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Various fornul ati ons are now bei ng enpl oyed to bring about desirable

vi si bl e whkimoefsRects. Anong t hese desirable effects are kirrusoz/givwseni ng,
particularly in Asia wherein a light skin is considered to be an el enent
of beauty. 10 In order to achieve'this goal, "leave-on" fornulations such

as creans and | otions have now bee%@m@@qﬂp@mm various active agents.
Anong these agents are naterials ich inhibit the synthesis of nelanin,

and can bring about skin lightening, materials which prevent skin from

further darkening by inducegAGHGROINPOBSTHE INVENMVI@Net rays, generally
W inhibitors (sunscreens) and the further use of materials which assist in

15 mai nt ai ni ng yout hful skin. SUMVARY OF | NVENTION 20 I n accordance with
the invéntion, there is a conposition conprising a cream or |otion base

whi ch further coppidResRNaB&ld MEnSeSRInFmpThyddub 8rhBebealdwhitdyvRIbINgs
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t her eof ar evipréigeright Bkingsladtisider@BStoibe dhhtgerhiant GBbedutyon whi ch bring about
skin lightening and prevent further skin 25 darkening. A further conponent

of the fornul ati on can be an anpbunt of an antioxidant which assists in
mai nt ailAi ng youtInfoullerskiachieBOthds stal, | {ledvaranlieormoaparseuth earrchas and iatengani ¢
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02/ 067886 Pitlugdnbipdegsynthesis of melanin, and can bring about skin lightening, materials

which prevent skin from further darkening by induced melanogenesis by ultraviolet rays,
generally UV inhibitors (sunscreens) and the further use of materials which assist in
15  maintaining youthful skin.

SUMMARY OF INVENTION

20 In accordance with the invention, there is a 6omposition comprising a cream or
lotion base which further comprises an active agent or mixture thereof which brings
about skin lightening and a further active agent or mixture thereof which prevents skin
from further darkening. Each of the active agents or mixture thereof are present in
quantities in the formulation which bring about skin lightening and prevent further skin

25  darkening. ‘

A further component of the formulation can be an amownt of an antioxidant which
assists in maintaining youthful skin.

30 A still further component can be an inorganic sunscreen such as titanium dioxide
or zinc oxide. These materials are employed to obtain a rapid onset of perceivable

whitening effect.



DETAI LED DESCRI PTI ON OF THE | NVENTI ON Exanpl es of skin |ightening conpounds
i ncl ude hydroqui none, arbutin, Kojic 5 acid, and ascorbic acid. Anobng these
mat er i al swaree/061886e whi ch can inhibit the synthesis of n@lcanisa/om4conpound
wi thin skin which darkens it. Exanples of2 such conpounds i ncl ude
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bi s- benzotri zoI me butyl phenol . Inorganic sunscreen
actives may7 B%Ibﬁgglbosghatﬁ éaté}g}'n crofine titaniumdioxide or zinc oxide.
Anount §5 of the sunscreen agents (whether organic or inorganic) wll
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0.1 to about 5
generally occurring through induced n1ela1100611651s by UV rays. Various kmown UV

inhibitors can accomplish this protection, desirably over both the range of
electromagnetic spectrum designated as UVE and UVA. Examples of UV inhibitors

20  include families such as salicylates, cinnamic acid derivatives, para amino benzoic acid
and specific agents either alone or in combination such as octyl methoxycinnamate
(OMC), benzophenone-3, methylene bis-benzotriazolyl tetramethyl butyl phenol, and the
like. Preferred sunscreen UV inhibitors are a combination of Octyl Methoxy Cinnamate
with benzophenone-3 and Octyl methoxycinnamate with methylene bis-benzotriazolyl

25  tetramethyl butyl phenol.

Inorganic sunscreen actives may also be used such as microfine titanium dioxide
or zinc oxide. Amounts of the sunscreen agents (whether organic or inorganic) will
generally range from 0.1-20%, preferably from 0.1 to 15%, desirably about 0.1 to about 5

30 orabout 3 wt. % of the composition.

Agents which assist in maintaining youthful skin are generally known
antioxidants such as the vitamins, particularly vitamins E, A and C and their precursor
derivatives which are converted to the active vitamin by skin systems.

35 ,

More than one vitamin, a vitamin and a precursor, or precursor can be present in

the composition. Examples of precursors are esters of Vitamins A and E, such as esters



Agents which assist in nmaintaining youthful skin are generally known
antioxi dants such as the vitamns, particularly vitamns E, A and C and
their preworigo67sseeri vati ves which are converted to the a®CIMSI¥I9a83ri n by
skin systens. 35 More than one vitamn, 8 vitam n and a precursor, or
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having about 4 to about 8 hydloxys and about 4 to about § carbon atoms. Particularly
desirable is sorbitol, glycerol, propylene glycol and polyethylene glycol, most desirably
sorbitol. Water generally comprises the remainder of the foundation cream. Additionally

20  present can be various emollients such as esters of long chain alkyl carboxylic acids with
long chain allcyl alcohols or short chain alky] alcohols, or esters of short chain alkyl
carboxylic acids with long or short chain alkyl alcohols. Long chain is defined as about
10 to 20 carbon atoms, while short chain as about 2 to 8 carbon atoms. Isopropyl
palmitate is preferred. Various preservatives, fragrances, chelating agents, emulsifiers

25  and the like can also be present. A small amount of base such as sodiwm hydroxide or
preferably potassium hydroxide can be present and can effect the ease of spreading and
tactility of the cream together with the actives.

With respect to the quantities of components appearing in the formulation base,

30  the amount of organic acid is from about 5 to about 20 wt. % of the composition,
desirably about 8 to about 16 wt. %. The polyols is from about 0.5 to about 30 wt. % of
the composition, desirably about 1 to about 15 wt. % of the composition. The largest
component in the composition is water. This is generally from about 60 to about 90 wt.
% of the formulation, desirably about 70 to about 85 wt. % of the formulation. The

35  amount of base in the formulation, can vary from about zero to about 1 wt. % of the
formulation, preferably from about 0.1 to about 0.8 wt. % of the formulation. At the
higher end of the range, for example about 0.7 wt. %, the base particularly potassium



| ong chain allcyl alcohols or short chain al kyl alcohols, or esters of
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20 Preferred active compositions are (a) a combination of Biowhite with OMC and
benzophenone-3 with or without at least vitamin or vitamin precursor, (b) combination of
Niacinamide, Gatuline with methylene bis benzotriazolyl tetramethy] butyl phenol and
OMC with or without at least one vitamin or vitamin precursor, and (¢) a combination of
vitamin precursor such as SAP, OMC and methylene bis benzotriazolyl tetramethyl

[ (8]
|94

butyl phenol and optionally with at least one additional vitamin or vitamin precursor.



about 0.05 to about 5 %t. % while Vitamns C and A and/or their precursors
are presently in reduced quantities such as about 0.001 to about 0.5 wt. %
of the cowpagiosisen, desirably from about 0.005 to about @CFAINL/05915

Enol I i ents can be present and these vary §rom about 0.5 to about 30 wt. %
of the conposition, nore preferably about 1 to about 15 wt. %
Preservatives, chelating agents, enulsifiers, fragrances and the |ike are
enpl oyed at the usual concentrations that achieve their effects. 20
Preferred active conpositions are (a) a conbination of Biowhite with OMC
and benzophenomBl@x aid éxadipled dfithelinvahtidieast vitamin or vitam n precursor,
(b) conbination of N acinamde, Gatuline with nethylene bis benzotriazolyl
tetramet hyl butyl phenol and OMC with or without at |east one vitamn or
vitam nSprecursor, and (c) a conbination of vitani n precursor such as SAP,

7

opt i onal 1y i 1 R e g e o b prefotir Sor— W0
02/ 067886 PCT/ YS02/ 05945 |5 Below are exanples of the invention. 5 Number
Ingredient 1 2|3 1 1St eari gtegﬁb%;@ 0 15. 0 15 Q502 | sopnopyl Fajamtateg 2.0
2.0 2.0 3 PPHB—(&a)—0-10% “4—WPHB (b 202025 Sorti 03.0
3.0 3.0 6 Potdssium I—Ndro%ioﬂéoml I?a]@m;atql 7 7 Fbérq‘ ure 0/6%.6 0.6Y 8 Witer
gs 76.372 75.972 76.882 9pRERAH.1 0.1 0:1 0.1 0.1 0.1

4 MPHB (b) 2 0.2 0.2

5 Sorbitol 70% 3.0 3.0 3.0

6 Potassium Hydroxide 0.7 0.7 - 0.7

7 Perfume |06 0.6 0.6

8 Water gs 76.372 75.972 | 76.382

9 EDTA 0.1 0.1 0:1

10 Vitamin A Palmitate 0.018 0.018 0.018

11 Vitamin E Acetate 0.1 0.1 0.1

12 SAP (c) 0.01 0.01 0.2

13 Benzophenone-3 0.35 - -

14 OMC (d) 1.25 0.6 0.6

15 Niacinamide - 0.5 -

16 Tinosorb M (e) - 1.00 1.00

17 Biowhite (f) 0.2 - -

18 Gatuline Complex (g) 0 0.1 |-

(2) Propyl para hydroxybenzoate
(b) Methyl para hydroxybenzoate
10 (¢) Sodium ascorbyl phosphate
(d) Octyl methoxycinnamate
(e) Methylene bis — benzotriazolyl tetramethyl butyl phenol.( Tinosorb M )
(f) Herbal extracts of scutelleria, saxifrage, grape and mulberry
(g) Herbal extracts of aspergillus ferment and licorice.
15



10 Vitamin A Palinitate 0.018 0,01S 0.018 11 Vitamn E Acetate 0.1 O. .1

10
12 SAP (c) 0.01 0.01 0.2 13 Benzophenone-3 0.35 14 OMC (d) 1.25 0.6 0.6
15 Ni aci mapiod®6788€0.5 - 16 Tinosorb M(e) - 1.00 1.00 17 BCowsor/es9s) 0.2 -
18 Gatuline Conplex (g) 0 0.1 - (a) Propy para hydroxybenzoate (b) Met hyl
para hydroxybenzoate 10 (c) Sodi um ascorbyl phosphate (d) Cctyl
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adm ni stered to the skin by rubbing on the skin one to two tines a day for
a period of 6 to S weeks and until a skin Iighteni ng effect 1is observed. 5
When the cream baben fhercmeannbissriomaylagonsmslesamnles 1 3. aete cowmped éalFeis SFai r &
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10 base has less skin slip and less gloss.

With respect to skin lightness, the application of Examples 1 and 2 to the skin
brings about statistically significant differences in the lightness in the E value (Overall
change in skin color) from baseline to 6 weeks readings. A statistically significant

15 difference was also observed in lightness (L value) of skin color between baseline
readings and after twice daily application for 6 weeks.

In another study conducted, a statistically significant change was observed in the
dE values over control (which was a patch of untreated skin) when Examples 1 and 3

20  were applied once a day for 61 days.

The Examples had a Sun Protection Factor (SPF) between 4 to 7 versus 3.77 for

Fair & Lovely when measured by in vitro methods.

25 Sun protection factor is used to measure the amount of UV protection offered by

the formulation.



10 base has less skin slip and | ess gloss. Wth respect to skin |ightness,
the application of Exanples 1 and 2 to the skin brings about statistically
si gni fi cawD odiobfse6 ences in the lightness in the E val ue (®canabt/ossaehange in
skin color) frombaseline to 6 weeks readi ngs. A statistically significant
15 difference was al so observed in lightness (L value) of skin color
between baseline readings and after tw ggdaily application for 6 weeks.

I n anot her study conducted, a statistically significant change was observed
in the dE values over control (which was a patch of untreated skin) when
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02/ 067886 PCT/ U302/,05 ghﬁt 1. A conposition conprising a cream
or lotion base sai 30%§§%dftérut érlél}égol%lrt'i sing a. An active agent or mxture

t her eof which brings about skin lightening, and 5 b. An active agent or

m xture thereof MRiGhRERWANM Scfddhct HOM ARt heheda ke RYidaphen AxREsed to
ultraviolet |ight nmposi tion i n accordance with claim1l wherein an

2. The co )
anti oxi dant in (?Hgfﬁl“fl’ttit%?allﬁtﬁﬂpfﬁol%ﬂ@"llt“{lblsrh’ﬁ?sﬁ’t“ai n youthful skin is present.
10 3. The conposition in accordance with claim|l wherein conponent (a)
inhibits the synthesis of nelanin. 4. .The.co sition in _accordan W th
el m 1 whar el 1 s R otk o Pined yatitafio B RS Sl ReRD R RGp!

Cct yl met hoxyci nsgnibasie odngtlanin.

4. The composition in accordance with claim 1 wherein (b) is
15 Octylmethoxycinnamate and Benzophenone 3 or Octylmethoxycinnamate and
methylene bis-benzotriazolyl tetramethyl butyl phenol.

5. The composition in accordance with claim 1 wherein (a) i1s an herbal extract
complex of scutelleria, saxifrage, grape and mulberry (Biowhite complex) or
20 sodium ascorbyl phosphate or Niacinamide or an herbal extract complex of

aspergillus ferment and licorice (Gatuline complex) and mixtures thereof.

6. The composition in accordance with claim 1 wherein (b) is an ultraviolet inhibitor
over the electromagnetic range of UVA, UVB or both UVA and UVB.

25
7. The composition in accordance with claim 1 wherein the base is comprised of
about 8 to about 16 wt. % of an alkyl carboxylic acid having about 10 to about 20
carbon atoms and a polyol having about 5 to about 8 hydroxyls and 4 to about §
carbon atoms.
30
8. The composition in accordance with claim 7 wherein the acid is stearic acid.
9. The composition in accordance with claim 7 wherein the polyol is sorbitol.

35 10. The composition in accordance with claim 9 wherein the polyol is sorbitol.
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met hyl ene bi s-benzotriazolyl tetranmethyl butyl phenol. 5. The conposition
in accordance with claiml1l wherein (a) is an herbal extract conplex of

scut el | erwe,02060886 r age, grape and nul berry (Bi owhite conplPex)usoz/05929 sodi um
ascor byl phosphate or N aci nam de or an ferbal extract conplex of
aspergillus fernment and licorice (Gatuline conplex) and m xtures thereof.

6. The conposi t hGRethHd EGAVHAIMELsIMh twhth(\(loﬁiﬁﬂs@s YhEmekdH{dD thSsi@ lidhfehyl 0| et
inhibitor over the el ectromagnetic r.ange A, LTVB or both A an

25 7. The conpodfIGtiyh GANHIESE GSABROHFP °§F@Fﬁ11 wherein the base is
conprised of about 8 to about 16 wt. % of an al kyl carboxylic acid having
about 10 to about 20 carbon atons and a pol yol having about 5 to about 8
hydroxyls and 4 to about 8 carbon atonms. 30 8. The conposition in
accordance with claim7 wherein the acid is stearic acid. 9. The
conposition in accordance with claim7 wherein the polyol is sorbitol. 35
10. The conposition in accordance with claim9 wherein the polyol is
sorbitol. WD 02/067886 PCT/US02/05945 S 11. A nethod for |ightening skin
Wi th conprises admnistering to the skin lightening effective quantities
of a composition of claim1l.



