It has now been surprisingly found that 9-HODE, 13-HODE, 5-HETYE, 8-HET:E and 15-
HETIE and their derivatives are capable of treating or preventing nerve damage, in
particular nerve damage associated with diabetic neuropathy.

Summary of the Invention

In one aspect, there is provided the use of a compound which is a polyunsaturated fatty acid (PUFA)

derivative of formula (1),

]

R1O)J\/\/ M ™S

1

in the form of a racemate, a stereoisomer or a mixture of stereoisomers, ora

pharmaceutically acceptable salt, or solvate thereof, wherein

- -Alk- is ~(CHy)4-CH(ORy)-[#rans JCH=CH-[cis]| CH=CH-, -(CHz)s-
[ cis JCH=CH-[trans]CH=CH-CH(OR3)-, ~CH(OR2)~[rmns]CH=CH-.
[cis]JCH=CH-CH;-[cis ]CH=CH-(CHa)3~, -(CH)3-CH{OR;)-
[trans|CH=CH-{cis]CH=CH-CH;-[cis]CH=CH-, or -(CH,);-{cisJCH=CH- |
CHy-[cis}CH=CH-[trans]CH=CH-CH(OR,)-;

- R, is a hydrogen atom; or

R, is a C-Cgalkyl, C»-Cg alkenyl, Co-Cq alkynyl, C¢-Cyg aryl, 3- to 10-
membered heteroaryl, Cs-Cy carbocycelyl or 53- to 10-membered

heterocyclyl group; or
R is a group of formula -CH>-CH(OR3)~-CHz-(ORy), wherein R3 and Ry
are cach independently hydrogen atoms or -(C=0)-R,, wherein R is an

aliphatic group having from 3 to 29 carbon atoms; or

R is a group of formula -(CH,OCH,),,OH, wherein m is an integer of
from 1 to 200; or

R, is a drug moiety chosen from an aldose reductase inhibitor, an ACE

inhibitor, a vitamin or an anti-oxidant;

- each R, is the same or different and each independently represents a

hydrogen atom; or




a group -(C=0)-Rs, wherein R 5 is unsubstituted C;-Cy alkyl, or an
aliphatic group having from 3 to 29 carbon atoms; or

R 1s a group of formula -(CH,OCH-),,0H, wherein n is an mnteger of from
I to 200;

and wherein

- said alkyl, alkenyl, alkynyl and aliphatic groups are the same or different
and are each unsubstituted or substituted with 1, 2 or 3 unsubstituted
substituents which are the same or different and are selected from halogen
atoms and C,.Cy alkoxy, C,.C4 alkenyloxy, Ci.Cy haloalkyl, Ca.Cy
haloalkenyl, C;.C4 haloalkoxy, C».Cy haloalkenyloxy, hydroxyl, -SR’, and
-NR'R"" groups where R" and R are the same or different and represent
hydrogen or unsubstituted C;.C; alkyl;

- said aryl, heteroaryl, carbocyclyl and heterocyclyl groups are the same or
different and are each unsubstituted or substituted by 1, 2, 3 or 4
unsubstituted substituents which are the same or different and are selected
from halogen atoms, and cyano, nitro, C;.Cs alkyl, C,.C; alkoxy, C».Cy4
alkenyl, C,.C4 alkenyloxy, C1.C,4 haloalkyl, C,.C, haloalkenyl, C,.C,4
haloalkoxy, C,.Cy haloalkenyloxy, hydroxyl, C;.Cy hydroxyalkyl, -SR”
and -NR'R" groups wherein each R" and R"" is the same or different and
represents hydrogen or unsubstituted C;.Cy alkyl;

~ in the manufacture of a medicament for use in treating or preventing diabetic

neuropathy in a mammal by improving nerve function.
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Also disclosed is theThe-preseat-invention-therefore-provides use of compounds which are polyunsaturated
fatty acid (PUFA) derivatives of formula (I),

O
M Alk
R,O ~ N
I

in the form of racemates, stereoisomers or mixtures of sterecisomers, or pharmaceutically

acceptable salts or solvates thereof, wherein

- -Alk- is -(CHz)4-CH(ORg}-[trans]CH=CH-{cis JCH=CH-, -(CH3)¢-[cis]CH=CH-
[trans]CH=CH-CH(OR2)~, -CH(ORy)-[trans] CH=CH-[cis)CH=CH-CH,-
[cisJCH=CH-(CHz)3-, -(CH2):-CH(OR,)-[trans}CH=CH-{cis]CH=CH-CH,-
[cis]CH=CH-, or -(CHz)s-[¢is] CH=CH-CH,~[cis]CH=CH-[trans)]CH=CH-
CH(ORz)~;

- R is a hydrogen atom,; or
Ry is a C-Cealkyl, Co-Cs alkenyl, Cy-Cs alkynyl, C¢-Cig aryl, 5-to 10-membered
heteroaryl, C3-C; carbocyelyl or 5- to 10-membered heterocyclyl group; or
R, is a group of formula -CH;-CH(OR3)-CH,-(OR4), wherein R; and R4 are each
independently hydrogen atoms or -(C=0)-Rs, wherein Ry is an aliphatic group |
having from 3 to 29 carbon atoms; or
R, is a group of formula -(CH;OCH;);OH, wherein m is an integer of from 1 to
200; or
R, is a drug moiety;

- each R, is the same or different and each independently represents a hydrogen

atom; or
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a group -(C=0)-Rs, wherein R; is a C;-Cgalkyl, C;-Cs alkenyl, C;-Cg alkynyl, Cs-
Cio aryl, 5- to 10-membered heteroaryl, Cs-C7 carbocyelyl or 5- to 10-membered

heterocyclyl group, or Rs is an aliphatic group having from 3 to 29 carbon atoms,

or Rs is a drug moiety; or '

a group of formula -(CH;0CH;),OH, wherein n is an integer of from 1 to 200; or

a drug moiety;

and wherein

- said alkyl, alkenyl, alkynyl and aliphatic groups are the same or different and are
each unsubstituted or substituted with 1, 2 or 3 unsubstituted substituents which
are the same or different and are selected from halogen atoms and C,.Cy alkoxy,
C;.Cq alkenyloxy, C1.Cy haloalkyl, C2.Cy4 haloalkenyl, C,.C4 haloalkoxy, Cy.Cs
haloalkenyloxy, hydroxyl, -SR’, and -NR'R"" groups where R” and R’ are the
same or different and represent hydrogen or unsubstituted C,.C; alkyl;

- said aryl, heteroaryl, carbocyclyl and heterocycelyl groups are the same or
different and are each unsubstituted or substituted by 1, 2, 3 or 4 unsubstituted
substituents which are the same or different and are selected from halogen atoms
and cyano, nitro, C1.Cy alkyl, C1.Cs alkoxy, C,.C4 alkenyl, Cy.Cs alkenyloxy, C,.
Cs haloalkyl, C3.Cq haloalkenyl, C;.C4 haloalkoxy, C,.C4 haloalkenyloxy,
hydroxyl, C,.C4 hydroxyalkyl, -SR" and -NR'R"’ groups wherein each R" and R

is the same or different and represents hydrogen or unsubstituted C;.Cy alkyl;
in the manufacture of a medicament for use in treating or preventing nerve damage in a

mamimal.

In another aspect, there is provided the use of a compound which is a polyunsaturated fatty acid (PUFA)

derivative of formula (1),

Fm)"\/\/ e ™S




in the form of a racemate, a stereoisomer or a mixture of stereoisomers, or a

pharmaceutically acceptable salt, or solvate thereof, wherein

~Alk- 18 -(CH;)s-CH(ORy)-[trans)CH=CH-[cis]CH=CH-, -(CHa )4~
[cis})CH=CH-{trans}CH=CH-CH(ORy)-, ~CH(OR,)-[#rans)CH=CH-
[cis]JCH=CH-CHy-[cis]CH=CH-(CHa)3-, -(CH,);-CH(OR,)-
[trans]CH=CH-[cis]CH=CH-CH;-{cis}CH=CH-, or -(CHa)3-[¢is]CH=CH-
CHy-[cis]CH=CH-[trans]CH=CH-CH(OR;)-;

R; is a hydrogen atom; or

R; is a C;-Cyalkyl, Co-Cs alkenyl, C2-Cs alkynyl, C¢-Cg aryl, 5- to 10-
membered heteroaryl, Cs-Cq carbocyelyl or 5- to 10-membered
heterocyclyl group; or

R; is a group of formula -CH,~CH(OR;)-CH,-(OR,), wherein R5 and Ry
are each independently hydrogen atoms or -(C=0)-Rg, wherein Ry is an
aliphatic group having from 3 to 29 carbon atoms; or |

R is a group of formula -(CH2OCH,),OH, wherein m is an integer of
from 1 to 200; or

R, is a drug moiety chosen from an aldose reductase inhibitor, an ACE
inhibitor, a vitamin or an anti-oxidant;

cach R; is the same or different and each independently represents a
hydrogen atom; or

a group -(C=0)-R;s, wherein R is unsubstituted C|-Cy alkyl, or an
aliphatic group having from 3 to 29 carbon atoms; or

R7 is a group of formula -(CH,OCH_),OH, wherein n is an integer of from
1 to 200; |

and wherein

said alkyl, alkenyl, alkynyl and aliphatic groups are the same or different
and are each unsubstituted or substituted with 1, 2 or 3 unsubstituted
substituents which are the same or different and are selected from halogen
atoms and C;.Cy alkoxy, Co.Cy alkenyloxy, C1.Cs haloalkyl, C,.C;
haloalkenyl, C1.C4 haloalkoxy, C,.C, haloalkenyloxy, hydroxyl, -SR", and
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-NR'R" groups where R" and R"" are the same or different and represent

hydrogen or unsubstituted C;.C, alkyl;

- said aryl, heteroaryl, carbocyclyl and heterocyclyl groups are the same or

different and are each unsubstituted or substituted by 1, 2, 3. or 4

unsubstituted substituents which are the same or different and are selected

from halogen atoms, and cyano, nitro, C;.Cy4 alkyl, C,.Cy alkoxy, Cy.C4
alkenyl, C,.C, alkenyloxy, C;.Cq haloalkyl, C;.C4 haloalkenyl, C;.Cy4
haloalkoxy, C;.Cq4 haloalkenyloxy, hydroxyl, C;.C4 hydroxyalkyl, -SR”

and -NR'R"" groups wherein each R" and R’ is the same or different and

represents hydrogen or unsubstituted C,.C4 alkyl;

in the manufacture of a medicament for use in improving nerve function in a

mammal suffering from diabetic neuropathy.

Also provided is use of compounds which are polyunsaturated fatty acid (PUFA)

derivatives of formula (I},

O

)l\/\/ A?k\/\/\
R0

I
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CLAIMS

L. Use of'a compound which is a polyunsaturated fatty acid (PUFA) derivative

formuta (I),
5
. o
MA&
RO
I
in the form of a racemate, a stereoisomer or a mixture ¢f stereoisomers, or a
10 pharmaceutically acceptable salt, or solvate thereof/wherein

- ~-Alk- is (CHz)o-CH(OR)-[trans)CH=CH-[cis]CH=CH-, -(CH,)4-
[cis]CH=CH—[trans]CH——wCH-CH(OR -, -CH(OR2)-{trans]CH=CH-
[cis]CH=CH-CHp-[cis]CH=CH-(CHa)s-, -(CHa);-CH(OR;)-
[trans]CH=CH-[cis]CH=CH-CH,-[cis]CH=CH-, or -(CH;)s-[cis]CH=CH-

15 CH;-{cis]CH=CH-[trans]CH=CH-CH(OR,)-;

- R is a hydrogen atom; or
Ry is a C;-Cgalkyl, Cp-C alkenyl, C,-Cg alkynyl, Cs-Cyp aryl, 5~ to 10-
membered hetem?/i, Cs-Cy carbocyclyl or 5- to 10-membered

heterocyelyl group; or

20 Ry is a group of formula -CH,-CH(OR;)-CH,-(ORy), wherein R; and Ry
are each independently hydrogen atoms or -(C=0)-Rg, wherein Ry is an
aliphatic/group having from 3 to 29 carbon atoms; or
R is

fr/o

1 is a drug moiety,

group of formula -(CH,OCH,)OH, wherein m is an integer of
1 to 200; or

25

each Ry is the same or different and each independently represents a
hydrogen atom; or

a group ~(C=0)-Rs, wherein Rs is a C;-Cg alkyl, C,-Cs alkenyl, C,-Cg
alkynyl, C4-Cy aryl, 5- to 10-membered heteroaryl, C3-C5 carbocyelyl or
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5- to 10-membered heterocyclyl group, or Rs is an aliphatic group having

from 3 to 29 carbon atoms, or Rs is a drug moiety; or
a group of formula -(CH,OCH;),OH, wherein n is an integer offrom 1 to
200; or

a drug moiety;

and wherein /

- said alkyl, alkenyl, alkynyl and aliphatic groups are fiie same or different
and are each unsubstituted or substituted with 1, 2/4r 3 unsubstituted
substituents which are the same or different and’are selected from halogen
atoms and C,.C4 alkoxy, C;.Cq alkenyloxy, ¢1.C4 haloalkyl, C,.Cy
haloalkenyl, C,.C4 haloalkoxy, Cy.C4 halodlkenyloxy, hydroxyl, -SR’, and
-NR'R"" groups where R” and R'" are the same or different and represent
hydrogen or unsubsiituted C,.C; alkyl;

- said aryl, heteroaryl, carbocyclyl and heterocyclyl groups are the same or
different and are each unsub;/tjztuted or substituted by 1,2, 3 or 4

unsubstituted substituents which are the same or different and are selected

from halogen atoms, and<yano, nitro, C,.C4 alkyl, C.Cs alkoxy, C5.C4
alkenyl, C,.Cy alkenyldxy, C,.Cy haloalkyl, C,.C4 haloatkenyl, C).Cs
haloalkoxy, C,.C4 haloalkenyloxy, hydroxyl, C,.Cy hydroxyalkyl, -SR’
and -NR'R™" gr/9!{ps wherein each R” and R"" is the same or different and
represents hydiogen or unsubstituted C,.Cq atkyl;

in the manufacture/of 2 medicament for use in treating or preventing nerve

damage in a mafmmal.

2. Use according to claim 1, wherein R, is a hydrogen atom.

3. Use according to claim 1 or 2, wherein R; is a hydrogen atom.

4, Use according to any one of the preceding claims, wherein -Alk- is
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-10.  Use according to a

W 2010/125330 PCTIGB2010/000817

/

-(CHa)4-{cis]CH=CH-[transJCH=CH-CH(OR;)- or "(CH;,);;-{CiS]CI"I“CH-C%
[cis]CH=CH-[trans]CH=CH-CH(ORy)-, wherein each R; is the same or different
and is as defined in claim | or claim 3.

5. Use according to claim 4, wherein -Alk- is -(CHz)s-[cis}-CH=CH:CH-{cis}-
CH=CH-{trans]-CH=CH-CH(OR,)-, wherein R; is as dei?in claim I or claim
3.

6. Use according to any one of the preceding ciaims,?ur/ein the PUFA derivative is

present as the R enantiomer.

7. Use according to any one of claims 1 to 4, wherein the PUFA derivative is present

as the S enantiomer.,

8. Use according to any one of the precéding claims, wherein the mammal is a
human,
9. Use according to any one of/the preceding claims, wherein the compound is

administered orally, paregterally or intravenously.

one of the preceding claims, wherein the nerve damage is

peripheral neuropathy.

11.  Use according to claim 10, wherein the peripheral neuropathy is diabetic

neuropathy.

12.  Usé according to claim 11, wherein the diabetic neuropathy is diabetic neuropathy

f the sensory nerves, motor nerves, and/or autonomic nerves.

13.  Use of a compound which is a polyunsaturated fatty acid (PUFA) derivative of

formula (I}, as defined in any one of claims 1 to 7 in the form of a racemate, a
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stereoisomer or a mixture of stereoisomers, or 2 pharmaceutically acceptabffe salt,

or solvate thereof, in the manufacture of a medicament for use in treating or

preventing dizziness, indigestion, bladder infections, foot sores, wastage of thigh

muscles, sexual dysfunction, numbness, burning sensations, pain, fingling in the

legs and feet, decreased temperature perception, decreased reflex and/or

decreased sensitivity to vibrations, arising from diabetic neuropathy.

14. Use according to claim 13, in treating erectile dysfuncfion.

15. A pharmaceutical composition comprising a 007 ound, as defined in any one of

claims | to 7, and a pharmaceutically acceptayle diluent or carrier, foruse in a

method of treating or preventing nerve damgage, as defined in any one of claims 1

and 10 to 12, in a mammal, as defined in€laim 1 or claim 8.

16. A method of treating or preventing fierve damage, as defined in any one of claims

1 and 10 to 12, in a mammal, as defined in claim 1 or claim &, which method

comprises administering to sai

mammal a therapeutically effective amount of a

compound which is a PUFX derivative of formula (I) as defined in any one of

claims 1to 7ora phy&ceutically acceptable salt, or solvate thereof.
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CLAIMS

I Use of a compound which is a polyunsaturated fatty acid (PUFA) derivative of
formula (1),
@]
)j\/\/ Alk\/\/\
RO
I

n the form of a racemate, a stereoisomer or a mixture of stereoisomers, or a

pharmaceutically acceptable salt, or solvate thereof, wherein

-Alk- 1s -(CH2)4-CH(OR)-{trans}CH=CH-[ cis JCH=CH-, -(CH;)s-
[cis]CH=CH-[trans]CH=CH-CH(OR;)-, -CH{OR,)-[trans|CH=CH-
[cis]CH=CH-CH,-[ cisJCH=CH-(CHz)s-, -(CH3)3-CH(OR;)-
[ransJCH=CH-[cis]CH=CH-CH,-{ ¢is]CH=CH-, or -(CH;)3-[cis]CH=CH-
CH;-[cisJCH=CH-[frans]ICH=CH-CH(OR}-;

Ry is a hydrogen atom; or

R, is a C;-Csalkyl, C;-Cs alkenyl, Co-Cs alkynyl, Cs-Cyg aryl, 5- to 10-
membered heteroaryl, Cs;-Cy carbocyclyl or 5- to 10-membered
heterocyclyl group; or

R is a group of formula -CH;-CH(OR;)-CH;-(OR,), wherein R; and Ry
are each independently hydrogen atoms or -(C=0)-Rg, wherein Rg is an
aliphatic group having from 3 to 29 carbon atoms; or

R is a group of formula -(CH,OCH,),,OH, wherein m is an integer of
from 1 to 200; or

R; is a drug moiety chosen from an aldose reductase inhibitor, an ACE
inhibitor, a vitamin or an anti-oxidant;

each R; is the same or different and each independently represents a

hydrogen atom; or
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a group -(C=0)-Rs, wherein Rs is unsubstituted C;-C, alkyl, or an
aliphatic group having from 3 to 29 carbon atoms; or

R; is a group of formula -(CH,OCH,),OH, wherein n is an integer of from
1 to 200;

and wherein

said alkyl, alkenyl, alkynyl and aliphatic groups are the same or different
and are each unsubstituted or substituted with 1, 2 or 3 unsubstituted
substituents which are the same or different and are selected from halogen
atoms and C,.C; alkoxy, C;.C,4 alkenyloxy, C,.C4 haloalkyl, C,.Cy
haloalkenyl, C,.C; haloalkoxy, Cy.C; haloalkenyloxy, hydroxyl, -SR’, and
-NR'R"" groups where R” and R"" are the same or different and represent
hydrogen or unsubstituted C,.C; alkyl;

said aryl, heteroaryl, carbocyclyl and heterocyclyl groups are the same or
different and are each unsubstituted or substituted by 1, 2, 3 or 4
unsubstituted substituents which are the same or different and are selected
from halogen atoms, and cyano, nitro, C,.C4 alkyl, C;.Cy alkoxy, Co.C4
alkenyl, C>.Cy alkenyloxy, C;.Cy4 haloalkyl, C;.Cy haloalkenyl, C;.C;
haloalkoxy, C,.C4 haloalkenyloxy, hydroxyl, C;.C4 hydroxyalkyl, -SR”
and -NR'R"" groups wherein each R" and R™ is the same or different and

represents hydrogen or unsubstituted C,.Cy alkyl;

in the manufacture of a medicament for use in treating or preventing diabetic

neuropathy in a mammal by mmproving nerve function.

Use of a compound which is a polyunsaturated fatty acid (PUFA) derivative of

formula (1),

o]
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in the form of a racemate, a sterecisomer or a mixture of stereoisomers, or a

pharmaceutically acceptable salt, or solvate thereof, wherein

- -Alk- is -(CHa)4-CH(ORy)-[trans]CH=CH-[cis]CH=CH-, -(CH;)s-
Lcis]CH=CH-[{rans]CH=CH-CH(OR)-, -CH(OR,)-[trans [ CH=CH-
[cis]CH=CH-CH,-[cis]CH=CH-~(CH,)3-, -(CH2)5-CH(OR>)-
[trans}CH=CH-[cis]CH=CH-CHz-[cis]CH=CH-, or -(CH,);-[cis]CH=CH-
CH;-[cis]CH=CH-[trans|CH=CH-CH(OR)-;

- R; is a hydrogen atom; or
Ry is a C;-Csalkyl, C;-Cg alkenyl, C;-Cy alkynyl, C-Cig aryl, 5- to 10-
membered heteroaryl, Cs;-Cy carbocyclyl or 5- to 10-membered
heterocyclyl group; or
Ry is a group of formula -CH;-CH(OR4)-CH»-{OR4), wherein Rz and Ry
are cach independently hydrogen atoms or -(C=0)-Rg, wherein Rg is an
aliphatic group having from 3 to 29 carbon atoms; or
R; 1s a group of formula -(CH>OCH,),,,OH, wherein m is an integer of
from 1 to 200; or
R} is a drug moiety chosen from an aldose reductase inhibitor, an ACE
inhibitor, a vitamin or an anti-oxidant;

- each R is the same or different and each independently represents a
hydrogen atom; or
a group -(C=0)-Rs, wherein Rs is unsubstituted C;-C; alkyl, or an
aliphatic group having from 3 to 29 carbon atoms; or
R is a group of formula -(CH>OCH,),OH, wherein n is an integer of from
I to 200;

and wherein

- said alkyl, alkenyl, alkynyl and aliphatic groups are the same or different
and are each unsubstituted or substituted with 1, 2 or 3 unsubstituted
substituents which are the same or different and are selected from halogen
atoms and C;.Cy4 alkoxy, Co.C4 alkenyloxy, Cy.C4 haloalkyl, C,.Cy4
haloalkenyl, C;.C4 haloalkoxy, C;.C4 haloalkenyloxy, hydroxyl, -SR”, and
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-NR'R"" groups where R” and R"" are the same or different and represent
hydrogen or unsubstituted C,.C; alkyl;

- said aryl, heteroaryl, carbocyclyl and heterocyclyl groups are the same or
different and are each unsubstituted or substituted by 1, 2, 3 or 4
unsubstituted substituents which are the same or different and are selected
from halogen atoms, and cyano, nitro, C;.Cy4 alkyl, C,.C, alkoxy, C,.Cy4
alkenyl, C,.Cy alkenyloxy, C;.C, haloalkyl, C,.Cy4 haloalkenyl, C,.Cy4
haloalkoxy, C».Cy4 haloalkenyloxy, hydroxyl, C;.C4 hydroxyalkyl, -SR’
and -NR'R"" groups wherein each R" and R’ is the same or different and
represents hydrogen or unsubstituted C1.Cy alkyl;

in the manufacture of a medicament for use in improving nerve function in a

mammal suffering from diabetic neuropathy.

Use according to claim 1 or claim 2, wherein R, is a hydrogen atom.

Use according to any one of the preceding claims, wherein R, is a hydrogen atom.
Use according to any one of the preceding claims, wherein -Alk- s
~(CH)s-[cis]CH=CH-[trans|CH=CH-CH(OR2)- or «(CHz}3-[cisJCH=CH-CH;-
[cis]CH=CH-[trans]CH=CH-CH(OR,)-, wherein each R is the same or different
and 1s as defined in claim 1 or claim 4.

Use according to claim 5, wherein -Alk- is -(CHy)s-[cis]-CH=CH-CH,-[cis]-

CH=CH-[trans]-CH=CH-CH(OR,)-, wherein R is as defined in claim 1 or claim
4,

Use according to any one of the preceding claims, wherein the PUFA derivative is

present as the R enantiomer.

Use according to any one of claims 1 to 5, wherein the PUFA derivative is present

as the S enantiomer.
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13.

Use according to any one of the preceding claims, wherein the mammal is a

human.

Use according to any one of the preceding claims, wherein the compound is

administered orally, parenterally or intravenocusly.

Use according to any one of the preceding claims, wherein the diabetic
neuropathy is diabetic neuropathy of the sensory nerves, motor nerves, and/or

autonomic nerves.

Use according to any one of the preceding claims, in the manufacture of a
medicament for use in treating or preventing dizziness, indigestion, bladder
infections, foot sores, wastage of thigh muscles, sexual dysfunction, numbness,
burning sensations, pain, tingling in the legs and feet, decreased temperature

perception, decreased ankle reflex and/or decreased sensitivity to vibrations.

Use according to claim 12, in treating erectile dysfunction.
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