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CLAIMS 

1. 	Use of a sigma ligand for the manufacture of a medicament for treatment and/or 

prevention of type-2 diabetes-associated pain, 

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

R5 

N, 
N R6 	(CH2)-0 

' 	n 
/ 

N, 
N 

I —R 
J
R4 3  

(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 

heterocyclyl, substituted or unsubstituted aromatic heterocyclyl, substituted 

or unsubstituted heterocyclylalkyl, -COR8, -C(0)0R8, -C(0)NR8R9, -CH=NR8, 

-CN, -0R8, -0C(0)R8, -S(0)rR8, -NR8R9, -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- 

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

C(0)0R8, -C(0)NR8R9, -CF1=--NR8, -CN, -0R8, -0C(0)R8, -S(0)rR8, -NR8R9, - 

NR8C(0)R9, -NO2, -N=0R8R9, 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, - 
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COR8, -C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)rR8, - 

NR8R9, -NR8C(0)R9, -NO2, -N=CR8R9, and halogen, or together 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 	alkenyi, 	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)rR8 , - 

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 1,2 or 3; 

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 	heterocyclyi, 	substituted 	or 

unsubstituted alkoxy, substituted or unsubstituted aryloxy, and halogen; 

wherein the substituted groups are substituted at one or more available positions 

by one or more groups selected from the group consisting of halogen; cyano; 

hydroxyl; nitro; azido; acyl; carboxamido; alkyl; alkenyl; alkynyl; alkoxy; aryloxy; 

alkylthio; alkylsulfinyl; alkylsulfonyl; aminoalkyl; carbocyclic aryl and aralkyl; 

or a pharmaceutically acceptable salt or solvate thereof. 

2. Use of a 	sigma 	ligand 	according 	to 	claim 	1, 	wherein 	the type-2 	diabetes- 

associated pain is derived from diabetic neuropathy, diabetic retinopathy, diabetic 

amyotrophy, 	gastroparesis, 	diabetic diarrhea, 	charcot joint, 	neuropathy of the 

bladder, diabetic nephropathy and/or diabetic foot problems. 

3. Use of a sigma ligand according to any of claims 1 or 2, which is selected from a 

sigma receptor antagonist preferably selected from a neutral antagonist, an 

inverse agonist and a partial antagonist. 
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4.  Use of a sigma ligand according to any of claims 1 to 3, wherein R1  is selected 

from H, -COR3  and substituted or unsubstituted alkyl. 

5.  Use of a sigma ligand according to any of claims 1 to 4, wherein R2 is H or alkyl. 

6.  Use of a sigma ligand according to any of claims 1 to 5, wherein R3 and R4 

together form a fused naphthyl ring system. 

7.  Use of a sigma ligand according to any of claims 1 to 6, wherein R5 and R6 

together form a morpholine-4-yl group. 

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

consisting of: 

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

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

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

[4] 1-(3,4-Dichloropheny1)-5-methy1-343-(pyrrolidin-1-Apropoxy]-1H-pyrazole 

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

[6] 1-{2-[1-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]ethy1}-1H-imidazole 

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

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

[8] 1-{241-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxylethyl}-4-

methylpiperazine 

[9] Ethyl 4-{241-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyl}piperazine 

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-yloxylethyllmorpholine 

[12] 1-(4-Methoxypheny1)-5-methy1-342-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 

[13] 1-(4-Methoxypheny1)-5-methy1-3-[3-(pyrrolidin-1-y1)propoxy]-1H-pyrazole 
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[14]  1-[2-(1-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidine 

[15]  1-{241-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy]ethy1}-1H-imidazole 

[16]  4-{241-(3,4-Dichloropheny1)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}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]ethyl}piperidine 

[20]  1-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxylethy1}-1H-imidazole 

[21]  2-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy]ethy1}-1,2,3,4-

tetrahydroisoquinoline 

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

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

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

[25]  1-{441-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxy]buty11-4-

methylpiperazine 

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

phenylpiperidine 

[29]  1-{4-[1-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-6,7-dihydro- 

1H-indol-4(5H)-one 

[30]  2-{441-(3,4-Dichloropheny1)-5-methyl-1H-pyrazol-3-yloxylbuty1}-1,2,3,4-

tetrahydroisoquinoline 

[31]  4-{211-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxylethyl}morpholine 

[32]  241-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]-N,N-

diethylethanamine 

[33]  1-(3,4-Dichloropheny1)-5-isopropy1-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 
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[34]  1-(3,4-Dichloropheny1)-5-isopropy1-343-(pyrrolidin-1-yl)propoxy]-1H-pyrazole 

[35]  1-{241-(3,4-Dichloropheny1)-5-isopropy1-11-1-pyrazol-3-yloxy]ethyllpiperidine 

[36]  2-{2-[1-(3,4-Dichloropheny1)-5-isopropyl-1H-pyrazol-3-yloxy]ethyl}-1,2,3,4-

tetrahydroisoquinoline 

[37]  4-{2-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]ethyllmorpholine 

[38]  2-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy] N, N-d iethylethanamine 

[39]  1-(3,4-Dichloropheny1)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 

[40]  1-{2-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]ethyl}piperidine 

[41]  1-(3,4-Dichloropheny1)-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole 

[42]  1-{2-[1 -(3,4-Dichloropheny1)-5-methy1-1 H-pyrazol-3-yloxy]ethyl}piperazine 

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

amine 

[44]  4-{2-[1-(3,4-Dichloropheny1)-4, 5-d imethy1-1H-pyrazol-3-yloxy]ethyl}morpholine 

[45]  241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]-N,N-

diethylethanamine 

[46]  1-(3,4-Dichloropheny1)-4,5-dimethy1-342-(pyrrolidin-1-ypethoxy]-1H-pyrazole 

[47]  1-(3,4-Dichloropheny1)-4,5-dimethy1-343-(pyrrolidin-1 -yl)propoxy]-1H-pyrazole 

[48]  1-{241-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyllpiperidine 

[49]  4-{4-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyl}morpholine 

[50]  (2S,6R)-4-{4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]buty1}-2,6-dimethyl 

morpholine 

[51]  1-{4-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyl}piperidine 

[52]  143,4-Doh loropheny1)-344-(pyrrolid in-l-yl)butoxy]-1H-pyrazole 

[53]  4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1 -amine 

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

amine 
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[55] 4-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-

methylbutan-1-amine 

[56] 4-041 -(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyl}thiomorpholine 

[57] 1-[1-(3,4-Dichloropheny1)-5-methy1-3-(2-morpholinoethoxy)-1H-pyrazol-4-yl] 

ethanone 

[58] 1-{1-(3,4-Dichloropheny1)-5-methy1-342-(pyrrolidin-1-ypethoxy]-1H-pyrazol-4-

y1) ethanone 

[59] 1-{1-(3,4-Dichloropheny1)-5-methy1-342-(piperidin-1-ypethoxy]-1H-pyrazol-4-y1) 

ethanone 

[60] 1-{1-(3,4-Dichloropheny1)-342-(diethylamino)ethoxy]-5-methy1-1H-pyrazol-4-y1) 

ethanone 

[61] 4-{245-Methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxylethyllmorpholine 

[62] N,N-Diethy1-2-[5-methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethanamine 

[63] 1-{245-Methy1-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyl}piperidine 

[64] 5-Methyl-1-( naphthalen-2-y1)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 

or a pharmaceutically acceptable salt or solvate thereof. 

9.  Use of a sigma ligand according to any of claims 1 to 8, which is 4-{2-[5-methyl-1- 

(naphthalen-2-yl)-1 H-pyrazol-3-yloxy]ethyl}morpholine, 	or 	a 	pharmaceutically 

acceptable salt or solvate thereof. 

10.  Use of a sigma ligand according to claim 9, which is 4-{245-methy1-1-(naphthalen- 

2-y1)-1H-pyrazol-3-yloxy]ethyl}morpholine hydrochloride. 

11.  Use of a combination of at least one sigma ligand as defined in any of claims 1 to 

10 and at least one further active substance for the manufacture of a medicament 

for the treatment and/or prevention of type-2 diabetes-associated pain, wherein the 

at least one further active substance is selected from the group consisting of 

oxycodone, tramadol, tapentadol, morphine, hydrocodone, codeine, buprenorfine, 

fentanyl, remifentanyl, sufentanyl, pregabalin, gabapentin, retigabine, duloxetine, 
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amitriptyline, venlafaxine, ibuprofen, diclofenac, naproxen, aspirin, desketoprofen, 

ketoprofen, celecoxib, clonidine, ketamine and memantine. 
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CLAIMS 

1.  A sigma ligand for use in the treatment and/or prevention of type-2 •' betes-

associated pain. 

5 2.  Sigma ligand according to claim 1, wherein the type-2 diabetes-a 	ociated pain is 

derived from diabetic neuropathy, diabetic retinopathy, dia 	etic amyotrophy, 

gastroparesis, diabetic diarrhea, charcot joint, neuropathy o the bladder, diabetic 

nephropathy and/or diabetic foot problems. 

10 3.  Sigma ligand according to any of claims 1 to 2, wF ich is selected from a sigma 

receptor antagonist preferably selected from 	neutral antagonist, 	an 	inverse 

agonist and a partial antagonist. 

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

R5  

R6 	CI-Q 	0\  
n 

/ 	\ 
N, 

N 

1 	,,) 	R3 

15 R4 

(I) 

wherein 

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

nsubstituted 	alkyl, 	substituted 	or unsubstituted cycloalkyl, substituted 	or 

20 unsubstituted 	alkenyl, substituted or unsubstituted aryl, substituted or 

unsubstituted 	arylalkyl, 	substituted 	or 	unsubstituted 	non-aromatic 

heterocyclyl, substituted or unsubstituted aromatic heterocyclyl, substituted 

or unsubstituted heterocyclylalkyl, -CORE, -C(0)0R8, -C(0)NR8R9, -CH=NR8, 

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

25 halogen; 
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R2 	is selected from the group 	consisting 	of hydrogen, 	substituted 	• 

unsubstituted alkyl, substituted or unsubstituted cycloalkyl, substitute 	or 

unsubstituted 	alkenyl, 	substituted 	or 	unsubstituted 	aryl, 	substit 	ed 	or 

unsubstituted 	arylalkyl, 	substituted 	or 	unsubstituted, 	aromatic 	or 	non- 

5 aromatic heterocyclyl, substituted or unsubstituted heterocyclyla 	yl, -COR8, - 

C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, -01:28, -0C(0)R8, -S( 	rR8, -NR8R9, - 

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

10 

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

substituted or unsubstituted 	alkyl, 	substituted o 	nsubstituted cycloalkyl, 

substituted 	or 	unsubstituted 	alkenyl, substit, ted or unsubstituted aryl, 

substituted or unsubstituted arylalkyl, substi ; 'ted or unsubstituted, aromatic 

or non-aromatic heterocyclyl, substituted 	unsubstituted heterocyclylalkyl, - 

COR8, -C(0)0R8, -C(0)NR8R9, -CH=N 	, -CN, -0R8, -0C(0)R8, -S(0)r-R8, - 

NR8R9, -NR8C(0)R9, -NO2, -N=CR - 	and halogen, or together they form an 

15 optionally substituted fused rings 	tem; 

R5 and R6 are independently selected from the group consisting of hydrogen, 

substituted or unsubstituted 	alkyl, 	substituted 	or unsubstituted 	cycloalkyl, 

substituted 	or 	unsubs 	uted 	alkenyl, 	substituted 	or 	unsubstituted 	aryl, 

substituted or unsub 	rtuted arylalkyl, substituted or unsubstituted, aromatic 

20 or non-aromatic h 	erocyclyl, substituted or unsubstituted heterocyclylalkyl, - 

COR8, -C(0)O'$, -C(0)NR8R9, -CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)rR8 , - 

NR8R9, -NRig, 	(0)R9, -NO2, -N=CR8R9, and halogen, or together form, with 

the nitro A atom to which they are attached, a substituted or unsubstituted, 

aroma ,-c or non-aromatic heterocyclyl group; 

25 selected from 1, 2, 3, 4, 5, 6, 7 and 8; 

t is 1,2 or 3; 

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; 

• r-a-plaar-rnaGetatiGally-aGeeptaiale-saltrieefflerrptFeEiftig-er-solve4e419efeo . 	 



WO /017/1 544.117 
	

PG-T4EP-20 5 

34 

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 alkyl. 

5 
7.  Sigma ligand according to any of claims 4 to 6, wherein R3 and R4 t• ether form a 

fused naphthyl ring system. 

8.  Sigma ligand according to any of claims 4 to 7, wherein R5 	d R6 together form a 

10 morpholine-4-y1 group. 

9.  Sigma ligand according to claim 4, which is selected 	om the group consisting of: 

[1] 4-{2-(1-(3,4-Dichloropheny1)-5-methyl-1H py 	ol-3-yloxy)ethyl}morpholine 

[2] 2-[1-(3,4-Dichloropheny1)-5-methy1-1H-p i azol-3-yloxy]-N,N-diethylethanamine 

15 [3] 1-(3,4-Dichloropheny1)-5-methyl-3-[ 	(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 

[4] 1-(3,4-DichlorophenyI)-5-methy 	-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole 

[5] 1-{241-(3,4-Dichlorophenyl 	5 methy1-1H-pyrazol-3-yloxylethyllpiperidine 

[6] 1-12-[1 -(3,4-Dichlorop 	nyl)-5-methyl-1 H-pyrazol-3-yloxy]ethyl}-1 H-imidazole 

[7] 3-1142-(1-(3,4-Di 	loropheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidin-4- 

20 yI}-3H-imidaz 	[4,5-b]pyridine 

[8] 1-{241-(3 	-Dichlorophenyl)-5-methyl-1 H-pyrazol-3-yloxy]ethyl}-4- 

methy 	iperazine 

[9] Et 	4-{241-(3,4-dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]ethyllpiperazine 

carboxylate 

25 10] 1-(4-(2-(1-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl)piperazin-1-

ypethanone 

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

[12] 1-(4-Methoxypheny1)-5-methy1-3-[2-(pyrrolidin-1-y1)ethoxy]-1H-pyrazole 

1:(4-Methoxypheay11-5-methyiz343-(p.y_u_atictin,14.1.)p.r.op.axy4AH.p.y.r.azoie 
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[14]  1-[2-(1-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy)ethyl]piperidine 

[15]  1-{241-(4-Methoxypheny1)-5-methy1-1H-pyrazol-3-yloxy]ethy1}-1H-imidazole 

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

[17]  1-(3,4-Dichloropheny1)-5-phenyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyr 	ale 

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

[19]  1-{2-[1-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol-3-yloxy] 	yI}piperidine 

[20]  1-{2-[1-(3,4-Dichloropheny1)-5-phenyl-1H-pyrazol-3-y1 	y]ethy1}-1H-imidazole 

[21]  2-{241-(3,4-Dichloropheny1)-5-pheny1-1H-pyrazol 	-yloxy]ethy11-1,2,3,4-

tetrahydroisoquinoline 

10 [22]  4-{441-(3,4-Dichloropheny1)-5-methy1-1H 	yrazol-3-yloxy]butyllmorpholine 

[23]  1-(3,4-Dichloropheny1)-5-methyl-3-[4 	pyrrolidin-1-yl)butoxy]-1H-pyrazole 

[24]  1-{4-[1-(3,4-Dichloropheny1)-5- 	thy1-1H-pyrazol-3-yloxy]butyllpiperidine 

[25]  1-{4-[1-(3,4-Dichlorophenyl 	-methy1-1H-pyrazol-3-yloxy]butyll-4-

methylpiperazine 

15 [26]  1-{441-(3,4-Dichlor• •heny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-1H-imidazole 

[27]  4-[1-(3,4-Dichl 	opheny1)-5-methy1-1H-pyrazol-3-yloxy]-N , N-d iethylbutan-1- 

amine 

[28]  1-{4-[1 	,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]buty1}-4- 

phe 	1piperidine 

20 [29 -{441-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]butyll-6,7-dihydro- 

1H-indol-4(5H)-one 

[30]  2-{4-[1-(3,4-Dichloropheny1)-5-methy1-1H-pyrazol-3-yloxy]buty1}-1,2,3,4-

tetrahydroisoquinoline 

[31]  4-{241-(3,4-Dichloropheny1)-5-isopropyl-1H-pyrazol-3-yloxylethyllmorpholine 

25 [32]  241-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]-N,N-

diethylethanamine 
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[33]  1-(3,4-Dichloropheny1)-5-isopropy1-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 

[34]  1-(3,4-Dichloropheny1)-5-isopropy1-343-(pyrrolidin-1-y0propoxy]-1H-pyr zole 

[35]  1-{241-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]ethyllp 	eridine 

[36]  2-{2-[1-(3,4-Dichloropheny1)-5-isopropy1-1H-pyrazol-3-yloxy]et 	I}-1,2,3,4- 

5 tetrahydroisoquinoline 

[37]  4-{211-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]ethyll 	rpholine 

[38]  2-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy] N,N r)iethylethanamine 

[39]  1-(3,4-Dich loropheny1)-312-(pyrrolid in-1-yl)eth ocy]-1H-pyrazole 

[40]  1-{2-[1-(3,4-Dichloropheny1)-1H-pyrazol-3 	loxy]ethyllpiperidine 

10 [41]  1-(3,4-DichlorophenyI)-3-[3-(pyrrolidi 	1-yl)propoxy]-1H-pyrazole 

[42]  1-{241-(3,4-Dichloropheny1)-5 	y1-1H-pyrazol-3-yloxy]ethyl}piperazine 

[43]  1-{241-(3,4-Dichlorophenyl)- 	methyl-1 H-pyrazol-3-yloxy]ethyl}pyrrolidin-3-

amine 

[44]  4-{2-[1-(3,4-Dichloro 	eny1)-4,5-dimethy1-1H-pyrazol-3-yloxy]ethyl}morpholine 

15 [45]  211-(3,4-Dichlor• • henyI)-4,5-d imethy1-1H-pyrazol-3-yloxyl-N, N-

diethylethana fine 

[46]  1-(3,4-Di 	loropheny1)-4,5-dimethy1-342-(pyrrolidin-1-ypethoxy]-1H-pyrazole 

[47]  1-(3,4 	Dichloropheny1)-4,5-dimethyl-343-(pyrrolidin-1-yl)propoxy]-1H-pyrazole 

[48]  1 	211-(3,4-Dichloropheny1)-4,5-dimethy1-1H-pyrazol-3-yloxylethyl}piperidine 

20 [ 	] 4-{441-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyllmorpholine 

[50]  (2S,6R)-4-{441-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]buty11-2,6-dimethyl 

morpholine 

[51]  1-{4-[1-(3,4-DichlorophenyI)-1 H-pyrazol-3-yloxy]butyl}piperidine 

[52]  1-(3,4-Dichloropheny1)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole 

25 [53]  4-[1-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine 
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[54] N-benzy1-441-(3,4-dichloropheny1)-1H-pyrazol-3-yloxy]-N-methylbutan-1-

amine 

[55] 4-[1-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-

methylbutan-1-amine 

5 [56] 4-{441-(3,4-Dichloropheny1)-1H-pyrazol-3-yloxy]butyl}thiomor 	oline 

[57] 141-(3,4-Dichloropheny1)-5-methy1-3-(2-morpholinoethox 	-1H-pyrazol-4-yl] 

ethanone 

[58] 1-{1-(3,4-Dichloropheny1)-5-methyl-3-[2-(pyrrolidin 	-yl)ethoxy]-1H-pyrazol-4-

yll ethanone 

10 [59] 1-{1-(3,4-Dichloropheny1)-5-methy1-342-(pl eridin-1-yl)ethoxy]-1H-pyrazol-4-yll 

ethanone 

[60] 1-{1-(3,4-Dichloropheny1)-3-[2-(diet 	lamino)ethoxy]-5-methy1-1H-pyrazol-4-yll 

ethanone 

[61] 4-{2-[5-Methyl-1-(naphthalen 2-y1)-1H-pyrazol-3-yloxy]ethyl}morpholine 

15 [62] N,N-Diethyl-2-[5-methyl 	-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethanamine 

[63] 1-{2-[5-Methyl-1-(n. 	hthalen-2-y1)-1H-pyrazol-3-yloxylethyllpiperidine 

[64] 5-Methyl-1-(na h  thalen-2-yI)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole 

or a pharmace 	ically acceptable salt, prodrug or solvate thereof. 

20 	10. Sigma 	112and 	according to any of claims 5 	to 	9, which 	is 	4-{2-[5-methyl-1- 

(naph 	alen-2-yl)-1 H-pyrazol-3-yloxy]ethyl}morpholine, 	or 	a 	pharmaceutically 

ac 	ptable salt, isomer, prodrug or solvate thereof. 

1 Sigma ligand according to claim 10, which is 4-{245-methy1-1-(naphthalen-2-y1)- 

25 1 H-pyrazol-3-yloxy]ethyl}morpholine hydrochloride. 

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

medicament for the treatment and/or prevention of type-2 diabetes-associated 

pain. 
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13. A combination of at least one sigma ligand as fiRed-in any of claims 1 to 11 and 

at least one further active sub_stafrcemor use in 

type-2 diabele.s.as1 pain. 

the treatment and/or prevention of 


