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CLAIMS

1. A combination of at least one sigma ligand and at least one chemotherapegﬁé drug
for simultaneous, separate or sequential administration, wherein the sigrﬁa ligand

has the general formula (I):

/
/
/

W

wherein

R is selected from the groug,ft;rmed by hydrogen, substituted or unsubstituted
alkyl, substituted or unsubgi«ifijted cycloalkyl, substituted or unsubstituted alkenyl,
substituted or unsubstitu,téa aryl, substituted or unsubstituted arylalkyl, substituted
or unsubstituted nonfg'ifbmatic heterocyclyl, substituted or unsubstituted aromatic
heterocyclyl, subsfgit”ijted or unsubstituted heterocyclylalkyl, -CORs, -C(O)ORg, -
C(O)NR3Rg, -CHf‘éNRg, -CN, -ORsg, -OC(O)Rs, -S(O)-Rs , -NRgRg, -NRgC(O)Rg, -
NO;, —N=CR3R’§/, and halogen;

R is selqc‘féd from the group formed by hydrogen, substituted or unsubstituted
alkyl, suBstituted or unsubstituted cycloalkyl, substituted or unsubstituted alkenyl,
sub‘§/tift!uted or unsubstituted aryl, substituted or unsubstituted arylalkyl, substituted
o(r”" unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or
‘.«’ifmsubstituted heterocyclylalkyl, -CORs, -C(O)ORs, -C(O)NRgRg, -CH=NRg, -CN, -
ORg, -OC(O)Rg, -S(O)-Rs , -NRgRg, -NRsC(O)Rq, -NO,, -N=CRgRg, and halogen;

R; and R, 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

e QF-Unsubstituted-arylalkyl,-substituted-or-unsubstituted,-aromatic-or-non-aromatic——
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heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -C(O)O@«g‘f -
V4

C(O)NRgRg, -CH=NRs, -CN, -OR3, -OC(O)Rs, -S{O)-Rs , -NRgR, -NRgC(@)Rgs -

NO,, -N=CRgRe, and halogen, or together they form a optionally substitgf‘éd fused

&

ring system;

g

Rs and Re are independently selected from the group formgﬁjby hydrogen,
substituted or unsubstituted alkyl, substituted or unsu?{sﬁfuted cycloalkyl,
substituted or unsubstituted alkenyl, substituted or unsubg}ﬁﬁted aryl, substituted
or unsubstituted arylalkyl, substituted or unsubstituted,fa*’?omatic or non-aromatic
heterocyclyl, substituted or unsubstituied heterocyc{[yf;alkyi, -CORs, ~C(O)ORs, -
C(O)NRgRg, -CH=NRs, -CN, -ORs, -OC(O)Rs, S(@’;—Rg , “NRgRg, -NRgC(O)Rg, -

NO,, -N=CRgRg, and halogen, or together forrgy;’fwith the nitrogen atom to which

they are attached, a substituted or unsubstit&;t‘gd heterocyclyl group;
(j‘f’
n is selected from 1, 2, 3, 4, 5, 6, 7 and 85

tis1,2o0r3; ff

Rs and Ry are each indepen@é;xtiy selected from hydrogen, substituted or
unsubstituted alkyl, substitqiéd or unsubstituted cycloalkyl, substituted or
unsubstituted alkenvl, gﬁgstituted or unsubstituted aryl, substituted or
unsubstituted, aromaticg@fﬁ non-aromatic heterocyclyl, substituted or unsubstituted
alkoxy, substituted o;@fjnsubstituted aryloxy, and halogen;

ora pharmaceutip@ﬁly acceptable salt, isomer, prodrug or solvate thereof.

A combinatioqféié‘ccording to claim 1, wherein Ry is selected from H, -CORs and
substituted of unsubstituted alkyl.

A Combiga{ion according to claims 1 or 2, wherein R, is H or alkyl.

A cor?:;,lt‘i‘ifnation according to any preceding claims, wherein R; and Ry together form

a fgééd naphthyl ring system.

. A’g}Combination according to any preceding claims, wherein Rs and Rg together form

< a morpholine-4-yl group.

A combination according to any preceding claims, wherein the sigma ligand of
formula () is  4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl}
morpholine, or a pharmaceutically acceptable salf, isomer, prodrug or solvate

thereof
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7. A combination according to any preceding claims, wherein the sigma ligand /6/1‘
formula () is  4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}
morpholine hydrochloride. /

8. A combination according to any preceding claims, wherein the chen}dfherapeutic
5 drug is selected from the group formed by taxanes, vinca alkaloid§,,/c/1rugs derived
from platinum, bortezomib or thalidomide and its derivatives.

9. A combination according to any preceding claims, wherein the chemotherapeutic
drug is selected from the group formed by paclitax/el,/ oxaliplatin, cisplatin,
vincristine, bortezomib, thalidomide or lenolidamide. ’

10 10. A combination according to any preceding clairps’/,‘) wherein the combination
comprises 4-{2-[5-Methy|-1-(naphthalen-2-yl)—1 ijg}}azol-3-yloxy]ethyl} morpholine
and a chemotherapeutic drug selected from paﬁgﬁﬁiaxel, oxaliplatin or cisplatin.

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

A

a medicament.

15 12. A combination as defined in any of Qlaims 1 to 10 for its use in the prevention or
treatment of pain induced by chemptﬁerapy.

13. A combination according to clai,m“/12, wherein the pain is selected from peripheral
neuropathic pain, allodynia, :gé&‘usalgia, hyperalgesia, hyperesthesia, hyperpathia,
neuralgia, neuritis and negft;pathy.

20 14. A compound of formula‘.»(‘if) as defined in any of claims 1 to 7, or a pharmaceutically
acceptable salt, isomé}, prodrug or solvate thereof, for its use in the treatment or
prevention of paigfi'i:lduced by chemotherapy.

15. A compound 9~C’E§ording to claim 14, for its use in the treatment or prevention of
pain induc§>d/;by a chemotherapeutic drug selected from taxane, vinca alkaloid,

25 pIatinumf,dérivatives, bortezomib or thalidomide and its derivatives.

16. A com(ibund according to claim 14, or a pharmaceutically acceptable salt, isomer,
prqd?‘Ug or solvate thereof, for its use in the prévention of pain induced by
}gﬁ(’emotherapy.

1/}’.’;’A compound according to claims 14, 15 or 16, wherein the pain is selected from

30 peripheral neuropathic pain, allodynia, causalgia, hyperalgesia, hyperesthesia,
hyperpathia, neuralgia, neuritis and neuropathy.
,f/ 18. Use of a compound of formula (I) as defined in any of claims 1 to 7, or a

A — -pharmaceutically-acceptable—salt; -isomer,—prodrug—or--solvate -thereof,—in—-the——
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e

,»/
manufacture of a medicament for the treatment or preveﬂLowoF pain induced by

™

chemotherapy _—

manufacture of a medlcament for treatment of a patient suffering from pain induced

by chemo*tﬁerapy, or likely to suffer pain as a result of a chemotherapeutic
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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 (1):

wherein

R, is selected from the group formed by hydrogen, substituted or unsubstituted
alkyl, substituted or unsubstituted cycloalkyl, substituted or unsubstifuted alkenyi,
substituted or unsubstituted aryl, substituted or unsubstituted arylalkyl, substituted
or unsubstituted non-aromatic heterocyclyl, substituted or unsubstituted aromatic
heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -C(O)ORg, -
C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(O)-Rs , -NRgRg, -NRgC{O)Rg, -
NO., -N=CRgRg, and halogen;

R, 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, -CORg, -C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, -
ORg, -OC(O)Rg, -S(0O)-Rg , -NRgRg, -NRgC(O)Rg, -NO,, -N=CRgRy, and halogen;

R; and R, 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 arylalkyi, substituted or unsubstituted, aromatic or non-aromatic
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heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -C(O)ORs, -
C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(O)¢-Rg , -NRgRg, -NRgC(O)Rg, -NO, -
N=CRgRo, and halogen, or together they form a optionally substituted fused ring

system;

Rs and R 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, -COR;, -C(O)ORg, -C(O)NRgRg, -
CH=NRg, -CN, -ORg, -OC(O)Rs, -S(O)rRs , -NRgRg, -NRgC(O)Rg, -NO,, -N=CRgR,
and halogen, or together form, with the nitrogen atom to which they are attached, a
substituted or unsubstituted heterocyclyl group;

nis selected from 1, 2, 3,4, 5,6, 7 and 8;
tis1,2o0r3;

Rs and Ry 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 or solvate thereof; and

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

alkaloids, drugs derived from platinum and thalidomide.

A combination according to claim 1, wherein R; is selected from H, -CORg and
substituted or unsubstituted alkyl.

A combination according to claims 1 or 2, wherein R, is H or alkyl.

A combination according to any preceding claims, wherein R; and R4 together form a
fused naphthyl ring system.

A combination according to any preceding claims, wherein Rs and Rg together form a
morpholine-4-yl group.

A combination according to any preceding claims, wherein the sigma ligand of formula
() is 4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine, or a
pharmacedutically acceptable salt, isomer or solvate thereof.
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A combination according to any preceding claims, wherein the sigma ligand of formula
U is  4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine
hydrochloride.

A combination according to any preceding claims, wherein the chemotherapeutic drug
is selected from the group formed by paclitaxel, oxaliplatin, cisplatin, vincristine, and
thalidomide.

A combination according to any preceding claims, wherein the combination comprises
4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl}  morpholine and a
chemotherapeutic drug selected from paclitaxel, oxaliplatin or cisplatin.

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

A combination as defined in any of claims 1 to 9 for its use in the prevention or
treatment of pain induced by chemotherapy.

A combination according to claim 11, wherein the pain is selected from peripheral
neuropathic pain, allodynia, causalgia, hyperalgesia, hyperesthesia, hyperpathia,
neuralgia, neuritis and neuropathy.

A compound of formula () as defined in any of claims 1 to 7, or a pharmaceutically
acceptable salt, isomer or solvate thereof, for its use in the treatment or 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.

A compound according to claim 13, or a pharmaceutically acceptable salt, isomer or
solvate thereof, for its use in the prevention of pain induced by chemotherapy, wherein
the chemotherapeutic drug is selected frbm the group formed by taxanes, vinca
alkaloids, drugs derived from platinum and thalidomide.

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.



