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SUMMARY-CETHEINVENTION

One aspeetembodiment of the inventionpresent disclosure pertains to a method of treating eye discomfort in & human
subject, comprising topical administration to at least a portion of the external surface of

the eyelid of the eye to be treated, of a therapeutically-effective amount of a liquid cooling

agent composition which comprises a cooling agent.

In one embodiment, the method is a method of treating eye discomfort in a human
subject, comprising topical administration to at least a portion of the external surface of
the closed eyelid of the eye to be treated, of a therapeutically-effective amount of a liquid
cooling agent composition which comprises a cooling agent.

Another aspeetembodiment of the present inventiondisclosure is a cooling agent for the treatment of eye
discomfort in a human subject by topical administration of a liquid cooling agent

composition comprising said cooling agent to at least a portion of the external surface of

the eyelid of the eye 1o be treated.

Ir: an aspect, there is provided a cooling agent for the treatment of eye discomfort in a human subject by

topical administration of a liquid cooling agent composition comprising said cooling agent to

at least a portion of the external surface of the eyelid of the eye {o be {reated,

wherein the cooling agent is (1R,28,5R)-2-isopropyl-5-methyl-cyclohexanecarboxylic

“acid 2,3-dihydroxy-propyl ester.

In another aspect, there is provided a cooling agent for the treatment of eye discomfort in a human

subject by topical administration of 2 liquid cooling agent composition comprising said cooling agent to

at least a portion of the external surface of the closed eyelid of the eye to be treated,

wherein the cooling agent is (1R,2S,5R)-2-isopropyl-5-methyl-cyclohexanecarboxylic

acid 2,3-dihydroxy-propyl ester.

in one embodiment, the cooling agent is a cooling agent for the treatment of eye
discomfort in a human subject by topical administration of a liquid coocling agent
composition comprising said cooling agent to at least a portion of the external surface of
the closed eyelid of the eye to be treated.

Another aspeetembodiment of the present inventiondisclosure is use of a cooling agent in the manufacture of a
medicament, wherein said medicament is a liguid cooling agent composition comprising

said cooling agent, for the treatment of eye discomfort in a human subject by topical
administration of said liquid cooling agent composition to at least a portion of the external
surface of the eyelid of the eye to be treated.
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In an aspect, there is provided the use of a cooling agent in the manufacture of a medicament,

wherein said medicament is a liquid cooling agent composition comprising said cooling agent, for

the treatment of eye discomfort in a human subject by topical administration of said

liquid cooling agent composition to at least a portion of the external surface of the

eyelid of the eye to be treated, wherein the cooling agent is (1R,2S,5R)-2-isopropyl-

, 5-methyl-cyclohexanecarboxylic acid 2,3-dihydroxy-propyl ester.

In another aspect, there is provided the use of a cooling agent in the manufacture of a medicament,

wherein said medicament is a liquid cooling agent composition comprising said cooling agent, for

’the treatment of eye discomfort in a human subject by topical administration of said

figuid cooling agent composition to at least a portion of the external surface of the

closed eyelid of the eye to be ireated, wherein the cooling agent is {1R.25,5R)-2-

, isopropyl-5-methyl-cyclohexanecarboxylic acid 2,3-dihydroxy-propyl ester.

In one embodiment, the use is use of a cooling agent in the manufacture of a
medicament, wherein said medicament is a liquid cooling agent composition comprising
said cooling agent, for the treatment of eye discomfort in a human subject by topical
administration of said liquid cooling agent composition to at least a portion of the external
surface of the closed eyelid of the eye o be freated.

Another aspeetembodiment of the present #sventiendisclosure is a wipe, pad, or towelette carrying a liquid

cooling agent composition comprising a cooling agent, wherein the cooling agentis a
polyhydroxyalkyl ester of (1R,28,5R)-2-isopropyl-5-methyl-cyclohexanecarboxylic acid.
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in one embodiment, the wipe, pad, or towelette is a wipe, pad, or towelefte carrying a
therapeutically-effective amount of a liquid cooling agent composition comprising a
cocling agent, wherein the cooling agent is a polyhydroxyalkyl ester of (1R,28,5R)-2-
isopropyi-5-methyl-cyclohexanecarboxylic acid.

In one embodiment, the cooling agent is a polyhydroxyalkyl ester of (1R,25,5R)-2-
isopropyl-5-methyl-cyclohexanecarboxylic acid.

in an aspect, there is provided a wipe, pad, or towelette carrving a liguid cooling agent

composition comprising a cooling agent, wherein the cooling agent is (1R.28 56R)-2-

isopropyi-5-methyl-cyclohexanscarboxylic acid 2,3-dihvdroxy-propyl ester.
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in one embodiment, the cooling agent is present in the liquid cooling agent composition at
a concentration of 0.01 to 1 % wiv.

In one embodiment, the cooling agent is present in the liguid cooling agent composition at
a concentration of 0.1 to 1 % wiv.

In one embodiment, the liquid cocling agent composition is water further comprising the
cooling agent or a saline solution further comprising the cooling agent.

In one embodiment, the liquid cooling agent composition is water further comprising the
cooling agent.

in one embodiment, the liquid cooling agent composition is an isotonic saline solution
further comprising the cocling agent.

in one embodiment, the liquid cooling agent composition further comprises an adjunctive
ocular drug.

in one embodiment, the adjunctive ocular drug is a polymer lubricant, hypromeilose,
polyethylene glycol 400, hyaluronan, or propanediol.

In one embodiment, the liquid cooling agent composition is carried on or in a wipe, pad,
or lowelette.

In one embodiment, the liquid cooling agent composition is carried in an absorbent wipe,
pad, or towelette.

In one embodiment, the topical administration is by wiping said wipe, pad, or fowelette
over the closed eyelid.
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in one embodiment, the topical adminisiration is by wiping said wipe, pad, or foweletfte
over the closed eyelid from the medial to the lateral canthus.

In one embodiment, the eye discomfort is eye discomfort caused by extended wear of
contact lenses, by eye strain and fatigue, by air pollutants, or by excessive exposure to
the sun.

in one embodiment, the eye discomfort is eye discomfort caused by conjunctivitis.

in one embodiment, the eye discomfort is eye discomfort caused by dry eye syndrome.
For the avoidance of doubt, the term "medicament” is intended to include, for exampie,
a cosmeceutical, which may be used, for example, to brighten or enliven otherwise tired

or fatigued eyes.

As will be appreciated by one of skill in the art, features and preferred embodiments of

one aspect of the inventtenpresent disclosure will also perfain to other aspects of the ipventienpresent disclosure.




A method of treating eye discomfort in a human subject, comprising topical
administration to at least a portion of the external surface of the eyelid of

of the closed evelid of the
eye to be treated, of a therapeutically-effective amy of a liguid cooling agent

administration to at least a portion of the external surfa
composition which comprises a cooling agent, wherein the cooling agent is
(1R,28,5R)-2-isopropyl-5-methyl-cyciohexanecar éoxyhc acid 2,3-dihydroxy-propyl
ester.

A method according fo claim 1 or 2, wherein the cooling agent is present in the liquid
cooling agent composition at a comj?mration of 0.01to 1 % wiv.

A method accerding to any one fd{ claims 1 to 3, wherein the liquid cooling agént
composition is water further cd?npﬁsing the cooling agent or a saline solution further
comprising the cooling agent.

ff
A method according t¢'claim 4, wherein the liquid cooling agent composition is water
further comprising the cooling agent.

A method accé{ding to claim 4, wherein the liquid cooling agent composition is an
isotonic sa;ié; solution further comprising the cooling agent.

A me}ﬁé}d according to any one of claims 1 to 6, wherein the liquid cooling agent
com’bosition further comprises an adjunctive ocular drug.

A method according to claim 7, wherein the adjunctive ocular drug is a polymer
lubricant, hypromeliose, polyethylene glycol 400, hyaluronan, or propanediol.
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A method according to any one of claims 1 to 8, wherein the liquid cooling agent
composition is carried on or in a wipe, pad, or toweletts.

A method according to claim 10, wherein the liquid cooling agent composition is
carried in an absorbent wipe, pad, or towelette.

A method according to claim 8 or 10, wherein the topical administratiost is by wiping
said wipe, pad, or fowelette over the closed eyelid.

A method according o claim 11, wherein the topical adminit?afion is by wiping said
wipe, pad, or towelette over the closed eyelid from the medial to the lateral canthus.

A method according to any one of claims 1 to 12, whefein the eye discomfort is eye
discomfort caused by exiended wear of contact lenées, by eye strain and fatigue, by
air pollutants, or by excessive exposure to the sun.

to 12, wherein the eye discomfort is eye

A method according to any one of claims
discomfort caused by conjunctivitis.

A method according to any one of £laims 1 to 12, wherein the eye discomfort is eye
discomfort caused by dry eye syndrome.

WIW/FPSEEI0T4 - PCT/GB2010/001084 - Amended Clalms filed under Articie 34 PCT - March 2011




CLAIMS

A cooling agent for the treatment of eye discomfort in a human subject by topical
administration of a liguid cooling agent composition comprising said cooling agent o
at least a portion of the external surface of the eyelid of the eye to be treated,
wherein the cooling agent is (1R,2S,5R)-2-isopropyl-5-methyl-cyclohexanecarboxylic
acid 2,3-dihydroxy-propyl ester.

A cooling agent for the treatment of eye discomfort in a human subject by topical
administration of a liquid cooling agent composition comprising said cooling agent to
at least a portion of the external surface of the closed eyelid of the eye to be treated,
wherein the cooling agent is (1R,2S5,5R)-2-isopropyl-5-methyl-cyclohexanecarboxylic
acid 2,3-dihydroxy-propyl ester.

A cooling agent according to claim 146 or 247, wherein the cooling agent is present

in the liguid cooling agent compaosition at a concentration of 0.01 to 1 % w/v.

A cooling agent according to any one of claims 118 to 348, wherein the liquid cooling
agent composition is water further comprising the cooling agent or a saline solution

further comprising the cooling agent.

A cooling agent according to claim 448, wherein the liquid cooling agent composition

is water further comprising the cooling agent.

A cooling agent according to claim 448, wherein the liquid cooling agent composition

is an isotonic saline solution further comprising the cooling agent.

A cooling agent according fo any one of claims 146 to 6§24, wherein the liquid cooling

agent composition further comprises an adjunctive ocular drug.

A cooling agent according to claim 722, wherein the adjunctive ocular drug is a
polymer lubricant, hypromeliose, polyethylene glycol 400, hyaluronan, or

propanediol.

A cooling agent according to any one of claims 146 to 823, wherein the liquid cooling

agent composition is carried on or in a wipe, pad, or towelst{e.
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A cooling agent according to claim 924, wherein the liquid cooling agent composition

is carried in an absorbent wipe, pad, or towelette.

A cooling agent according to claim 924 or 1026, wherein the topical administration is by

wiping said wipe, pad, or toweletie over the closed evyelid.

A cooling agent according to claim 1128, wherein the fopical administration is by wiping
said wipe, pad, or toweletie over the closed eyelid from the medial {o the lateral
canthus.

. A cooling agent according to any one of claims 118 to 1227, wherein the eye discomfort

is eye discomfort caused by extended wear of contact lenses, by eye strain and

fatigue, by air pollutants, or by excessive exposure fo the sun.

. A cooling agent according to any one of claims 146 to 1227, wherein the eye discomfort

is eye discomfort caused by conjunctivitis.

A cooling agent according to any one of claims 146 to 1227, wherein the eye discomfort

is eye discomfort caused by dry eye syndrome.
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Use of a cooling agent in the manufacture of a medicament, wherein said
medicament is a liquid cooling agent composition comprising said cooling agent, for
the treatment of eye discomfort in a human subject by fopical administration of said
liquid cooling agent composition to at least a portion of the external surface of the
eyelid of the eye fo be treated, wherein the cooling agent is (1R,2S,5R)-2-isopropyl-

5-methyi-cyclohexanecarboxylic acid 2,3-dihydroxy-propyl ester.

Use of a cooling agent in the manufacture of a medicament, wherein said
medicament is a liquid cooling agent composition comprising said cooling agent, for
the treatment of eye discomfort in a human subject by topical administration of said
liquid cooling agent composition to at least a portion of the external surface of the
closed eyelid of the eye o be {reated, wherein the cooling agent is (1R,28,5R)-2-
isopropyl-5-methyl-cyclohexanecarboxylic acid 2,3-dihydroxy-propy! ester.

Use according to claim 1634 or 1732, wherein the cooling agent is present in the liguid

cooling agent composition at a concentration of 0.01 fo 1 % w/v.

Use according fo any one of claims 1634 to 1833, wherein the liquid cooling agent
composition is water further comprising the cooling agent or a saline solution further

comprising the coaling agent.

Use according to claim 19234, wherein the liquid cooling agent composition is water

further comprising the cooling agent.

Lise according fo claim 1934, wherein the liquid cooling agent composition is an isotonic

saline solution further comprising the cooling agent.

Use according ic any one of claims 1634 to 2138, wherein the liquid cooling agent

composition further comprises an adjunctive ocular drug.

Use according to claim 223+, wherein the adjunctive ocular drug is a polymer lubricant,

hypromellose, polyethylene glycol 400, hyaluronan, or propanediol.

Use according to any one of claims 1634 to 2338, wherein the liquid cooling agent

composition is carried on or in a wipe, pad, or foweletie.
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Use according to claim 2438, wherein the liquid cooling agent composition is carried in

an absorbent wipe, pad, or towelette.

Use according to claim 2439 or 2540, wherein the topical administration is by wiping said

wipe, pad, or towelette over the closed eyelid.

Use according io claim 2641, wherein the {opical administration is by wiping said wipe,

pad, or towelette over the closed eyelid from the medial to the lateral canthus.

Use according to any one of claims 1634 to 2742, wherein the eye discomfort is eye
discomfort caused by extended wear of contact lenses, by eye strain and fatigue, by

air poliutants, or by excessive exposure to the sun.

Use according to any one of claims 1631 to 2742, wherein the eye discomfort is eye
discomfort caused by conjunctivitis.

Use according to any one of claims 16831 to 2742, wherein the eye discomfort is eye

discomfort caused by dry eye syndrome,
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A wipe, pad, or towelette carrying a liquid cooling agent composition comprising a
cooling agent, wherein the cooling agent is (1R,25,5R)-2-isopropyl-5-methyl-
cyclohexanecarboxylic acid 2,3-dihydroxy-propyl ester.

A wipe, pad, or towelette according to claim 3148, carrying a therapeulically-effective
amount of a liquid cooling agent composition comprising a cooling agent, wherein the
cooling agent is (1R,2S8,5R)-2-isopropyl-5-methyl-cyclohexanecarboxylic acid 2,3~
dihydroxy-propyl| ester.

. A wipe, pad, or fowelette according fo claim 3148 or 3247, wherein the cooling agent is

present in the liquid cooling agent composition at a concentration of 0.01 to 1 % wiv.

A wipe, pad, or towelette according fo any one of claims 3146 to 2348, wherein the liquid
cooling agent composition is water further comprising the cooling agent or a saline

solution further comprising the cooling agent.

A wipe, pad, or towelette according o claim 3449, wherein the liquid cooling agent

composition is water further comprising the cooling agent.

A wipe, pad, or towelette according to claim 3448, wherein the liquid cooling agent

composition is an isotonic saline solution further comprising the cooling agent.

A wipe, pad, or toweletie according to any one of claims 3146 to 3654, wherein the liquid

cooling agent composition further comprises an adjunctive ocular drug.

A wipe, pad, or towelette according to claim 3752, wherein the adjunctive ccular drug is
a polymer lubricant, hypromellose, polyethylene glycol 400, hyaluronan, or

propanediol.



