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relates to cosnetic kits and conponents therefor as
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usi ng such kits for the enphasis of the |lips. Full,

red lips are seen as a sign of youth and health. A's

the body grows older, the |ips naturally fade and

shrink slightly. MnsEfhemasmnb icompsfsfidritonshave been

made to recapture the effect of youth by colouring the

lips, e.g. with lipsticks or |ip glosses, or nore

r eCiret Ipresentodaiventjion: ir6dases kPl SRERELSR bitFakDAal

OF SHHRRINIG FBle8irdlrS 0wl deceol hPmeBhalgereRbpical

Lip gllosses and |ipsticks hovvexlc: .hav? tw? si gni i cant £

Or SHSEAC. HRethIent YRS nG GRFPnGIGE ERE FPBs SRPER:FsO

unced Qritpzhl e to the wearer - the second is the

tendency for |lip contact to stain fabrics or |eave

snmears on the skin. Injections or inplants involve the
serRuldes msfd 4 ipsy sirel agerare ex5ags ¢, Yputrhf and health.

nongd YRy %o@ft@ﬁ%% AR, Mgt hg paf Eﬁ%hraan:\fga?i Snd
g

not precisel, at desired by the patle%t. T S
hehizdmko rigdighg ee UG 108 RERtEL 16K EATORRSaBRVEVREED

th?x}aﬁfé‘ Q:f;t xgé‘c itHen@ fifhetl iofs yandhwbiychotanrheag the

sel f-applied. . nqw prapose a cQsneti It rising

a f%ﬁ*’s“{) Sorfpodit hogrlé%’rﬁl& | 75 4 PaSs % gtSOr%%gEIOEg
appld aattlon Hyo lidwall iimjsuntiiare candmplestetidon of natural

co | 'y I gLar
COMOS AN EAhA0IR, (B89R0RS 4pr chibrgement

conmbi ned effect of the two conpositions is to

enghasige ddes ldns 13y shridd hevehe rbadyeotwbheibnfp§icant

ool s IS A DS e i

acasmeinfoddab leo e itdiengueazxefr r-stthieogiecaindc asnmehiec tendency
for lip contact to stain fabrics or leave smears on the
skin. Injections or implants involve the services of a
physician, are expensive, painful, non-reversible, and
sometimes the effect achieved is not precisely that

desired by the patient.

There is thus an ongoing need for cosmetics which can
achieve the effect of emphasizing the lips and which can

be self-applied.

We now propose a cosmetic kit comprising a first
composition containing a vasodilator for application to
the lip surface and a second composition containing a
vasoconstrictor for application to the periphery of the
lips; the combined effect of the two compositions is to
emphasize the lips by swelling the body of the lips
while tightening the skin around the rim of the lips.

Thus viewed from one aspect the invention provides a
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conprising a physiol ogically tolerable vasoconstrictor

and at | east one cosnetic carcigr_or excipient;

optionally instructions for the application of said
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Viewed from a still further aspect the invention
prbvides a topical cosmetic composition comprising a
physiologically tolerable vasoconstrictor and at least
one cosmetic carrier or excipient, instructions for the
application of said composition to the periphery of the
lips in conjunction with the application to the surface
of the lips of a further topical cosmetic composition
comprising a physiologically tolerable vasodilator.

Viewed from a yet further aspect the invention provides
a method of cosmetic treatment to emphasize the lips,
said method comprising applying to the surface of the
lips an effective amount of a physiologically tolerable
vasodilator and applying to the periphery of the lips an
effective amount of a physiologically tolerable
vasoconstrictor.



vasoconstrictor .The vasodilator used according to the

i nvention may be a natural or synthetic material and
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material, e.g. a plant extract or fragnent. Most
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(e.g. powdered plant material) - The use of natural
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menthol. Examples of drug substances which have topical
vasodilatory effects include adenosine, glyceryl
trinitrate, nitroprussides, phentolamine, histamines,
prostaglandins and bradykinin. The use of capsaicin

(extractable from peppers) is especially preferred.

The vasodilator may typically be present in the
vasodilator composition at a concentration of 0.001 to
10% wt, especially 0.01 to 10% wt, particularly 0.1 to
2% wt.

The vasoconstrictor used according to the invention
likewise may be a natural or synthetic material and may
be a drug substance or a naturally occurring material,
e.g. a plant extract or fragment. Most preferably it is
a natural plant extract or fragment (e.g. powdered plant
material). Examples of natural vasoconstrictors include
Horse Chestnut, Aloe Vera, Marigold (Calendula



e.g. a plant extract or fragnment. Mst preferably it
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to 10% wt, especially 0.05 to 2% wt.

The vasodilator is intended to be applied to the
majority of the exposed (i.e. external) lip surface,
excluding perhaps the outer periphery. It thus may take
any administration form suitable for this mode of
application, e.g. a stick, powder, cream, paste,
ointment, solution, suspension, dispersion, impregnated
fabric (e.g. a "wipe" or tissue), spray, etc.
Particularly suitably it is in impregnated fabric,
cream, lipstick, or liquid form, in the latter case
desirably presented in a container provided with an
applicator, for example a brush or absorbent pad. The
composition may contain other cosmetic components, for
example carriers (e.g. fabric or solvent), colorants,
moisturizers, oils, waxes, pH modifiers, aromas,
reflectants (e.g. light reflecting particles), fillers,
etc. Particularly desirably it will contain an alpha-



desirably presented in a container provided with an
applicator, for exanple a brush or absorbent pad. The
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materials, especially plant components, fragments,
extracts, or fermentation or digestion products.
Particularly preferably the composition is free of
colorants (the vasodilator itself by increasing blood
flow to the lip surface will have the effect of making
the lips appear more red).

If desired, physiologically tolerable stroﬁtium
compounds, e.g. strontium chloride, which applied
topically combat dermal irritation and subdermal pain,
may be included in the vasodilator compositions.

If desired the vasodilator composition may contain mint
0il or a local anaesthetic to reduce any sensation
perceived by the user.

The vasoconstrictor composition likewise may take any
administration form suitable for application to the
periphery of the lips, e.g. sticks, pencils, liquids,
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The vasoconstrictor may, if desired, be applied only to
the periphery of the lips, e.g. to delineate the lips
before the vasodilator is applied.

In a particularly preferred embodiment of the invention,
the vasoconstrictor is applied to a surface area greater
than that in which a constriction of the skin is
desired, and in particular it may be applied, preferably
before the vasodilator, to the region in which an
engorgement of the skin is desired. Thus, the
vasoconstrictor may suitably be applied as a general
wash or smear over substantially the entire external lip
surface (or other treated surface, e.g. as discussed
below). In this way a synergy between the
vasoconstrictor and vasodilator may result in an
enhanced skin engorgement or blood flow enhancement in
the regions where both are applied.
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containers containing the two compositions and a printed
form or label setting forth instructions for the
application of the two compositions to the lips. In one
preferred embodiment a single container or support
contains both compositions, e.g. in the form of a two-
ended lip pencil or combined lipstick/lip pencil.

The effect of the compositions is a lip emphasis which
can last for many hours, e.g. at least 5 hours,
preferably at least 8 hours.

The vasodilator composition of the invention may also,
if desired, be used as a cheek blusher. This use is
also deemed to form part of the present invention.

A further aspect of the invention is the use of a
composition containing a vasodilator to minimize the
appearance of wrinkles or fine lines on the skin's

surface, optionally in conjunction with a composition
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conposi tion conprising a phyS| ogicalTy tolera
vasoconstrictor to a defined region.

Viewed from a further aspect the invention also provides
a topical cosmetic composition comprising a
physiologically tolerable vasodilator and at least one
cosmetic carrier or excipient, and instructions for the
application of said composition to the surface of the
skin optionally in conjunction with the application of a
further topical cosmetic composition comprising a
physiologically tolerable vasoconstrictor to a defined
region.

Viewed from a yet further aspect the invention provides
a method of cosmetic treatment to lessen the appearance
of wrinkles, said method comprising applying to the
surface of the skin an effective amount of a
physiologically tolerable vasodilator and optionally
applying to a defined region an effective amount of a
physiologically tolerable vasoconstrictor.

In the above embodiments, the use of vasodilator alone
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applying to the surface of the skin an effective

anount of a physiologically tolerable vasodil ator and
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| nishprabeveednbodi neaten fhee ubines omsthl | skr's

al gnekscer ehAELeds ' Qfleu§8n19{‘n£t:[‘§n| 60652 9831 Ner SKi dh @

sur?ace whereas the conbi nation of vasod] | ator and
va§6§8ﬁ§PFFE%6F°ﬁa?abeb%r%?%??%Ee@ot%1mﬁ%&ﬁ%ﬁ?tﬁ?e

apapgéaﬁaﬁc@f oﬂeﬁééﬁeNWflkhEEesl n thechatlLft€Aseasd heche
vaso

it d d d

! PEaEbaR L BFof PR PRk e YR ad Een Eed Jp o Stifha.

cotthesateanofrayhbewappkies, t ehereh®nishavhexsoddmsic §d oy

i d

SeERbECEibg ReyCBE"SaR60oR 0o AOU, it 8B Bla cron
notShéepirpdetot beniepreasedt qed of aERYNG R (RAge Of

suw'&ﬁah? f@?eevéhg §> t COné d%l}_bgl ?é;hé@i«/ﬁbeb%/ apd Wi nefed
vasocons L CLOr _.and/ or,vasodl cer in areas o
Bg 1 Biee orSifeet frdnieh

t hBOFaB8 11%HECEonBolt 1SS of P HP AFygical
suFEabéeliﬁt"tcealdehe aéhﬁewadprsapﬁﬁyumgy pronot e

| PaRokbAtE ERCBoPRRE o MacSLL OB (D 3l iy areas of

af the 8ebei denent (physical renoval of dead and

decayi ng tissue - including biofilm- fromin and
around the wp %% Thus a, further aspect. of the
prglgenf:own%m p?svﬁﬂa%sl%"%?ma& P¥R FHFable for

pr Eréﬁtméﬁtoéft\h@ulﬁ@fsnamDﬂepfmﬁlrmtﬁowmcﬁrﬂow in a
Ul S8R 8! ¢ fac UgPth ASpLLRoLe SLADS ADPPAI QS GYSN 1% Aing

pr even atrve neasur ore |rs SI gns appear
t heiplopocuonand paethealanly of f vew misb Hedewentor (pifysical

removal of dead and decaying tissue - including biofilm
- from in and around the wound). Thus a further aspect
of the present invention provides a formulation for the
prevention of the formation of chronic wounds and ulcers
(i.e. used as first signs appear or even as a
preventative measure before first signs appear) or for
the promotion of the healing of wounds before or after

they become chronic.

This could be undertaken in any of the following ways or
combinations of ways:

a) by application directly to the potential wound site

b) by application directly to the wound perhaps in
combination with other beneficial agents such as an
antimicrobial/antibio-film agent in a formulation

that would maintain an optimum healing environment

c) by application around the wound site.
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areas), strengthening nails (for example by increasing
blood flow to the nail bed) and the control of acne
spots (for example by reducing blood flow during the day
to reduce redness and/or increasing blood flow at night
to speed up the cell cycle).

The invention will now be described further with
reference to the following non-limiting examples.

Example 1
Lip Ointment

1% wt of Capsaicin is worked into the skin ointment
commercially available under the trade name Vaseline®.
Unguentum Merck may be used in place of Vaseline® and L-
arginine or menthol may be used in place of capsaicin.

Example 2

Lip liner

0.12% wt witch hazel is worked into a soft wax (or
petroleum jelly) which can then be applied with a brush



Lip Gntment 1% w of Capsaicin is worked into the
skin ointnment commercially avail abl e under the trade
woaoms/ouasel i ne(r). Unguentum Merck may be usedpCTGBR@sm04120
of Vaseline(r) and L - arginine or nenthol may be used
in place of capsaicin. Exanple f Lip liner 0.12% wt
witch hazel is worked into a sbtt wax (or petrol eum
jelly) which can then be applied with a brushor
sparulspatBtanple 3 Formula A - Lip O ntnent
I ngredi ents expressed as percentage wei ght/vol ume 47%
Hawt horn berry extract Fresh plant tincture Crataegus
0X 3 repared fromorganicallycultivated or wild
hemﬁ&munaSmnLzﬁﬁbaodnﬁaeﬁ&bhbm1Zealand Cl over Honey 23

| ngﬂédHewtchoenpbeswdeasrpetcénealgepl\enghtin@tune 40%
Fa U ARGRGRE! Dy BKbheRh BEBRDLBUARLOh! HEGMA P By acous

oxyacant i acin 8anese of Pepper m nt
20BN vaEsHa Ry @Pé@ehemﬁeynz w3 ASELRRE 0. 00017%

Capsaisel NedO%eEibha Clbgep Sbhyg O | Exanple 5
23.5% Vaseline
5.88% Japanese 0il of Peppermint
2.35% Niacin B3

Example 4
Formula B - Lip Ointwment

Ingredients expressed as percentage weight/volume

40% Hawthorn berry extract Fresh plant tincture
Crataegus oxyacantha

2% Niacin B3

20% Japanese 0il of Peppermint

20% New Zealand Clover Honey

20% Vaseline

0.00017% Capsaicin

10% Extra virgin Olive 0il

Example 5
Lip liner
50% w/v Lemon Juice
50% w/v Witch Hazel

Example 6
Lip Enhancement Study

Selection of Study Participants

Local ethical committee approval was obtained for the
study prior to commencing. 30 healthy women aged
between 20-56 were recruited for the study.



Lip liner 50% w v Lenon Juice 50% w v Wtch Hazel

Exanpl e 6 Lip Enhancenent Study Sel ection of Study
w@antbioeiopant s Local ethical conmttee approval P@BESEB2005/004120

obtained for the study prior to comencing. 30 heal thy

wonen aged between 20-56 were cruited for the

study. Study Met hod Vol unteers Were randonml y assi gned

to one of two groups. Goup 1 (n=18) had fornulation A

appltivey Methotih |ips and group 2 (n=12) had
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measur ed roug hout the stud g ef erence points
épﬁ&rkgg EF@XFrgcg?afegghégp ?%%e gaﬁ%greference
pomnasuwemenused for each subject throughout the

study) . The dianmeter of the lips at the three narked

reference points was neasured using vernier calli
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CO ourenhancers were use neasur enents and
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app icatio
otograp s  of the closed lips were taken using a

standard reference point (baseline photographs). The
lip liner (of Example 5) was applied around the
perimeter of the lips using a small applicator.
Immediately afterwards, either formulation A or B was
applied to the surface of the lips. No other colour-

enhancers were used.

Repeated measurements and photographs of the lips were
taken throughout the course of the study (up to 300
minutes post application).

Results

Formulation A

61% of subjects exhibited a defined quantitative
enhancement of the lips. No quantifiable response was
recorded for the other 39% of subjects.

There was an immediate statistically significant
increase in diameter from baseline (P<0.03) by analysis
of variance with a protected least squares difference
post hoc test. The positive response remained highly
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of subjects. There was an imedi ate statistically

significant increase in dianpti from basel i ne
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| east squares difference post hoc test. The positive
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(PR3l abYocanal.ysis of variance with a protected
| east squares difference post hoc test. The positive
response remai ned highly significantly increased from
baFelrmnéatapnup to 250 m nutes. The nmaxi num recor ded
re S far s,a
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|'i papgtceBe suRigchvsbshenwedand ghirtispdbl&atdHHodie.
lip Iiner and Formul ation A . Concl usions

There was a statistically significant increase in
diameter from baseline (P<0;03) by analysis of wvariance
with a protected least squares difference post hoc test.
The positive response remained highly significantly

increased from baseline for up to 250 minutes.

The maximum recorded response to the formulation was
above 80% augmentation of lip size, which was sustained
for up to 250 minutes.

Photographs showed clearly defined enhanced lips of one

subject, before and after application of 1lip liner and
Formulation A.

Conclusions

Formulation A or B plus the lip liner resulted in
significant increase in lip size and definition. Both
treatments were active over a long time period. The
effects were found to be fully reversible and no side-
effects were reported. The formulations were well
tolerated by subjects. All subjects reported a self-



Formul ation A or B plus the lip liner resulted in
significant increase in lip size and definition. Both
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effects were found to be fully reversible and no
sideeffects were reported. The_fornul ations were well
tolerated by subjects. All sﬂbﬁécfs reported a
sel fperceived increase in size and definition of the,
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hungF Repuhat vakods 1atwhohecardigmcent uate any slight
di fferences that may be present in muscle or

vascul ature responsiveness . Fornula B Proposed
medmamudiam &f action vasodil atation of bl ood vessels in

t h%r\gp%is%idt helhah8n LRS 2R oL Muhat ESBnBE act directly
on receptors on the blood vessels resulting in sub-
maximal vasodilatation of arterioles and capillaries
supplying the lips and surrounding musculature and
support structures. The resulting slight asymmetry may
well reflect the tendency to "right handedness" in the
human population as a whole and accentuate any slight
differences that may be present in muscle or vasculature
responsiveness.

Formula B

Proposed mechanism of action vasodilatation of blood
vessels in the vicinity of the lips and stimulation of
vanilloid receptors in producing locally released
endogenous mediators that enhance the action of the
vasodilators. The result: widespread dilatation by
direct and indirect mechanisms resulting in a greatly
enhanced increase in blood flow to the region. Vessels
are dilated to a maximal diameter, thereby minimising
any differences in facial asymmetry (functional or
anatomical) .



vanilloid receptors in producing locally rel eased
endogenous nedi ators that enhance the action of the
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direct and indirect nmechanisns resulting in a greatly
enhanced increase in blood fl o? to the region. Vessels
are dilated to a nmaxi nal di ane 5 t hereby m ni m sing
any differences in faci al asynnetry (functional or

anatomical) .Li |iner Vasoconstriction of the vessels
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g e vasodilatation of the lip ﬁﬁthe red
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Exampl e 4 .. Ip liner to Line I'ips I'1 ner
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g ier lip. 4 . Variations of the above but applied to
one ™% only. 5 . Variations of the above but with
each lip treated differently. G eatest enhancenent of
| i Exegiplee 7 s found using tests 2 and 3 . Exanple 8

Lip Enhancement

The following tests are carried out using formulation B

of Example 4.

. Lip liner to line lips.

[\S]

. Lip liner to line lips with formulation B over the
lip.
3. Lip liner to line lips and over lip followed by

formulation B over lip.

15N

. Variations of the above but applied to one lip only.

(%3]

. Variations of the above but with each lip treated
differently.

Greatest enhancement of lip volume is found using tests
2 and 3.

Example 8
Wrinkle Treatment

A randomised double-blind trial is carried out involving
application of a standardised quantity of either
formulation (A or B) orx suitable placebo to the skin of
subjects with mild, moderate or severe wrinkles.

The degree of wrinkles is assessed using qualitative

(self-assessment questionnaires) and quantitative



Winkle Treatnment A random sed double-blind trial is
carried out involving application of a standardi sed
waQ@ a@atidogs of either formulation (A or B ) or SPCT/6BR@35/004120

pl acebo to the skin of subjects with mld, noderate or
severe winkles. The degree of éM' nkl es i s assessed
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or suitable placebo to skin lesions (mld, noderate
and severe) . The fornulation is applied either
di Emampyet 8 t he wound site (alone or in conbination

W {Buflihgeapengficial agents such as an anti
m crobi al7antl, hio-filmagent |n a_fornmulation tha

woftl BaREPRESFH Qﬂulab?.%wﬂe%afwg ERAIDhR T3 ored out
ar @deltrlnﬁgv\appmle%te@nﬂae g@?mm@@r@mﬁlwm either
in sed using_qual i
g gﬁ%ﬁ%g zﬁt?onnI§ r%g)sul%é % ebo to skin
rreésanenent(mlb‘ﬂ wooddraeal amg %mt@)gr apﬁye formulatlon is
d'Q?%iE@? 89th89nﬂy£85tfyaﬁ&a%%@nw§ﬁn&W%EEES {£fone or in

scarri n}g e 10 Raynaud's
di §@§§énF6iﬁﬂl Wit nOBh%sb%%%ﬂ%baJc oa%erb%? i FHeh A fpfanti
SkmchBbB.QE/éﬂtﬁabm)Oﬂlﬂnr@@erﬁﬁyﬂ&lwﬂ Sott4©i on that

' resulted in w.despread reddenin

e o BaaPEat e PR Y BT eS| it STty Sround

apphecabund site. The rate and degree of wound healing is

assessed using qualitative (self-assessment
questionnaires) and quantitative measurements of wound
healing (photography, digitization, computer evaluation

of wound size, degree of scarring, blood flow).

Example 10
Rayvnaud's disease

Formulation B was applied to a defined area of skin on
the forearm on a non Raynaud's control subject. This
resulted in widespread reddening of the immediate area
and vicinity of the initial area of application
indicating substantial vasodilatation. The effect was
long lasting (approx 3 hours).

Example 11
Rayvnaud's disease

A randomised double-blind trial design involving
application of standardised quantity of either
formulation (A or B) or suitable placebo to the skin of
Raynaud's sufferers (mild, moderate and severe



i ndi cating substantial vasodilatation. The effect was
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i nvol ving application of standardi sed quantity of
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the skin of Raynaud's sufferers (mld, noderate and
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A cosnetic kit conp r|S|n first t0|ca
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rier o exc cond topical cosnetic

XQPF? ecSﬁ%Pianarg gﬂvn ol ogically tol erable
vasoconstrlctor and at | east one cosnetic carrier or
excipient. 2 . The kit as clainmed in claim1l wherein
said vasodilator is capsaicin or hawthorn. 3 . The kit
as clainmed in claim1 or claim2 wherein said
vasodi |l ator is present in the vasodilator conposition
at a concentration of 0.01 to 10%w . 4 . The kit as
clainmed in any one of the preceding clains wherein
sai d vasoconstrictor is witch hazel



5. Use of a kit as clainmed in any one of clains 1 to

4 in lip enhancenent. 6 . Use of a kit as clained in
wanycom®d2df clainms 1 to 4 to | essen the appear POT/E€BGH05/004120

winkles . 7 . A cosnetic kit conprising: a first
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physi ol ogi cally tol erabl e vasodilator and at |east one

coshetic carrier or excipient; a second topica
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tol erabl e vasoconstrictor and at | east one cosnetlc

carrier or ex0|p|ent ional,ly instructions.for
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5. Use of a kit as claimed in any one of claims 1 to 4

in lip enhancement.

6. Use of a kit as claimed in any one of claims 1 to 4

to lessen the appearance of wrinkles.

7.. A cosmetic kit comprising: a first topical cosmetic
composition comprising a physiologically tolerable
vasodilator and at least one cosmetic carrier or
excipient; a second topical cosmetic composition
comprising a physiologically tolerable vasoconstrictor
and at least one cosmetic carrier or excipient;
optionally instructions for the application of said
compositions to the lips and lip periphery; and
optionally a container or support for said compositions.

8. A topical cosmetic composition comprising a
physiologically tolerable vasodilator and at least one
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vasoconstrictor.

9. A topical cosmetic composition comprising a
physiologically tolerable vasoconstrictor and at least
one cosmetic carrier or excipient, instructions for the
application of said composition to the periphery of the
lips in conjunction with the application to the surface
of the lips of a further topical cosmetic composition
comprising a physiologically tolerable vasodilator.

10. A method of cosmetic treatment to emphasize the
lips, said method comprising applying to the surface of
the lips an effective amount of a physiologically
tolerable vasodilator and applying to the periphery of
the lips an effective amount of a physiologically

tolerable vasoconstrictor.

11. The use of a topical composition comprising a
physiologically tolerable vasodilator and a topical
composition comprising a physiologically tolerable
vasoconstrictor in the manufacture of a medicament for
the treatment of circulatory disorders, especially
Raynaud's disease.

12. The use of a topical composition comprising a
physiologically tolerable vasodilator and a topical
composition comprising a physiologically tolerable
vasoconstrictor in the manufacture of a medicament for
the treatment of wounds.



