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CLAIMS 

1.  A Sigma receptor ligand for use in the treatment and/or prevention of interstitial 

cystitis/bladder pain syndrome (IC/BPS) associated pain. 
5 

2.  Sigma ligand according to claim 1, 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. 

10 

3.  Sigma ligand according to any one of claims 1 to 2, which is selected from a Sigma 
receptor antagonist, preferably selected from a neutral antagonist, an inverse 
agonist and a partial antagonist. 

15 4.  Sigma ligand according to any one of claims 1 to 3, having the general formula (I): 
R5 

,N, 
R6 	N (CH2)_0  

n 
/ 

N, 
N 

1 	,) R3 

R4 

(I) 

wherein 

R1 	is 	selected 	from 	the 	group 	consisting 	of 	hydrogen, 	substituted 	or 

20 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, 	-COR8, 	- 

C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)t-R8, -NR8R9, - 
25 NR8C(0)R9, -NO2, -N=CR8R9, and halogen; 

R2 	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- 

30 aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -COR8, - 

C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)t-R8, -NR8R9, - 
NR8C(0)R9, -NO2, -N=CR8R9, and halogen; 

R3 and R4 are independently selected from the group consisting of hydrogen, 

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

substituted or unsubstituted arylalkyl, substituted or unsubstituted, aromatic 
or non-aromatic heterocyclyl, substituted or unsubstituted heterocyclylalkyl, - 
COR8, -C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)t-R8, - 

5 NR8R9, -NR8C(0)R9, -NO2, -N=CR8R9, and halogen, or together with the 
phenyl they form an optionally substituted fused ring system; 

10 

R5 and R6 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, - 
COR8, -C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)t-R8 , - 

15 

NR8R9, -NR8C(0)R9, -NO2, -N=CR8R9, 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; 

t is 0, 1 or 2; 

R8 and R9 are each independently selected from hydrogen, substituted or 

unsubstituted 	alkyl, 	substituted or unsubstituted 	cycloalkyl, substituted 	or 
20 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, prodrug or solvate thereof. 

25 	5. Sigma ligand according to claim 4, wherein R1  is selected from H, -COR8  and 
substituted or unsubstituted alkyl. 

6.  Sigma ligand according to claims 4 or 5, wherein 	R2 is H or substituted or 
unsubstituted alkyl. 

30 
7.  Sigma ligand according to any one of claims 4 to 6, wherein R3 and R4 together 

form a substituted or unsubstituted fused naphthyl ring system. 

8.  Sigma ligand according to any one of claims 4 to 7, wherein R5 and R6 together 

35 form a substituted or unsubstituted morpholine-4-y1 group. 

9.  Sigma ligand according to claim 4, which is selected from the group consisting of: 
[1]  4-{2-(1-(3,4-dichloropheny1)-5-methy1-1H pyrazol-3-yloxy)ethyl} morpholine, 

[2]  241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]-N,N-diethylethanamine, 

40 	[3] 1-(3,4-Dichloropheny1)-5-methy1-342-(pyrrolidin-1-ypethoxy]-1H-pyrazole, 

[4] 1-(3,4-Dichloropheny1)-5-methy1-343-(pyrrolidin-1-y1)propoxy]-1H-pyrazole, 
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[5] 1-{241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyllpiperidine, 

[6] 1-{241-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyll-1H-imidazole, 

[7] 3-{142-(1-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidin-4-y11-3H-

imidazo[4,5-b]pyridine, 

[8]1-{241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyll-4-methylpiperazine, 

[9] Ethyl 	4-{241-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyll 	pi perazine 
carboxylate, 

[10] 1-(4-(2-(1-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl)piperazin-1-
y1)ethanone, 

[11] 4-{241-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyllmorpholine, 

[12] 1-(4-Methoxypheny1)-5-methyl-3[2-(pyrrolid in-1-yl)ethoxy]-1H-pyrazole, 

[13] 1-(4-Methoxypheny1)-5-methy1-343-(pyrrolidin-1-y1)propoxy]-1H-pyrazole, 

[14] 142-(1-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidine, 

[15]1-{241-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyll-1H-imidazole, 

[16] 4-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyll morpholine, 

[17] 1-(3,4-Dichloropheny1)-5-pheny1-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole, 

[18] 1-(3,4-Dichloropheny1)-5-pheny1-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole, 

[19] 1-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyllpiperidine, 

[20] 1-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyll-1H-imidazole, 

[21]2-{241-(3,4-dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyll-1,2,3,4-
tetrahydroisoquinoline, 

[22] 4-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll morpholine, 

[23] 1-(3,4-Dichloropheny1)-5-methy1-344-(pyrrolidin-1-y1)butoxy]-1H-pyrazole, 

[24] 1-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyllpiperidine, 

[25]1-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-4-methylpiperazine, 

[26] 1-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-1H-imidazole, 

[27] 441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine, 

[28]1-{441-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-4-phenylpiperidine, 

[29] 	1-{441-(3,4-d ichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-6,7-d ihyd ro-1H- 

30 

35 

indol-4(5H)-one, 

[30] 2-{441-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-1,2,3,4- 
tetrahydroisoquinoline, 

[31] 4-{241-(3,4-dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]ethyll morpholine, 

[32]241-(3,4-Dichloropheny1)-5-isopropyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine, 

[33] 1-(3,4-Dich loropheny1)-5-isopropy1-342-(pyrrolid in-1-yl)ethoxy]-1H-pyrazole, 

[34] 1-(3,4-Dichloropheny1)-5-isopropy1-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole, 
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[35] 1-{241-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]ethyll piperidine, 

[36] 2-{241-(3,4-dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]ethyll-1,2,3,4-
tetrahydroisoquinoline, 

[37] 4-{241-(3,4-d ichloropheny1)-1H-pyrazo1-3-yloxy]ethyllmorpholine, 

[38] 2-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy] N,N-diethylethanamine, 

[39] 1-(3,4-dichloropheny1)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole, 

[40] 1-{241-(3,4-d ichloropheny1)-1H-pyrazol-3-yloxy]ethyllpiperid ine, 

[41] 1-(3,4-dichloropheny1)-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole, 

[42]1-{241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyllpiperazine, 

[43] 1-{241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyllpyrrolidin-3-amine, 

[44]4-{241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyll morpholine, 

[46]241-(3,4-Dichloropheny1)-4,5-dimethyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine, 

[47] 1-(3,4-Dichloropheny1)-4,5-dimethy1-342-(pyrrolidin-1-ypethoxy]-1H-pyrazole, 

[48] 1-(3,4-Dichloropheny1)-4,5-dimethy1-343-(pyrrolidin-1-y1)propoxy]-1H-pyrazole, 

[49] 1-{241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyll piperidine, 

[50] 4-{441-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]butyllmorpholine, 

[51](2S,6R)-4-{441-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]butyll-2,6-
dimethylmorpholine, 

[52] 1-{441-(3,4-Dich loropheny1)-1H-pyrazol-3-yloxy]butyllpiperid ine, 

[53] 1-(3,4-Dichloropheny1)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole, 

[55] 4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine, 

[56] N-benzy1-4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N-methylbutan-1-amine, 

[57]4-[1-(3,4-d ichloropheny1)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-methylbutan-1-
amine, 

[58] 4-{441-(3,4-d ichloropheny1)-1H-pyrazol-3-yloxy]butyllthiomorpholine, 

[59]1-[1-(3,4-Dichloropheny1)-5-methy1-3-(2-morpholinoethoxy)-1H-pyrazol-4-
yl]ethanone, 

[60]1-{1-(3,4-dichloropheny1)-5-methy1-342-(pyrrolidin-1-ypethoxy]-1H-pyrazol-4-
yllethanone, 

[61] 1-{1-(3,4-dichloropheny1)-5-methy1-342-(piperidin-1-ypethoxy]-1H-pyrazol-4-
yllethanone, 

[62] 1-{1-(3,4-dichloropheny1)-342-(diethylamino)ethoxy]-5-methy1-1H-pyrazol-4-
yllethanone, 

[63] 4-{245-Methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyllmorpholine, 

[64] N,N-Diethyl-2[5-methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy] ethanamine, 

[65] 1-{245-Methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyllpiperidine, 

yoke.yee
Line



WO 2014/207024 	 PCT/EP2014/063360 

33 

[66] 5-Methyl-1-(naphthalen-2-y1)-342-(pyrrolidin-1-ypethoxy]-1H-pyrazole, 

or a pharmaceutically acceptable salt, prodrug or solvate thereof. 

10.  Sigma ligand according to any one of claims 4 to 9, which is 4-{245-methyl-1- 
5 (naphthalen-2-y1)-1H-pyrazo1-3-yloxy]ethyllmorpholine, 	or 	a 	pharmaceutically 

acceptable salt, isomer, prodrug or solvate thereof. 

11.  Sigma ligand according to claim 10, which is 4-{245-methyl-1-(naphthalen-2-y1)- 
1H-pyrazo1-3-yloxy]ethyllmorpholine hydrochloride. 

10 
12.  Use of a Sigma ligand as defined in any one of claims 1 to 11 for the manufacture 

of a medicament for the treatment and/or prevention of IC/BPS associated pain. 

13.  A method for the treatment and/or prophylaxis of IC/BPS associated pain, which 

15 comprises administering to the patient in need of such a treatment or prophylaxis a 

therapeutically effective amount of a Sigma ligand as defined in any one of claims 1 
to 11. 

14.  A combination of at least one Sigma ligand as defined in any one of claims 1 to 11 

20 and 	an 	opioid 	receptor 	ligand 	for 	simultaneous, 	separate 	or 	sequential 
administration, for use in the treatment and/or prevention of pain associated to 

interstitial cystitis/painful bladder syndrome (IC/BPS). 

15.  The combination according to claim 14 wherein the Sigma ligand is 4-{245-methyl- 

25 1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyll 	morpholine 	hydrochloride 	and 	the 
opioid is morphine. 
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CLAIMS 

 

1. Use of a Sigma receptor ligand for the manufacture of a medicament for the 

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

associated pain. 

 

2. Use of a Sigma ligand according to claim 1, 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. 

 

3. Use of a Sigma ligand according to any one of claims 1 to 2, which is selected 

from a Sigma receptor antagonist, preferably selected from a neutral antagonist, 

an inverse agonist and a partial antagonist. 

 

4. Use of a Sigma ligand according to any one of claims 1 to 3, having the general 

formula (I): 

 

(I) 

wherein  

R1 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, -COR8, -

C(O)OR8, -C(O)NR8R9, -CH=NR8, -CN, -OR8, -OC(O)R8, -S(O)t-R8, -NR8R9, -

NR8C(O)R9, -NO2, -N=CR8R9, and halogen; 

R2 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, -COR8, -

N
N

R2

R1OCH2
n

N

R5

R6

R3

R4
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C(O)OR8, -C(O)NR8R9, -CH=NR8, -CN, -OR8, -OC(O)R8, -S(O)t-R8, -NR8R9, -

NR8C(O)R9, -NO2, -N=CR8R9, and halogen;  

R3 and R4 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, -

COR8, -C(O)OR8, -C(O)NR8R9, -CH=NR8, -CN, -OR8, -OC(O)R8, -S(O)t-R8, -

NR8R9, -NR8C(O)R9, -NO2, -N=CR8R9, and halogen, or together with the 

phenyl they form an optionally substituted fused ring system; 

R5 and R6 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, -

COR8, -C(O)OR8, -C(O)NR8R9, -CH=NR8, -CN, -OR8, -OC(O)R8, -S(O)t-R8 , -

NR8R9, -NR8C(O)R9, -NO2, -N=CR8R9, 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; 

t is 0, 1 or 2; 

R8 and R9 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, prodrug or solvate thereof. 

 

5. Use of a Sigma ligand according to claim 4, wherein R1 is selected from H, -COR8 

and substituted or unsubstituted alkyl. 

 

6. Use of a Sigma ligand according to claims 4 or 5, wherein R2 is H or substituted or 

unsubstituted alkyl. 

 

7. Use of a Sigma ligand according to any one of claims 4 to 6, wherein R3 and R4 

together form a substituted or unsubstituted fused naphthyl ring system. 

 

8. Use of a Sigma ligand according to any one of claims 4 to 7, wherein R5 and R6 

together form a substituted or unsubstituted morpholine-4-yl group. 
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9. Use of a Sigma ligand according to claim 4, 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, 

[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-yloxy]ethyl} piperazine 

carboxylate, 

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

yl)ethanone, 

[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, 
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[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-yloxy]ethyl} piperidine, 

[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]4-{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, 
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[59]1-[1-(3,4-Dichlorophenyl)-5-methyl-3-(2-morpholinoethoxy)-1H-pyrazol-4-

yl]ethanone, 

[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, 

[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,  

or a pharmaceutically acceptable 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, isomer, prodrug or solvate thereof. 

 

11. Use of a Sigma ligand according to claim 10, which is 4-{2-[5-methyl-1-

(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine hydrochloride.  

 

12. Use of a combination of at least one Sigma ligand as defined in any one of claims 1 

to 11 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). 

 

13. Use of the combination according to claim 12 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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