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CLAIMS 

1. 	A combination of at least one sigma ligand and at least one chemotherapeutic, •rug 

for simultaneous, separate or sequential administration, wherein the sigm 	ligand 

has the general formula (I): 

R5 
i 

R6V\ (C1-12) n —0 Rl

0  

(I) 

wherein 

Ri  is selected from the group fored by hydrogen, substituted or unsubstituted 

alkyl, substituted or unsubstitutea cycloalkyl, substituted or unsubstituted alkenyl, 

10 substituted or unsubstituted a 	I, substituted or unsubstituted arylalkyl, substituted 

or unsubstituted non-arom . c heterocyclyl, substituted or unsubstituted aromatic 

heterocyclyl, substitute. or unsubstituted heterocyclylalkyl, -CORE, -C(0)0R8, - 

C(0)NRBR9, -CH=NR 	-CN, -ORB, -0C(0)R8, -S(0)rR8  , -NR8R9, -NRBC(0)R9, - 

NO2, -N=CRBR9, a 	halogen; 

15 R2 is selected 	om the group formed by hydrogen, substituted or unsubstituted 

alkyl, substit 	ed or unsubstituted cycloalkyl, substituted or unsubstituted alkenyl, 

substitute 	or unsubstituted aryl, substituted or unsubstituted arylalkyl, substituted 

or 	un 	bstituted, 	aromatic 	or 	non-aromatic 	heterocyclyl, 	substituted 	or 

uns istituted heterocyclylalkyl, -CORB, -C(0)ORB, -C(0)NRBR9, -CH=NRB, -CN, - 

20 0 	, -0C(0)R8, -S(0)t-R8 , -NR8R9, -NRBC(0)R9, -NO2, -N=CRBR9, and halogen; 

and R4 are independently selected from the group formed by 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 
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heterocyclyl, 	substituted 	or 	unsubstituted 	heterocyclylalkyl, 	-CORB, 	-C(0)OR8, 

C(0)NR8R9, -CH=NRB, -CN, -ORB,, -0C(0)R8, -S(0)t-RB  , -NR8R9, -NRBC(0)R9, -NO 	- 

N=CRBR9, and halogen, or together they form a optionally substituted fus- • 	ring 

system; 

R5 and R6 are independently selected from the group formed by hydrogen 	ubstituted 

or 	unsubstituted 	alkyl, 	substituted 	or 	unsubstituted 	cycloalkyl, 	bstituted 	or 

/ unsubstituted 	alkenyl, substituted or unsubstituted aryl, substituted or unsubstituted 

arylalkyl, 	substituted 	or 	unsubstituted, 	aromatic 	or 	non-aro itic 	heterocyclyl, 

substituted or 	unsubstituted 	heterocyclylalkyl, 	-CORE, 	-C(0 	R8, 	-C(0)NRBR9, - 

10 CH=NRB, -CN, -ORB, -0C(0)R6, -S(0)r-R8  , -NR8R9, -NR 	0)R9, -NO2, -N=CR8R9, 

and halogen, or together form, with the nitrogen atom to 	hich they are attached, a 

substituted or unsubstituted heterocyclyl group; 

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

t is 1,2 or 3; 

15 Re 	and 	R9 	are 	each 	independently 	cted 	from 	hydrogen, 	substituted 	or 

unsubstituted 	alkyl, 	substituted 	or 	nsubstituted 	cycloalkyl, 	substituted 	or 

unsubstituted alkenyl, substituted or u substituted aryl, substituted or unsubstituted, 

aromatic or non-aromatic heterocycl. , substituted or unsubstituted alkoxy, substituted 

or unsubstituted aryloxy, and halogen; 

20 or a pharmaceutically accepta 	a salt, isomer or solvate thereof; and 

the chemotherapeutic d 	J  is selected from the group formed by taxanes, vinca 

alkaloids, drugs derived rom platinum and thalidomide. 

2. A combination according to claim 1, wherein R1  is selected from H, -CORE  and 

substituted or uns astituted alkyl. 

25 	3. A combination according to claims 1 or 2, wherein R2 is H or alkyl. 

4.  A combinatio 	according to any preceding claims, wherein R3 and R4 together form a 

fused nap 	yl ring system. 

5.  A comb.  ation according to any preceding claims, wherein R5 and R6 together form a 

morp oline-4-y1 group. 

30 	6. A tip mbination according to any preceding claims, wherein the sigma ligand of formula 

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

pharmaceutically acceptable salt, isomer or solvate thereof. 
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7.  A combination according to any preceding claims, wherein the sigma ligand of formula, 

(I) 	is 	4-{2-[5-Methyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyll 	morphol'Ke 

hydrochloride. 

8.  A combination according to any preceding claims, wherein the chemotherapey is drug 

5 is selected from the group formed by paclitaxel, oxaliplatin, cisplatin, vin 	'stine, and 

thalidomide. 

9.  A combination according to any preceding claims, wherein the combi 	tion comprises 

4-{245-M ethyl- 1-(naphthalen-2-y1 )-1H-pyrazol-3-yloxy)ethyl} 	moil9 oline 	and 	a 

chemotherapeutic drug selected from paclitaxel, oxaliplatin or cis Latin. 

10 10.  A combination as defined in any of claims 1 to 9 for its use i 	the manufacture of a 

medicament. 

11.  A combination as defined in any of claims 1 to 9 for 	s use in the prevention or 

treatment of pain induced by chemotherapy. 

12.  A combination according to claim 11, wherein t 	pain is selected from peripheral 

15 neuropathic 	pain, 	allodynia, 	causalgia, 	hyper 	gesia, 	hyperesthesia, 	hyperpathia, 

neuralgia, neuritis and neuropathy. 

13.  A compound of formula (I) as defined in 	of claims 1 to 7, or a pharmaceutically 

acceptable salt, isomer or solvate there 	, for its use in the treatment or prevention of 

pain induced by chemotherapy, whe 	n the chemotherapeutic drug is selected from 

20 the group formed by taxanes, vi ca alkaloids, 	drugs derived from platinum and 

thalidomide. 

14.  A compound according to cla 	13, or a pharmaceutically acceptable salt, isomer or 
/ 

solvate thereof, for its use i 	the prevention of pain induced by chemotherapy, wherein 
j uzi

a' 

the chemotherapeutic d 	g is selected from the group formed by taxanes, vinca 

25 alkaloids, drugs derived from platinum and thalidomide. 

15.  A compound accor ing to claims 13 or 14, wherein the pain is selected from peripheral 

neuropathic 	pai , 	allodynia, 	causalgia, 	hyperalgesia, 	hyperesthesia, 	hyperpathia, 

neuralgia, neutis and neuropathy. 
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CLAIMS 

1. 	A combination of at least one sigma ligand and at least one chemotherapeutic drug 

for simultaneous, separate or sequential administration, wherein the sigma ligand 

has the general formula (I): 

R5 

N 
R6V  \ ( CH2) n-0 

R3  

R4 
5 

(I) 

wherein 

R1  is selected from the group formed by hydrogen, substituted or unsubstituted 

10 

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, -CORE, -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; 

15 R2 is selected from the group formed by 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, -CORE, -C(0)0R8, -C(0)NR8R9, -CH=NR8, -CN, - 

20 OR8, -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 formed by 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 
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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, or together they form a optionally substituted fused ring 

system; 

5 R5  and R6  are independently selected from the group formed by 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, 	- 

10 CH=NR8, -CN, -0R8, -0C(0)R8, -S(0)t-R8  , -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 heterocyclyl group; 

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

t is 1,2 or 3; 

15 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; 

20 or a pharmaceutically acceptable salt or isomer thereof; and 

the chemotherapeutic drug is selected from the group formed by taxanes, vinca 

alkaloids, drugs derived from platinum and thalidomide. 

2. A combination according to claim 1, wherein R1  is selected from H, -COR8  and 

substituted or unsubstituted alkyl. 

25 	3. A combination according to claims 1 or 2, wherein R2  is H or alkyl. 

4.  A combination according to any preceding claims, wherein R3  and R4  together form a 

fused naphthyl ring system. 

5.  A combination according to any preceding claims, wherein R5  and R6  together form a 

morpholine-4-y1 group. 

30 	6. A combination according to any preceding claims, wherein the sigma ligand of formula 

(I) 	is 	4-{245-Methyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyl) 	morpholine, 	or 	a 

pharmaceutically acceptable salt or isomer thereof. 
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7.  A combination according to any preceding claims, wherein the sigma ligand of formula 

(I) 	is 	4-1245-Methyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyll 	morpholine 

hydrochloride. 

8.  A combination according to any preceding claims, wherein the chemotherapeutic drug 

5 is selected from the group formed by paclitaxel, oxaliplatin, cisplatin, vincristine, and 

thalidomide. 

9.  A combination according to any preceding claims, wherein the combination comprises 

4-{245-Methyl-1-(naphthalen-2-y1)-1H-pyrazol-3-yloxy]ethyl} 	morpholine 	and 	a 

chemotherapeutic drug selected from paclitaxel, oxaliplatin or cisplatin. 

10 10.  A combination as defined in any of claims 1 to 9 for its use in the manufacture of a 

medicament. 

11.  A combination as defined in any of claims 1 to 9 for its use in the prevention or 

treatment of pain induced by chemotherapy. 

12.  A combination according to claim 11, wherein the pain is selected from peripheral 

15 neuropathic 	pain, 	allodynia, 	causalgia, 	hyperalgesia, 	hyperesthesia, 	hyperpathia, 

neuralgia, neuritis and neuropathy. 

13.  A compound of formula (I) as defined in any of claims 1 to 7, or a pharmaceutically 

acceptable salt or isomer thereof, for its use in the treatment or prevention of pain 

induced by chemotherapy, wherein the chemotherapeutic drug is selected from the 

20 group 	formed 	by 	taxanes, 	vinca 	alkaloids, 	drugs 	derived 	from 	platinum 	and 

thalidomide. 

25 

14.  A compound according to claim 13, or a pharmaceutically acceptable salt or 	isomer 

thereof, for its use in the prevention of pain induced by chemotherapy, wherein the 

chemotherapeutic drug is selected from the group formed by taxanes, vinca alkaloids, 

drugs derived from platinum and thalidomide. 

15.  A compound according to claims 13 or 14, wherein the pain is selected from peripheral 

neuropathic 	pain, 	allodynia, 	causalgia, 	hyperalgesia, 	hyperesthesia, 	hyperpathia, 

neuralgia, neuritis and neuropathy. 


