceutically acceptable salt, isomer or solvate thereof.

Use of a Sigma ligand according to claim 7, which is 4-{2-[5-methyl-1-(naphthalen-
2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine hydrochloride.

Use of a Sigma ligand according to claims 1 to 8, wherein the pain is selected from
acute and/or chronic pain developed as a consequence of IC/BPS, especially
neuropathic pain, neuralgia, allodynia, causalgia, hyperalgesia, hyperesthesia,
hyperpathia, neuritis or neuropathy secondary to surgical procedure.

Use of a combination of at least one Sigma ligand as defined in any one of claims 1
to 8 and an opioid receptor ligand for simultaneous, separate or sequential
administration, for the manufacture of a medicament for the treatment and/or
prevention of pain associated to interstitial cystitis/painful bladder syndrome
(IC/BPS).

Use of the combination according to claim 10 wherein the Sigma ligand is 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine hydrochloride and
the opioid is morphine.
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