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preventing or treating the pain developing as a consequence of chemotherapy. They
are particularly useful when the pain is neuropathic pain, allodynia or hyperalgesia.
Sigma receptor ligands are highly effective for treating chemotherapy-induced
neuropathic pain when administered after thie antineoplastic drug, when pain has
already developed. Even more surprisingly, this invention demcnstrates that the co-
administration of these sigma receptor ligands and a chemotherapeutic drug prevents
the development of pain that would normally develop after chemotherapy. Therefore,
sigma receptor ligands are effective both for the treatment (sigma receptor ligand
administered after the chemotherapeutic drug, when pain has developed) and the
prevention (co-administration of sigma receptor ligand and the chemotherapeutic drug)
of chemotherapy-induced neuropathic pain.

Therefore, one aspect of the present invention relates to 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):
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wherein

R, is selected from the group formed by hydrogen, substituted or unsubstituted
alkyl, substitufed or unsubstitufed cycloalkyl, substituted or unsubstituted
alkenyl, substituted or unsubstituted aryl, substituted or unsubstituted arylalkyl,
substituted or unsubstfituted non-aromatic heterocyclyl, substituted or
unsubstituted  aromatic  heterocyclyl,  substituted or  unsubstituted
heterocyclylalkyl, -CORg, -C{O)ORgs, -C(O)NRgRg, -CH=NRs -CN, -ORg, -
OC(O)Rg, -S(0)Rs , -NRgRy, -NR3C(O)Ry, -NQ4, -N=CRsRs, and halogen;
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R; is selected from the group formed by hydrogen, substituted or unsubstituted
alkyl, substituted or unsubstituted cycloalkyl, substituted or unsubstifuted
alkenyl, substituted or unsubstituted aryl, substituted or unsubstituted arylalkyl,
substituted or unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or
unsubstituted heterocyclylaikyl, -CORg, -C(O)ORs, -C(O)NRgRy, -CH=NRs, -CN, -
ORg, -OC{0O)Rg, ~-S(O)-Rg , -NRgRy, -NRgC{O)Ry, -NO,, -N=CR3gRy, 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 -arylalkyl, substituted or unsubstituted, aromatic or non-aromatic
heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORg, -C{O)ORs, -
C(O)NRgRg, -CH=NRg, -CN, -ORj, -OC(O)R3, -S(O)-Rs , -NRgRg, -NRsC{O)Rg, -
NQO,, -N=CRgRq, and halogen, or together they form a optionally substituted fused

ring system;

R; and Ry 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 arytalkyl, substituted or unsubstituted, aromatic or non-aromatic
heterocycly], substituted or unsubstituted heterocyclylalkyl, -CORg, -C{O}ORs, -
C{O)NR;Rg, -CH=NRj3, -CN, -OR3, -OC(O)Rs, -S(O)r-Rs , -NRgRq, -NRgC(O)R,, -
NQ,, -N=CRgR,, and halogen, or together form, with the nitrogen atom to which
they are attached, a substituted or unsubstituted heterocyclyl group;

nis selectedfrom 1, 2, 3, 4, 5, 6, 7 and 8;
tis1,20r3;

R; 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, arematic or non-aromatic heterocyclyl, substituted or unsubstituted

alkoxy, substituted or unsubstituted aryloxy, and halogen;
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. Also disclosed is a
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combination of at least one sigma receptor ligand and at least one
chemotherapeutic drug for simultaneous, separate or sequential administration,
wherein the sigma ligand has the general formula (1):
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wherein

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

10 or unsubstituted non-aromatic heterocyclyl, substituted or unsubstituted aromatic
heterocyclyl, substituted or unsubstituted heterocyclylalkyl, -CORsg, -C(O)ORs, -
C{O)NRgRgy, -CH=NRg, -CN, -ORjg, -OC{O)Rs, -S{O)-Rs , -NRgRg, -NRsC(O)R,, -
NO;, -N=CR3Rgq, and halogen;



