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CLAIMS

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 (1):

(B

wherein

R, is selected from the group consisting of hydrogen, C4-Cs alkyl, and -
COR;;

R; is selected from the group consisting of hydrogen, C4-Cs alkyl, and

phenyl;

R; and R; are independently selected from the group consisting of
hydrogen, -ORg, and halogen, or together they form a fused naphthyl ring

system;

Rs and Rg are independently selected from substituted or unsubstituted
C4-Cs 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
fused to a 6-membered carbocyclic ring; wherein the substituent is

selected from C,-Cj; alkyl, -CORg, phenyi;

n is selected from 2, 3, and 4;
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R is C-Cg alkyl,;

or a pharmaceutically acceptable salt, sterecisomer 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

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

Use of a sigma ligand according to claim 1 or 2, wherein R; is H or C4-Cg alkyl.

Use of a sigma ligand according to any of claims 1 to 3, wherein R; and Ry

together form a fused naphthyl ring system.

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

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:
4-{2-(1-(3,4-dichlorophenyl)-5-methyl-1H pyrazol-3-yloxy)ethyl}morpholine,
2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
1-(3,4-Dichlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
1-(3,4-Dichlorophenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}piperidine,
1-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole,
1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}-4-methylpiperazine,

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

yl)ethanone,
4-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}morpholine,
1-(4-Methoxyphenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
1-(4-Methoxyphenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-[2-(1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidine,
1-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}-1H-imidazole,
4-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}morpholine,
1-(3,4-Dichlorophenyl)-5-phenyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

1-(3,4-Dichlorophenyl)-5-phenyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
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1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}piperidine,
1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxyJethyl}-1H-imidazole,
4-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}morpholine,
1-(3,4-Dichlorophenyl)-5-methyl-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole,
1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}piperidine,
1-{4-[1-(3,4-Dichloropheny!)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-methylpiperazine,
1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-1H-imidazole,
4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine,
1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-phenylpiperidine,
4-{2-[1-(3,4-dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl}morpholine,
2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
1-(3,4-Dichlorophenyl)-5-isopropyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
1-(3,4-Dichlorophenyl)-5-isopropyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl}piperidine,
4-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxylethyl}morpholine,
2-[1+(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy] N,N-diethylethanamine,
1-(3,4-dichlorophenyl)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
1-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxylethyl}piperidine,
1-(3,4-dichlorophenyl)-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}piperazine,
4-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]ethyl}morpholine,
4-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]ethyl}morpholine,
2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]ethyl}piperidine,

4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butylmorpholine,
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(2S,6R)-4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}-2,6-dimethylmorpholine,
1-{4-[1-(3,4-Dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}piperidine,
1-(8,4-Dichlorophenyl)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole,
4-[1~(8,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine,
N-benzyl-4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-methylbutan-1-amine,

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

amine,
4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}thiomorpholine,
1-[1-(8,4-Dichlorophenyl)-5-methyl-3-(2-morpholinoethoxy)-1H-pyrazol-4-yllethanone,

1-{1-(3,4-dichlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazol-4-

yl}ethanone,

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

yllethanone,

1-{1~(3,4-dichlorophenyl)-3-[2-(diethylamino)ethoxy]-5-methyl-1H-pyrazol-4-

yl}ethanone,
4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine,
N,N-Diethyl-2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethanamine,
1-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}piperidine, and
5-Methyl-1-(naphthalen-2-yl)-3-[2-(pyrrolidin-1-yl)ethoxy]-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-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl} morpholine, or a
pharmaceutically acceptable salt, sterecisomer or solvate thereof.

8. Use of a sigma ligand according to claim 7, wherein the sigma ligand is 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl} 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-{1-[2-(1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidin-4-
yl}-3H-imidazo[4,5-b]pyridine,

Ethyl 4-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}piperazine
carboxylate,
2-{2-[1-(3,4-dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}-1,2,3,4-
tetrahydroisoquinoline,
1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-6,7-dihydro-1H-
indol-4(5H)-one,
2-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylbutyl}-1,2,3,4-
tetrahydroisoquinoline,
2-{2-[1-(3,4-dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl}-1,2,3,4-
tetrahydroisoquinoline, and
1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}pyrrolidin-3-
amine,

or a pharmaceutically acceptable salt or solvate thereof.
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selected

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

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

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

h:

wherein

Ry 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
heterofyclyl, substituted or unsubstituted aromatic heterocyclyl,
subsfituted or unsubstituted heterocyclylalkyl, -COR; -C(O)ORs, -
C{O)NRgRg, -CH=NRs, -CN, -ORs, -OC(O)Rs, -S(O)rRs, -NRgRg, -
NRsC(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, -
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CORs, -C(O)ORs, -C(O)NRgRg, -CH=NRs, -CN, -ORg, -OC(O)Rg, -S(O
Rs, -NRgRg, -NRsC(O)Rg, -NO,, -N=CRgRg, and halogen;

R; and R4 are independently selected from the group consi%g of
hydrogen, substituted or unsubstituted alkyl, substituted or ungubstituted
5 cycloalkyl, substituted or unsubstituted alkenyl, supstituted or
unsubstituted aryl, substituted or unsubstituted arylalkyl, substituted or
unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or
unsubstituted heterocyclylalkyl, -CORg, -C(O)ORs, -C(O)NRgRg, -CH=NRs,
-CN, -ORs, -OC(O)Rs, -S(O)-Rs, -NRgRg, -NRsC(O)Rg, -NO,, -N=CRgR,,
10 and halogen, or together they form an optionally substituted fused ring

system;

Rs and Rs are independently selected from the group consisting of
hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted
cycloalkyl, substituted or ur7méstituted alkenyl, substituted or

15 unsubstituted aryl, substituted of unsubstituted arylalkyl, substituted or
unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or
unsubstituted heterocyclyla K/yl, -CORg, -C(O)ORs, -C{O)NRgRg, -CH=NRs,
-CN, -ORs, -OC(O)Rs, —Sé)t—Rg , “NRgRsg, -NRsC(O)Rg, -NO;, -N=CRgRs,
and halogen, or tog;t)ér form, with the nitrogen atom to which they are

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

heterocyclyl groyp;

nis selectedfrom 1, 2, 3, 4, 5,6, 7 and 8;

tis1,2 o_/’o{;

Rs and Ry are each independently selected from hydrogen, substituted or
25 unsubstituted alkyl, substituted or unsubstituted cycloalkyl, substituted or
nsubstituted 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 /:1/ Sigma ligand for use according o claim 3, wherein R is selected from H, -CORs

/

/ and substituted or unsubstituted alkyl.

/
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Sigma ligand for use according to claims 3 or 4, wherein R, is H or alkyl. '/
Sigma ligand for use according to any of claims 3 to 5, wherein R; and R4 together

form a fused naphthyl ring system.
7. Sigma ligand for use according to any of claims 3 to 6, wherein Rs and R¢'together
form a morpholine-4-yl group.
8. Sigma ligand for use according to any preceding claim, which is sejected from the

group consisting of:
4-{2-(1-(3,4-dichlorophenyl)-5-methyl-1H pyrazol—3-yloxy)ethyl]>, orpholine,
2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-di ﬁy!ethanamine,
1-(3,4-Dichlorophenyl)-S—methyl-3-[2—(pyrro!idin-1-yl)ethoxs}}zipyrazole,
1-(3,4-Dichlorophenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxyl- 1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}piperidine,
1-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol,3-yloxy]ethyl}-1H-imidazole,
3-{1-[2-(1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidin-4-yl}-3H-
imidazo[4,5-b]pyridine,
1-{2-[1—(3,4-Dichlorophenyl)-5-methyl-'I/r/pyrazoI-3-y|oxy]ethyl}-4-methylpiperazine,

s

Ethyl 4-{2-[1 -(3,4-dichIoroghényl)—B-methyl-1 H-pyrazol-3-yloxylethyl}piperazine

carboxylate, /
1-(4-(2-(1 -(3,4-dichioropheny/)-S-methyk-1 H-pyrazol-3-yloxy)ethyl)piperazin-1-
yl)ethanone,

4-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}morpholine,

1-(4-Methoxyphenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,
1-(4-Methoxyphenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-[2-(1 -(4-Meé>xyphenyl)-S-methyI-1 H-pyrazol-3-yloxy)ethyl]piperidine,
1-{2-[1-(4“Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}-1H-imidazole,

4-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxylethyl}morpholine,

,4-Dichlorophenyl)-5-phenyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

/
/ 1-(3,4-Dichlorophenyl)-5-phenyl-3-[3-(pyrrolidin-1-yl)propoxyl-1H-pyrazole,

1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxylethyl}piperidine,
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1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxylethyl}- 1H-imidazole,

2-{2-[1-(3,4-dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxylethyl}-1,2,3,4-
tetrahydroisoquinoline,

4-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}morpholine,
1-(3,4-Dichlorophenyl)-5-methyl-3-[4-(pyrrolidin-1-yl)butoxy]- 1H-pyrazole ,
1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1 H-pyrazol-3-yloxy]butyl}piperi}%e/,
1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1 H—pyrazoI-3—y|oxy]butyl};e/ﬁ/ethylpiperazine,
1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yioxylbutyl}* 1H-imidazole,
4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N, N/d;)e;hylbutan—1 -amine,
1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-phenylpiperidine,

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

2-{4-[1-(3,4-dichlorophenyl)-5-methyl-1 H-pyra/é{B-yloxy]butyl}-’l ,2,3,4-
tetrahydroisoquinoline,

4-{2-[1 -(3,4-dichIorophenyl)~5—isoprop371/ H-pyrazol-3-yloxylethyl}morpholine,
/
2-[1 -(3,4-Dichlorophenyl)—S—isopropy/lﬁ H-pyrazol-3-yloxy]-N,N-diethylethanamine,

1-(3,4-Dichlorophenyl)-5-isopropyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

1-(8,4-Dichlorophenyl)-5-isopropy!-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl}piperidine,

2-{2-[1-(3,4-d ichloropp

nyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl}-1,2,3,4-
tetrahyd roisoquir?iﬁe,

4-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxylethyl}morpholine,
2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy] N,N-diethylethanamine,
1-(3,4-dighlorophenyl)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole,

1-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxylethyl}piperidine,

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

1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}pyrrolidin-3-amine,
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4-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxylethyl}morpholine,
4-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxylethyl}morpholine,
2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine,
1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1 H-pyrazole/

5 1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[3-(pyrrolidin-1-yl)propoxyl-1H-pyrazole,
1-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1 H-pyrazoI-3—yloxy]ethyl}pi9 ridine,

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

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

10  1-(3,4-Dichlorophenyl)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole,
4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N, N/diéthylbutan-‘l -amine,
N-benzyl-4-[1-(3,4-dichlorophenyl)-1 H—pyrazol?yloxy]-N-methylbutan-1 -amine,

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

amine,
15  4-{4-[1-(3,4-dichlorophenyl)-1 H—pyr? 3-yloxy]butylithiomorpholine,
1-[1-(3,4-Dichlorophenyl)-5-methyl-3-(2-morpholinosthoxy)-1H-pyrazol-4-yllethanone,

1-{1 -(3,4-dichIorophenyl)—5-m?vyl-i%—[z-(pyrrolidin-1 -yl)ethoxy]-1H-pyrazol-4-
yl}ethanone,

1-{1-(3,4-dichlorophenyl)-8-methyl-3-[2-(piperidin-1-yl)ethoxy]-1H-pyrazol-4-
20 yllethanone, '

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

yllethanone, Y,
4-{2-[5-Meth/l—/1-(naphthalen—2-yl)-1 H-pyrazol-3-yloxylethyl}morpholine,
N,N-Diet/hy/l-Z-[S—methyl-‘l -(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethanamine,

25 1-{2-[5(-/I;/Iethyl-1-(naphthalen-z-yl)-1 H-pyrazol-3-yloxylethyl}piperidine, and
5-Méthyl-1 -(naphthalen-2-yl)-3-[2-(pyrrolidin-1-yl)ethoxy}-1H-pyrazole,

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

Sigma ligand for use according to any of claims 3 to 8, wherein the sigma ligand é/

4-{2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl} morpholine, or/ a
pharmaceutically acceptable salt, isomer, prodrug or solvate thereof.

Sigma ligand for use according to claim 9, wherein the sigma ligand i/s” 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine hydro xﬁ/loride.

A combination of at least one sigma ligand as defined in any prece%g claim and
at least one opioid or opiate compound for simultaneous, sepyﬁa or sequential

administration, for use in the prevention and/or treatmer}t of opioid-induced

£

/

hyperalgesia associated to opioid therapy. /
A method of treatment of a patient suffering from (/}E’H associated to opioid
therapy, which comprises administering to the p/a(tient in need of such a

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




