[06012]  The present invention relates to a method for mitigating neurotoxic effects of a
chemotherapeutic agent, comprising administering to a subject an effective amount of a
compound of formula (II).

[0013}) The present invention relates to a method for treating chemotherapy-induced
neuropathic pain in a subject, comprising administering to the subject an effective amount of
a compound of formula (II).

1001 3a] The present invention relates to the use of g compound of Formula (D) in the

manufacture of g medicament for the prophvlactic reatment of chemotheranyv-induced

neripheral neuropathy in a subiect,
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Ry, Ro. and R are independently selected from the group congisting of hydrogen,

alkenvl, alkoxv, alkoxvearbonvl, alkvl alkynvl, evano, haloalkoxvy. haloaliovl, halogen

A is a nonaromatic 4, 5. 6.7, or 8-membered rine that contains 1 or 2 nitroeen atoms

and. optionallv, one sulfur or oxvgen atom, wherein the noparomatic ring is optionally

substituted with 1, 2. or 3 substituents selected from the groun consisting of alkenvi. alkoxv,

alkoxvalkyl, alkoxvearbonvl, alkoxvearbonvialkvl, alkvl alkvnvl, arvl, arvlalleyvl, cveloallvl,

ceveloallovialkvl, cvano, haloalkoxy, haloalkvl, halogen, heterocvele, heterocevelealkovl,

heteroaryl, heteroarylalkyl, hvdroxy, hvdroxvalkyl. nitro. NReRp, (NReRpjalkyl,

(NRcRpearbonvl, (NReRpicarbonvialkyvl., (NRcRpisulfonyl, and oxo; and

Ra. Ri. Re. and Rp are independently selected from the group consisting of hvdrogen,

allevl, and alkvearbonvly

or a pharmaceutically accentable salt or solvate thereof




BRIEF DESCRIPTION OF THE DRAWINGS
[0014] FIG. 1 shows the prophylactic effect of 2-[(2R)-2-methylpyrrolidin-2-y1}-1H-
benzimidazole-4-carboxamide (Compound A) on vincristine-mediated neuropathy manifested
by the prevention of vincristine-mediated pain.
[0015]  FIG. 2 shows the prophylactic effect of 6-fluoro-2-(2-methylpyrrolidin-2-y1)-1H-
benzimidazole-4-carboxamide (Compound B) on vincristine-mediated neuropathy manifested
by the prevention of vincristine-mediated pain.
[0016] FIG. 3 shows the prophylactic effect of 2-[(2S)-2-methylpyrrolidin-2-y1]-1H-
benzimidazole-4-carboxamide (Compound C) on oxaliplatin-mediated neuropathy manifested
by the attenuation of oxaliplatin-mediated mechanical allodynia.
[60617] FIG. 4 shows the prophylactic effect of 2-[(2S)-2-methylpyrrolidin-2-y1]-1H-
benzimidazole-4-carboxamide (Compound C )on oxaliplatin-mediated neuropathy manifested
by the attenuation of oxaliplatin-mediated cold allodynia.
[0018]  FIG. 5 shows the prophylactic effect of 2-[(2S)-2-methylpyrrolidin-2-y1}-1H-
benzimidazole-4-carboxamide (Compound C) on cisplatin-mediated neuropathy manifested
by the attenuation of cisplatin-mediated mechanical allodynia.
[0019] FIG. 6 shows the prophylactic effect of 2-[(2S)-2-methylpyrrolidin-2-y1]-1H-
benzimidazole-4-carboxamide (Compound C) on cisplatin-mediated neuropathy manifested
by the attenuation of cisplatin-mediated heat hyperalgesia.
[0020]  FIG. 7 shows the prophylactic effect of 2-[(2R)-2-methylpyrrolidin-2-y1]-1H-
benzimidazole-4-carboxamide (Compound A) on vincristine-mediated neuropathy manifested
by the prevention of vincristine-mediated pain.
[0021] FIG. 8 shows the prevention of vincristine-mediated increase in PAR levels in
skin by treatment with 2-[(2R)-2-methylpyrrolidin-2-yl}-1H-benzimidazole-4-carboxamide
(Compound A).
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CLAIMS

1. Use of a compound of Formula () in the manufacture of a medicament for-use-is-a
methed-of the prophylactic treatment of chemotherapy-induced peripheral neuropathy in a
subject,
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wherein

Ry, Ry, and Rj are independently selected from the group consisting of hydrogen,
alkenyl, alkoxy, alkoxycarbonyl, alkyl, alkynyl, cyano, haloalkoxy, haloalkyl, halogen,
hydroxy, hydroxyalkyl, nitro, NRARp, and (NR 4Rp)carbonyl;

A is a nonaromatic 4, 5, 6, 7, or 8-membered ring that contains 1 or 2 nitrogen atoms
and, optionally, one sulfur or oxygen atom, wherein the nonaromatic ring is optionally
substituted with 1, 2, or 3 substituents selected from the group consisting of alkenyl, alkoxy,
alkoxyalkyl, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkynyl, aryl, arylalkyl, cycloalkyl,
cycloalkylalkyl, cyano, haloalkoxy, haloalkyl, halogen, heterocycle, heterocyclealkyl,
heteroaryl, heteroarylalkyl, hydroxy, hydroxyalkyl, nitro, NRcRp, (NRcRp)alkyl,
(NR¢Rp)carbonyl, (NRcRp)carbonylalkyl, (NRcRp)sulfonyl, and oxo; and

Ra, R, R¢, and Rp are independently selected from the group consisting of hydrogen,
alkyl, and alkycarbonyl;

or a pharmaceutically acceptable salt or solvate thereof.

2. The use of claim 1, wherein A is selected from the group consisting of

(Rs) Re
XA
and Re .
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