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CLAIMS 

1. Use of a sigma ligand in the manufacture of a medicament for the prevention 

and/or treatment of opioid-induced hyperalgesia associated to opioid 	therapy, 

wherein the sigma ligand has the general formula (I): 

R5  

N 
R67  \ 

(C1-12)n 	

0R2 

 

it 	\ 

R4 
5 

(I) 

wherein 

R1  is selected from the group consisting of hydrogen, 

COR8,; 

C1-C6  alkyl, and - 

10 R2 is selected from the group consisting of hydrogen, C1-C6  alkyl, and 

phenyl; 

R3 and 	R4 are independently selected from the group consisting of 

hydrogen, -0R8, and halogen, or together they form a 

system; 

fused naphthyl ring 

15 R5 and R6 are independently selected from substituted or unsubstituted 

C1-C6  alkyl, or together form, with the nitrogen atom to which they are 

attached, a substituted or unsubstituted, 5-6 membered aromatic or non- 

aromatic heterocyclyl group containing one to five heteroatoms selected 

form the group consisting of nitrogen, oxygen and sulphur, 	optionally 

20 fused to a 6-membered carbocyclic ring; wherein 

selected from C1-03  alkyl, -COR8, phenyl; 

n is selected from 2, 3, and 4; 

the 	substituent 	is 
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R8  is 01-06  alkyl,; 

or a pharmaceutically acceptable salt, stereoisomer or solvate thereof. 

2. Use of a sigma ligand according to claim 1, wherein the sigma ligand is selected 

from the group consisting of a sigma receptor antagonist, preferably selected from 

5 a neutral antagonist, an inverse agonist, or a partial antagonist. 

3. Use of a sigma ligand according to claim 1 or 2, wherein R2  is H or 01-06  alkyl. 

4. Use of a sigma ligand according to any of claims 1 to 3, wherein R3  and R4  

together form a fused naphthyl ring system. 

5. Use of a sigma ligand according to any of claims 1 to 4, wherein R5  and R6  

10 together form a morpholine-4-yl group. 

6. Use of a sigma ligand according to claim 1, which is selected from the group 

consisting of: 

15 

20 

25 

4-{2-(1-(3,4-dichloropheny1)-5-methy1-1H pyrazol-3-yloxy)ethyl}morpholine, 

241-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxyl-N,N-diethylethanamine, 

1-(3,4-Dichloropheny1)-5-methy1-3-[2-(pyrrolidin-1-Aethoxy]-1H-pyrazole, 

1-(3,4-Dichloropheny1)-5-methy1-343-(pyrrolidin-1-y1)propoxy]-1H-pyrazole, 

1-{211-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxylethyllpiperidine, 

1-{2-[1-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole, 

1-{241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxylethy1}-4-methylpiperazine, 

1-(4-(2-(1-(3,4-dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy)ethyl)piperazin-1- 

ypethanone, 

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

1-(4-Methoxypheny1)-5-methy1-342-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole, 

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

1-[2-(1-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidine, 

1-{2-[1-(4-Methoxypheny1)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole, 

4-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyl}morpholine, 

1-(3,4-Dichloropheny1)-5-pheny1-342-(pyrrolidin-1-yOethoxy]-1H-pyrazole, 

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

10 

15 

20 

25 

1-{2-[1-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyl}piperidine, 

1-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethy1}-1H-imidazole, 

4-{411-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxylbutyl}morpholine, 

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

14441 -(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyl}piperidine, 

1-{441-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]buty1}-4-methylpiperazine, 

1-{4-[1-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]buty1}-1H-imidazole, 

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

1-{411-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]buty1}-4-phenylpiperidine, 

4-{241-(3,4-dichloropheny1)-5-isopropyl-1H-pyrazol-3-yloxylethyl}morpholine, 

211-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxyl-N,N-diethylethanamine, 

1-(3,4-Dichloropheny1)-5-isopropy1-3-[2-(pyrrolid in-1-yl)ethoxy]-1H-pyrazole, 

1-(3,4-Dichloropheny1)-5-isopropy1-343-(pyrrolidin-1-yl)propoxy]-1H-pyrazole, 

1-{2-[1-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]ethyl}piperidine, 

4-{2-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]ethyl}morpholine, 

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

1-(3,4-dichloropheny1)-312-(pyrrolidin-1-ypethoxy]-1H-pyrazole, 

1-{2-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]ethyl}piperidine, 

1-(3,4-dichloropheny1)-343-(pyrrolidin-l-y1)propoxy]-1H-pyrazole, 

1-{211-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyl}piperazine, 

4-{2-[1-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyllmorpholine, 

4-{241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxylethyl}morpholine, 

241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxyl-N,N-diethylethanamine, 

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

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

1-{2-[1-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyl}piperidine, 

4-{4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]butyl}morpholine, 
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5 

10 

(2S,6R)-4-{4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]buty11-2,6-dimethylmorpholine, 

1-{4-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyllpiperidine, 

1-(3,4-Dichloropheny1)-344-(pyrrolidin-1-yObutoxy]-1H-pyrazole, 

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

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

4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-methylbutan-1-

amine, 

4-{441-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]butyllthiomorpholine, 

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

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

yllethanone, 

1-{1-(3,4-dichloropheny1)-5-methy1-342-(piperidin-l-y1)ethoxy]-1H-pyrazol-4-

yllethanone, 

1-{1-(3,4-dichloropheny1)-342-(diethylamino)ethoxy]-5-methyl-1H-pyrazol-4- 

15 

20 

yl}ethanone, 

4-{245-Methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxylethyl}morpholine, 

N,N-Diethy1-245-methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethanamine, 

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

5-Methy1-1-(naphthalen-2-y1)-342-(pyrrolidin-1-ypethoxy]-1H-pyrazole, 

or a pharmaceutically acceptable salt or solvate thereof. 

7. Use of a sigma ligand according to any of claims 1 to 6, wherein the sigma ligand 

is 	4-{2[5-methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyl} 	morpholine, 	or 	a 

pharmaceutically acceptable salt, stereoisomer or solvate thereof. 

8. Use of a sigma ligand according to claim 7, wherein the sigma ligand is 4-{2-[5- 

25 methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyll morpholine hydrochloride. 

9. Use of a combination of at least one sigma ligand as defined in any preceding 

claim and at least one opioid or opiate compound for simultaneous, separate or 

sequential administration, in the manufacture of a medicament forthe prevention 

and/or treatment of opioid-induced hyperalgesia associated to opioid therapy. 
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10. Use of a sigma ligand in the manufacture of a medicament for the prevention 

and/or treatment of opioid-induced hyperalgesia associated to opioid therapy, 

wherein the sigma ligand is selected from the group consisting of 

3-{142-(1-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy)ethylipiperidin-4- 

5 

10 

y1}-3H-imidazo[4,5-b]pyridine, 

Ethyl 4-{241-(3,4-dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]ethyl)piperazine 

carboxylate, 

2-{241-(3,4-dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxylethy1}-1,2,3,4-

tetrahydroisoquinoline, 

1-{441-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]buty1}-6,7-dihydro-1H-

indol-4(5H)-one, 

2-{441-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]buty1}-1,2,3,4-

tetrahydroisoquinoline, 

2-{2-[1-(3,4-dichloropheny1)-5-isopropyl-1H-pyrazol-3-yloxy]ethyll-1,2,3,4- 

15 tetrahydroisoquinoline, and 

1-{2-[1-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]ethyllpyrrolidin-3-

amine, 

or a pharmaceutically acceptable salt or solvate thereof. 

20 



WO 2012/016980 
	

PCT/EP2011/063286 

45 

CLAIMS 

1.  A sigma ligand for use in the prevention and/or treatment of 

hyperalgesia associated to opioid therapy. 

opioid-in
/
Oced 

2.  Sigma ligand for use according to claim 1, wherein the sigma ligand 	selected 

5 from the group consisting of a sigma receptor antagonist, preferably elected from 

a neutral antagonist, an inverse agonist, or a partial antagonist. 

3.  Sigma ligand for use according to any preceding claim, having t e general formula 

(I): 

R5 

R6  y \ 
p2 0,--o 

. 
3 

4 

10 (I) 

wherein 

R1  is selected fr m the group consisting of hydrogen, substituted or 

unsubstituted 	yl, substituted or unsubstituted cycloalkyl, substituted or 

unsubstitute 	alkenyl, 	substituted 	or unsubstituted 	aryl, substituted or 

15 unsubstity, ed 	arylalkyl, 	substituted 	or 	unsubstituted non-aromatic 

heter9Zyclyl, substituted or unsubstituted aromatic heterocyclyl, 

substlituted 	or 	unsubstituted 	heterocyclylalkyl, 	-COR8, -C(0)0R8, - 

Ci)NR8R9, 	-CH=NR8, 	-CN, 	-0R8, 	-0C(0)R8, 	-S(0)1-R8, 	-NR8R9, - 

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

20 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, - 
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COR8, -C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -ORB, 	-0C(0)R8, -S(0 ) 

R8, -NR8R9, -NR8C(0)R9, -NO2, -N=CR8R9, and halogen; 

R3  and R4  are independently selected from the group consi ting of 

hydrogen, substituted or unsubstituted alkyl, substituted or un ubstituted 

5 

10 

cycloalkyl, 	substituted 	or 	unsubstituted 	alkenyl, su 	stituted or 

unsubstituted aryl, substituted or unsubstituted arylalky 	substituted or 

unsubstituted, 	aromatic 	or 	non-aromatic 	heterocyc! 	, 	substituted 	or 

unsubstituted heterocyclylalkyl, -COR8, -C(0)0R8, -9(0)NR8R9, -CH=N R8, 

-CN, -01R8, -0C(0)R8, -S(0)t-R8, -NR8R9, -NR8C(6)R9, -NO2, -N=CR8R9, 

and halogen, or together they form an option/illy substituted fused ring 

system; 

R5  and R6  are independently select 	from the group 	consisting of 
/ 

hydrogen, substituted or unsubstitut71 alkyl, substituted or unsubstituted 

cycloalkyl, 	substituted 	or 	unsubstituted 	alkenyl, 	substituted 	or 

15 unsubstituted aryl, 	substituted ()Jr/1unsubstituted arylalkyl, substituted or 
/ 

unsubstituted, 	aromatic 	or 	-aromatic 	heterocyclyl, 	substituted 	or /non 
/ 

unsubstituted heterocyclylalkyl, -COR8, -C(0)0R8, -C(0)NR8R9, -CH=N R8, 

-CN, -ORB, -0C(0)R8, -S(0)rR8  , -NR8R9, -NR8C(0)R9, -NO2, -N=CR8R9, 

and halogen, or together form, with the nitrogen atom to which they are 

20 attached, 	a 	substduted 	or 	unsubstituted, 	aromatic 	or 	non-aromatic 

heterocyclyl groy • 

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

/ 
t is 1,2 cF / 3; 

/ 
R8  ay d R9  are each independently selected from hydrogen, substituted or 

25 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. 

30 	4. Sigma ligand for use according to claim 3, wherein R1  is selected from H, -COR8 

and substituted or unsubstituted alkyl. 
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5. Sigma ligand for use according to claims 3 or 4, wherein R2 is H or alkyl. 

6. Sigma ligand for use according to any of claims 3 to 5, wherein R3 and R4 tog 	er 

form a fused naphthyl ring system. 	 / / 
7. Sigma ligand for use according to any of claims 3 to 6, wherein R5 and R,/together 

5 	form a morpholine-4-y1 group. 

8. Sigma ligand for use according to any preceding claim, which is se 6cted from the 

group consisting of: 

4-{2-(1-(3,4-dichloropheny1)-5-methy1-1H pyrazol-3-yloxy)ethyl}m/Orpholine, 

241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxyl-N,N-di thylethanamine, 

10 	1-(3,4-Dichloropheny1)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy 1H-pyrazole, 

1-(3,4-Dichloropheny1)-5-methy1-3-[3-(pyrrolidin-1-y1)pro oxy]-1H-pyrazole, 
/ 

1-{2-[1-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yroxy]ethyllpiperidine, 

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

3-{1-[2-(1-(3,4-Dichloropheny1)-5-methyl-1H-Orazol-3-yloxy)ethyljpiperidin-4-y1}-3H- 

15 	imidazo[4,5-b]pyridine, 

1-{241-(3,4-Dichloropheny1)-5-methyl4H-pyrazol-3-yloxy]ethyll-4-methylpiperazine, 

4-{241-(3,4-dichlorobheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyllpiperazine Ethyl 	
, 

carboxylate, 

1-(4-(2-(1-(3,4-d ichlorophenyV-5-methy1-1H-pyrazol-3-yloxy)ethyl)piperazin-1- 

20 	yl)ethanone, 

4-{2-[1-(4-Methoxyphe01)-5-methyl-1H-pyrazol-3-yloxy]ethyllmorpholine, 

1-(4-Methoxyphen7/-5-methyl-342-(pyrrolidin-1-y1)ethoxy]-1H-pyrazole, 

1-(4-Methoxyphpny1)-5-methyl-343-(pyrrolidin-1-yl)propoxy]-1H-pyrazole, 
/ 

142-(1-(4-Miethoxypheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidine, 

25 	1-{2-[1-(4/1K4 ethoxypheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole, 

4-12-V
/
(3,4-Dichloropheny1)-5-phenyl-1H-pyrazol-3-yloxy]ethyllmorpholine, 

1- 	,4-Dichloropheny1)-5-pheny1-3-[2-(pyrrolidin-l-ypethoxy]-1H-pyrazole, 

/

(8 

143,4-Dichloropheny1)-5-phenyl-343-(pyrrolidin-1-yppropoxyl-1H-pyrazole, 

1-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyl}piperidine, 
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5 

142-0 -(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxylethyll-1H-imidazole, 

242-[1 -(3,4-dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethyll-1,2,3,4-

tetrahydroisoquinoline, 

4-{441-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxylbutyl}morpholine, 

1-(3,4-Dichloropheny1)-5-methy1-344-(pyrrolidin-1-y1)butoxy]-1H-pyrazole2  

1-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxyputyl}piperid 	, 

1-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxyputy1}-4-,Methylpiperazine, 

1-{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxyputy1)=-1/1H-imidazole, 

/ 

10 

4-0 -(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxyl-N,l,zdiethylbutan-1-amine, 

1-{441-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxylbutyll-4-phenylpiperidine, 
/ 

1-{441-(3,4-dichloropheny1)-5-methyl-1H-pyrazol-3-yrqxy]butyll-6,7-dihydro-1H-indol- 

4(5H)-one, 

2-{441-(3,4-dichloropheny1)-5-methy1-1H-pyrazOl-3-yloxy]butyl}-1,2,3,4- 

15 

/ 
tetrahydroisoquinoline, 

4-{2-[1-(3,4-dichloropheny1)-5-isopropy0H-pyrazol-3-yloxy]ethyllmorpholine, 
/ 

241-(3,4-Dichloropheny1)-5-isopropy 	H-pyrazol-3-yloxy]-N,N-diethylethanamine, 

1-(3,4-Dichloropheny1)-5-isopropyi-342-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole, 
/ 

20 

1-(3,4-Dichloropheny1)-5-isopri:')pyl-343-(pyrrolidin-1-yl)propoxy]-1H-pyrazole, 

1-{241-(3,4-Dichlorophen )-5-isopropy1-1H-pyrazol-3-yloxy]ethyl}piperidine, /,. 

2-{241-(3,4-dichloropheny1)-5-isopropyl-1H-pyrazol-3-yloxy]ethyll-1,2,3,4- 
/ 

tetrahydroisoquinolirie, 

/ 
442-[1 -(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]ethyllmorpholine, 

25 

241-(3,4-dioploropheny1)-1H-pyrazol-3-yloxy] N, N-diethylethanamine, 

1-(3,4-diohloropheny1)-342-(pyrrolidin-l-yDethoxy]-1H-pyrazole, 

1-{2-01-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]ethyllpiperidine, 
/ 

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

1-{2-[1-(3,4-Dichloropheny!)-5-methy1-1H-pyrazol-3-yloxy]ethyllpiperazine, 

1-{241-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]ethyi}pyrrolidin-3-amine, 
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4-{2-[1 -(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyl}morpholine, 

4-{211-(3,4-Dichloropheny1)-4,5-dimethyl-1H-pyrazol-3-yloxy]ethyl}morpholine, 

241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxyl-N,N-diethylethanami2e, 

1-(3,4-Dichloropheny1)-4,5-dimethy1-342-(pyrrolidin-1-y1)ethoxy]-1H-pyrazole/ 

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

4 
1-{241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyllpipOndine, / 

10 

4-{4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]butyl}morpholine, 

(2S,6R)-4-{4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]buty1}-76-dimethylmorpholine, 

1-{4-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyl}piperidne, 

1-(3,4-Dichloropheny1)-344-(pyrrolidin-1-yl)butoxy]-1H-pyrazole, 

4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N,N-Othylbutan-1-amine, 
/ 

15 

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

4-[1-(3,4-dich loropheny1)-1H-pyrazol-3-yloxykIC1-(2-methoxyethyl)-N-methylbutan-1-

amine, 

4-{4-[1-(3,4-dichlorophenyI)-1H-pyrazol 3-yloxy]butyllthiomorpholine, 

141-(3,4-Dichloropheny1)-5-methy1-3-(2-morpholinoethoxy)-1H-pyrazol-4-yl]ethanone, 

1-11-(3,4-dichloropheny1)-5-met j(1-342-(pyrrolidin-1-ypethoxy}-1H-pyrazol-4-

y1}ethanone, 

1-{1-(3,4-dichloropheny1)75/-methy1-342-(piperidin-1-ypethoxy]-1H-pyrazol-4- 

20 yl}ethanone, 

1-{1-(3,4-dichloroph`eny1)-342-(diethylamino)ethoxy]-5-methy1-1H-pyrazol-4- 

yl}ethanone, 
/ 

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

/ 

25 

N,N-Dietriy1-245-methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethanamine, 
ff 

1-{24[4VIethyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyl}piperidine, and 
/ 

5-ylethy1-1-(naphthalen-2-y1)-342-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole, 

/or a pharmaceutically acceptable salt, prodrug or solvate thereof. 
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9.  Sigma ligand for use according to any of claims 3 to 8, wherein the sigma ligancya 

4-{245-methyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyl} 	morpholine, 	or/ a 

pharmaceutically acceptable salt, isomer, prodrug or solvate thereof. 
/ 

10.  Sigma ligand for use according to claim 9, wherein the sigma ligand is 44245- 

5 methyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyll morpholine hydrochloride. 

11.  A combination of at least one sigma ligand as defined in any preceding claim and 

at least one opioid or opiate compound for simultaneous, separate or sequential 

administration, 	for use 	in the 	prevention 	and/or treatment / of opioid-induced 

hyperalgesia associated to opioid therapy. 	 / 

10 12.  A method of treatment of a patient suffering from 0,11 associated to opioid 

therapy, which comprises administering to the palient in need of such a 

treatment or prophylaxis a therapeutically effective/amount of a sigma ligand. 


