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COSMETIC TREATMENT OF XEROSIS
METHOD OF USE
: /
BACKGROUND OF THE INVENTION

Dry skin is one of the most common skin conditions manifested by persons of
both sexes and all ages. Dry skin is initially observed as an increase in the number
of desquamated comeocytes present on the skin surface. These comeocytes
appear as white dander on the skin of Caucasian individuals, but do not represent a
significant cosmetic concem, since the background skin color is also light. This is
not the case in persons with darker colored skin types, such as Fitzpatrick types 4 or
higher. Dry skin in darker pigmented individuals is known as ashen skin, since the
pigmented skin scale appears gray, due to the presencé of increased melanin in the
desquamating comeocytes. Dry ashen skin, medically known as xerosis, is the
result of decreased water content of the stratum comeum, which leads to abnormal '
desquamation of comeocytes.

A new method has been discovered which provides a non-invasive, objective
measurement of corneocyte scale of people with xerosis. Compositions for treating
people with xerosis can be readily evaluated using this test. In this manner, a
composition has been found which effectively treats people with xerosis, ashen skih
of those people having a Fitzpatrick typé 4 or higher. This composition is not only
effective during topical application but even has a residual effect after application of
the composition is withdrawrr from use. '

25
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" "SUMMARY OF THE INVENTION

A method for decreasing the [evel of skin ashiness in an individual with
xerosis and having a Fitzpatrick type 4 or higher score comprising topically applying
to the skin of said individual a composition having a cleansing surfactant or mixture

- of cleansing surfactants in quantity sufficient to cleanse the skin and a moisturizing

component or mixture of components in guantities sufficient to decrease the level of
said skin ashiness.

A further aspect of the invention is a method for assessing the presence of
ashen skin on an individual having xerosis and a Fitzpatrick type 4 or higher score
which comprises scraping the skin of said individual, Collecting the loose dander
accumulated, and counting the number of corneocytes.
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DETALEBBESCRIPTION OF INVENTION

Ashen skin is a term used to describe the grayish white powdery appearance
of the skin having darker color skin type, such as having Fitzpatrick type 4 or higher,
for exampie black individuals. As stated previously, because of the contrast in
colors, ashen skin is a significant cosmetic issue in people with dark skin. The new _
test system disclosed here allows a quantitative and qualitative assessment of ashen
skin because the desquamating corneocytes can now be analyzed both
quantitatively and qualitatively. This can be accomplished in a simple manner by
scraping the skin, collecting the scrapings and visually observing and/or observing
through a dissecting microscope the desquamating corneocytes in a quantitative
manner and a qualitative manner. Through this procedure, the efficacy of skin
formulations can now be readily assessed for their effect on skin. These
formulations can be assessed for their effect on normal skin to see if the formulation
brings about ashen skin or the effect of a formulation on individuals who have ashen
skin. Up until now, the state of the art system for evaldating the status of ashen skin
was to make visual observation of the ashen skin. The skin scraping method
presently disclosed provides a more thorough qualitative' examination of the
comeocytes and permits an accurate quantitative counting of the comeocytes.

Compositions which can have a positive effect on xerosis can now be
evaluated utilizing this new arid improved system. Moisturizing systems can be
evaluated under this new system. A topical formation has been found which can be
utilized in the managing of ashen skin. Ihterestingly. not only is skin ashiness
rediced bt thére'is also a measurable redUction in skin dryness and skin
roughness. With the formulations, the positive effects are maintained for at least
one week after termination of the application. This shows that there is a residual
effect as well. The formulation is a rinse-off skin cleansing formulation comprising
(a) at least-one cleansing surfactant or a mixture of cleansing surfactants in
quantities sufficient to cleanse the skin, (b) a hydrocarbonaceous substance in
quantities sufficient to bring about reduction of skin ashiness in individuals having
xerosis, the reduction as measured by a scraping test. The composition is rinsed
from the skin with water after use in a time period of less than one minute, preferably

. less than 45, 30 or 15 seconds after application. This is in contrast to a lotion or

cream (leave on composﬁion) which is left on the skin as long as possible.
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Any bieisirg sutactant dan be employed in the cleansing composition.

Cleansing surfactants which can be employed include: Soap, a long chain
alkyl or alkenyl, branched or normal carboxylic acid sait such as sodium, potassium,
ammonium or substituted ammonium salt, can be present in the composition as an
example of an anionic surfactant. Exemplary of long chain alkyl or atkenyl are from
about 8 to about 22 carbon atoms in length, specifically about 10 to about 20 carbon
atoms in length, more spegcifically alkyl and most specifically nommal, or normal with
fittle branching. Small quantities of olefinic bond(s) may be present in the
predominantly alkyl sections, particularly if the source of the "alkyl® group is obtained
from a natural product such as tallow, coconut oil and the like.

Other cleansing surfactants can be present in the composition as well.
Examples of such surfactants are the anionic, amphoteric, nonionic and cationic
surfactants. ' Examples of anionic surfactants include but are not limited to soaps,
alkyl sulfates, anionic acyl sarcosinates, methyl acyi taurates, N-acyl glutamates,
acyl isethionates, alkyl sulfosuccinates, alkyl phosphate esters, ethoxylated alkyl
phosphate esters, trideceth sulfates, protein condensates, ethoxylated alky! sulfates
and the like.

Alky! chains for these surfactants are Cy-C,,, preferably C,,-C,g, more
preferably C,,-C,,.

Anionic non-soap surfactants can be exempilified by the alkali metal saits of
orgénic-sulfate having in their molecular structure an alkyl radical containing from
about 8 to about 22 carbon atoms and a sulfonic écid or sulfuric acid ester radical
(included in the term alky! is the alkyl portion of higher acyl radicals). Preferred are
the sodium, ammonium, potassium or triethanolamine alky! sulfates, especiaily those
obtained by sulfating the higher alcohols V(CB-C“, carbon atoms), sodium cocontit oil
fatty acid monoglyceride suifates and sulfonates; sodium or potassium salts of
sulfuric acid esters of the reaction product of 1 mole of a higher fatty aicohal (e.g.,
tallow or coconut oil alcohols) and 1 to 12 moles of ethylene oxide; sodium or
potassium salts of alkyl phenol ethylene oxide ether sulfate with 1 to 10 units of
ethylene oxide per molecule and in which the alkyl radicals contain from 8 to 12
carbon atoms, sodiumn alky! glyceryl ether sulfonates; the reaction product of fatty

3
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ageE avirg fromid (- thi22 ‘edeydn atoms esterified with isethionic acid and
neutralized with sodium hydroxide; water soluble salts of condensation products of
fatty acids with sarcosine; and others known in the art.

Zwitterionic surfactants can be exemplified by those which can be broadly
described as derivatives of aliphatic quatemary ammonium, phosphonium, and
sulfonium compounds, in which the aliphatic radicals can be straight chain or
branched and wherein one of the aliphatic substituents contains from about 8 {0 18
carbon atoms and one contains an anionic water-solubilizing group, e.g., carboxy,
sulfonate, sulfate, phosphate, or phosphonate. A general formula for these
compounds is:

(R),
2 I 4
R—Y()—CH,—R —2z(")

wherein R’ contains an alkyl, alkenyl, or hydroxy alky! radical of from about 8 to
about 18 carbon atoms, from 0 to about 10 ethylene oxide moieties and from O to |
glyceryl moiety; Y is selected from the group consisting of nitrogen, phosphorus, and
sulfur atoms; R3 is an alkyl or monohydroxyalky! group containing 1 to about 3
carbon atoms; X is | when Y is a sulfur atom and 2 when Y is a nitrogen or

phosphorus atom, R'isan alkyiene or hydroxyalkylene of from 0 to about 4 carbon
atoms and Z is a radical selected from the group cons&stmg of carboxylate sulfonate.

A A AL bkt b e ek A TR TS e e T =

 sulfate, phosphonate and phosphate groups.

Examples include: 4-[N.l\_l-di(2-hydmxyemyl}N-odadecwammonio}butane—1-
carboxylate; 5-{S-3-hydroxypropyl-S-hexadecylsulfonio] -3 hydroxypentane-1-
sulfate; 3-[P,P-P;diethy1-P 3.6.9 trioxatetradecyl- phosphonio]-2-hydroxypropane-1-
phosphate; 3-[N,N-dipropyi-N-3 dodecoxy-2-hydroxypropylammoniol-propane-}-
phosphonate; 3~(N,N-di- methyl-N-hexadecylammonio) propane-1-sulfonate; 3-
(N,N-dimethyl-N-hexadecylammonio)-2-hydroxypropane-1-sulfonate; 4-(N,N-di(2-
hydroxyethyl}N-(Z hydroxydodecyl) ammonio]-butane-1-carboxylate; 3-[S-ethyl-S-(3-
dodecoxy-2-hydroxypropyl)sulfonic}-propane-1-phosphate, 3—(P,P-dih1ethyI-P-
dodecylphosphonio)}-propane-1-phosphonate; and 5-[N,N-di(3-hydroxypropyl)-N-
hexadecylammonio]-2-hydroxy-pentane-1-sulfate.
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Bixampiag bf amphoteriersurfactants which can be used in the compositions of

the present invention are those which can be broadly described as derivatives of
aliphatic secondary and tertiary amines in which tﬁe aliphatic radical can be straight
chain or branched and wherein one of the aliphatic substituents contains from about
8 to about 18 carbon atoms and one contains an anionic water solubilizing group,
e.g., carboxy, sulfonate, sulfate, phosphate, or phosphonate. Examples of
compouhds falling within this definition are sodium 3-dodecylaminopropionate,
sodium 3-dodecylaminopropane sulfonate, N-alkyltaurines, such as the cne
prepared by reacting dodecylamine with sodium isethionate according to the
teaching of U.S. Patent No.2,658,072, N-higher alkyl aspartic acids, such as those
produced according to the teaching of U.S. Patent No. 2,438,091, and the products
sold under the trade name *Miranol” and described in U.S. Patent No. 2,528,378.
Other amphoterics such as betaines are also useful in the present composition.

Examples of betaines useful herein include the high alkyl betaines such as
coco dimethyl carboxymethyl betaine, lauryl dimethyl carboxy-methyl betaine, lauryl
dimethyl alpha-carboxyethyi betaine, cetyl dimethyl carboxymethyl betaine, lauryi
bis-(2-hydroxyethyl}carboxy methyi betaine, stearyl bis-(2-hydroxypropyl)
éarboxymethyl betaine, oleyl dimethyl gamma-carboxypropyl betaine, lauryl bis-(2-
hydro-xypropyl) alpha-carboxyethyl betaine, etc. The sulfobetaines may be
represented by coco dimethyl sulfopropyl betaine, stearyl dimethyl sulfopropyl
betaine, amido betaines, amidosulfobetaines,.and the like.. ... . .. .. ..

Many cationic surfactants are known to the art. By way of example, the
follov.nng may be mentloned

- stearyidlmenthylbenzyl ammonium chloride;

- dodecyltrimethylammonium chioride;

- nonylbenzyliethyldimethyl ammonium nitrate;

- tetradecylpyridinium bromide;

- laurylpyridinium chloride;

- cetylpyridinium chioride

- laurylpyridinium chioride;

- lauryiisoquinolium bromide;

- ditaliow(Hydrogenated)dimethyl ammonium chioride;
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dilsupdimetind rfin®nium chloride; and
- stearalkonium chioride.

Nonionic surfactants include those which can be broadly defined as
compounds produced by the condensation of alkylene oxide groups (hydrophilic in
nature) with an organic hydrophobic compound, which may be aliphatic or alkyl
aromatic in nature. Examples of preferred classes of nonionic surfactants are:

1. The polyethylene oxide condensates of alkyl phenals, e.g., the
condensation products of alkyl phenals having an alkyl group containing from about
& to 12 carbon atoms in either a straight chain or branched chain configuration, with
ethylene oxide, the said ethylene oxide being present in amounts equai to 10 to 60
moles of ethylene oxide per mole of alkyt phenol. The alkyl substituent in such
compounds may be derived from polymerized propylene, diisobutylene, octane, or
nonane, for exampie. '

2. Those derived from the condensation of ethylene oxide with the product
resulting from the reaction of propylene oxide and ethylene diamine products which
may be varied in composi’tion depending upon the balance between the hydrophobic
and hydrophilic elements which is desired. For example, compounds containing
from about 40% to about 80% polyoxyethylene by weight and having a molecular
weight.of from.about 5,000.t0.about. 11,000 resulting-from the reaction.of ethylene.
oxide groups with a hydrophobic base constituted of the reaction product of ethylene
diamine and excess propylene oxide, said base having a molecular weight of the
order of 2,500 to 3,000, are satisfactory. - | |

3. The condensation product of aliphatic alcohols having from 8 to 18 carbon
atoms, in either straight chain or branched chain configuration with ethylene oxide,
e.g., a coconut alcohol ethylene oxide condensate having from 10 to 30 moles of
ethylene oxide per mole of coconut alcohal, the coconut alcohol fraction having from
10 to 14 carbon atoms. Other ethylene oxide condensation products are ethoxylated
fatty acid esters of polyhydric alcohols (e.g., Tween 20-polyoxyethylene (20) sorbitan
monolaurate).
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4. Long chaih tediaryamine oxides corresponding to the following general
formuia:
R,R,R,;N>O

wherein R4 contains an alkyl, alkenyl or monohydroxy alkyl radical of from about 8 to
about 18 carbon atoms, from 0 to about 10 ethylene oxide moieties, and from O to 1
glyceryl moiety, and, R, and R, contain from 1 to about 3 carbon atoms and from O
to about 1 hydroxy group, e.g., methyi, ethyl, propy!, hydroxy ethyl, or hydroxy propyl
radicals. The arrow in the formula is a conventional representation of a semipolar
bond. Examples of amine oxides suitable for use in this invention include
dimethyldodecyiamine oxide, oleyl-di(2-hydroxyethy!) amine oxide,
dimethyloctylamine oxide, dimethyldecylamine oxide, dimethyl-tetradecylamine
oxide, 3,6,9 trioxaheptadecyldiethylamine oxide, di(2-hydroxyethyl)-tetradecylamine
oxide, 2-dodecoxyethyldimethylamine oxide, 3-dodecoxy-2-hydroxypropylldi(S-
hydroxypropyl)amine oxide, dimethyl- hexadecylamine oxide.

5. Long chain tertiary phosphine oxides corresponding to the following
general formula: .
RR'R*"P->0
wherein R céntains an alkyl, alkenyl or monohydroxyalkyl radical ranging from 8 to
20 carbon atoms in chain length, from 0 to about 10 ethylene oxide moieties and
from 0 to 1 glyceryl moiety and R' and R" are each alkyl or mono-hydroxyalkyl
groups-containing-from-—1~to=3fcarbon-*atoms.——-*Fhe—*arrow-in;the=forrnula--is-a---~l -
conventional representation of a semipolar bond. Examples of suitable phosphine
oxides are: dodecyldimethylphosphine oxide, tetra-decylmethylethylphosphine
oxide, 3,6,9-trioxaoctadecyldimethylphosphine oxide, cetyldimethylphosphine oxide,
3-dodeooxy—2-hydr0xypropyldi(2—hydrokyethyl) phosphine oxide
stearyldimethylphosphine oxide, cetylethyl propyiphosphine oxide,
oleyldiethylphosphine oﬁde, dodecyldiethylphosbhine oxide, tetra-
decyldiethylphosphine oxide, dodecyldipropylphosphine oxide, dodecyi-
di(hydroxymethyl)phosphine oxide, dodecyldi(2-hydroxyethyl)phosphine oxide,
tetradecy!methyl-Z-hydroxybropylphosphine oxide, oleyldimethylphosphine oxide, 2~

" hydroxydodecyldimethylphosphine oxide.
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6. Long cham dialky! suffoxides containing one short chain alkyl or hydroxy
alkyl radical of 1 to about 3 carbon atoms (usually methyl) and one Iong ‘hydrophobic
chain which contain alkyl, alkenyl, hydroxy alkyl, or keto alkyl radicals containing
from about 8 to about 20 carbon atoms, from 0 to about 10 ethylene oxide moietires
and from O to 1 glyceryl moiety. Examples include: octadecyl methyl sulfoxide, 2-
ketotridecyl methyl sulfoxide, 3,6,9-trioxaoctadecyl 2-hydroxyethyi sulfoxide, dodecyl
methyl sulfoxide, oleyl 3-hydroxypropyt sulfoxide, tetradecyl methyl sulfoxide, 3
methoxytridecylmethyl sulfoxide, 3—hydroxytndecyi methyl sulfoxide, 3-hydroxy-4-
dodecoxybutyli methyl sulfoxide.

7. Alkyl polyglycosides wherein the alkyl group is about 10 to about 20
carbon atoms, preferably about 10 to about 18 carbon atoms and the degree of
polymerization of the glycoside is from about 1 to about 3, preferably about 1.3 to
about 2:0.

Since dry ashen skin, xerosis, seems to be the result of decreased water
content of the stratum comeum which leads to abnormal desquamation of
corneocytes, the presence of a hydrocarbonaceous substance seems.to bring
alleviation of the problem through moisturization of the skin. Substances which
bring about reduction of skin ashiness include long chain alkanes, long chain
alkenes, mineral oils, petrolatum, polyalpha olefins, microcrystalline waxes, paraffin
wax, beeswax and natural waxes derived from vegetables and mixtures thereof.

Other materials can also be in the composition as well. Examples of these
components are coloring agents, UV stabilizers, antibacterial agents, thickeners,
gelling agents, additional emollients and the like. Preferred |

components for reasons including as additional skin feel include cationic
polymers. Examples of such cationic. materials include the various polyquats known
fo the art which include but are not limited to Polyquaternium 2 (a boly’electrolyte
formed from quaternized ioenes), Polyquaternium 4 (hydroxycellulose diailyldimethy!
ammonium chicride), Polyquatermnium 5 (acrylamide/B—methacryloxyethyitrimethyl

-ammonium methosulfate), Polyquatemium 6 and 7 (homopolymer of dimethyi diallyl

ammonium chioride and the copolymer of dimethyl diallyl ammonium chloride with
acrylamide), Polyquaternium 8 (methyl and stearyl dimethylaminoethyi methacrylate
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quatemized with dimethylsutiate), Polyquaternium 10 (1-hydroxypropyl trimethyl
ammonium chloride ethers of hydroxyethyl cellulose), Polyquaternium 11
(quaternized PVP and dimethylaminoethyl methacrylate), Polyquaternium 16
(copolymer of PVP/methyt vinylimidazoline), Polyquatemium 17 and 18
(polyelectrolyte formed from quaternized ioenes), Polyquatemium 19 (a vinyl alcohol
hydroxypropyl amine salt), Polyquatemium 24 (polymeric quaternized ammonium
salt of hydroxymethyicellulose_ and lauryl dimethyt ammonium substituted epoxide),
Polyquatermnium 27 (polyelectrolyte formed from quatemized ioenes). Other cationic
materials include Polycare 133 (a polymethyacrylamideopropyl trimonium chloride
from Rhone-Poulenc). These materials are known to be the type that neutralizes a

negative charge, such as on skin:

Further emollients include long chain saturated or unsaturated fatty acids
such as lauric, oleic, myristic, palmitic and stearic, cocoa butter, shea butter, ianolin,

‘and silicones such as polydimethyl siloxane.

The physical form of the composition can be a solid such as a bar, a liquid or
gel or a mousse, foam, aerosol or spray. The active portion of the aerosol spray ,
foam or mousse is generally a liquid or gel which has a separate delivery system. In
a solid, the amount of cleansing surfactant is generally at least about 40, 50, or 60
wt. % with a maximum of no more than about 80, 85 or 92 wt. % of the composition.
Generally, these are in the shape of a bar for skin cleansing. For the liquid or gel, a
minimum of the skin cleansing surfactant or mixtures of surfactants is about 4 wt. %
of liquid or gel composition. Preferred minimums are about 6, 8, or 10 wt. %. For
the maximum quantities, there is generally less than about 35, 25, 20 or 15 wt. %.

With respect to additional emoliients when employed, there is a minimum of
about 0.1 wt. %, 0.2, 0.4 or 0.5 wt. % of a solid composition and a maximum or no
more than about 8, 10 or 12 wt. % of the composition. With respect to a liquid or gel
there is a minimum of about 0.05 wt, %, preferably about 0.1, 0.2, or 0.3 wt. %. A
maximum of no more than about 25, 20, 15 or 10 wt. % can be employed.
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Following is a description ef the test method and the results usmg a soap bar having
the following composition:

@ | @ \

Component Wt. %
Soap 78 ¢
Petrolatum - 3.5 '
Silicone 0.1
Polyquat 6 0.12
Fragrance 1.0
Antioxidants, Preservatives, efc. 2.7
Water, q.s.

Forty male or female subjects above-the age of consent with Fitzpatrick skin
types 4 or higher were enrolled in a 2-week study to determine the effect of a novel
soap formulation on the reduction of the appearance of ashen skin. The subjects
were soap users and possessed ashen skin indicating skin dryness, but no evidence
of dermatitis or other skin disease. Subjects underwent a baseline skin assessment
by an investigator, skin scrapings (described beiow) and conducted self skm
assessments of ashen skin, roughness and dryness
(Table 1). Skin scrapings were used to visually assess the amount of skin scales
present.

Table 1
Assessment Scale for Ashen Skin,
Roughness and Dryness

Score Assessment Definition
0 None
1 ' Mild Level
2 Moderate Level
3 Severe Level

All forty subjects were given the soap bar to use for one week. After one
week of use, thirty (30) subjects remained on the above bar while ten (10) subjects - .
swntched back to their normal soap. The subjects were randomly.assigned 10
subjects to Group A and 30 to Group B. In order to keep the study blinded, the
medical investigator did not have knowledge of subject placement into the groups

10
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until the end-otthe study. Subjects returned once a week at the end of Weeks 1 and
2 for evaluation of their skin condition.

Skin scrapings were used fo visually assess the amount of skin scale present.
The side of a microscope slide was gently stroked across the skin of the inner right
forearm (3 cm below the antecubital fossa) ten times to collect loose dander. The
number of comeacytes obtained was recorded, and the quality of the skin scale was
assessed with the aid of a dissecting microscope. This provided a noninvasive,
objective measurement: of the amount of scale present on the skin surface.

Statistical Analysis

A paired t-test was used to assess the skin scrapings investigator and patieni
data for Baseline and Week 1 comparisons. A paired t-test was used to compare
the Baseline and Week 2 data for the group of 30 subjects. In addition, a 2 sample
unequal t-test was used when comparmg the Group of 30 to the Group of 10 at the

end of Week 2.

Skin Scale Scrapings

Results and Discussion

After one week of using the novel bar, there was a statistically significant reduction in
the number of skm scales on the mucroscope slide (See Table 2)

Table 2
Week 1

Reduction in Skin Scales for Novel Soap Bar

Baseline Week 1
n =40 n=40

Average Cell Count 18.88 £ 2.05 11.50 £ 1.56
Paired t-Test <0.001

VS.
Baseline

For Week 2, the number of corneocytes continued to decrease for those
remaining on the test bar (Table 3).

11
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Table 3
Week 2
Reduction in Skin Scales for Novel Socap Bar
5 g r
Baseline . Week 1
. n=30 n=30
Average Cell Count 12.03 + 1.56 6.90 £ 0.81
Paired t-Test <0.001
Vs,
Baseline

For the subjects that returned to their normal product. there was an increase
Q) - in skin scales (Table 4).

—-

10 | | Table 4
Skin Scales Comparison at Week 2

Test Product : Novel Bar Normal Bar

Assessment Parameter Skin Scales Skin Scales
Number of Subjects : n=30 n=10
'Avarage Cell Count 6.90 £ 0.81 13.80 £ 1.32
2-Sample Unequal 0.003
t-Test '
. However, the counts at Week 2 were still lower than baseline and greater
QS than the number coliected from the users of the test soap-bar. This would indicate

that there was a residuai benefit of the test bar even after subjects resumed use of
their normal bar. A

Counts were made of the larger flakes on the glass slide, ignoring debris from
20 skin scale fragments, hairs, clothing, etc. At baseline, subjects demonstrated large
cohesive skin scale flakes. These large flakes probably accounted for the
appearance of ashen skin present at study entry. At the end of Week 1, not only
was there reductions in the number of celi scales but the skin‘-scales were reduced
_ to a fine powder. The smaller size of the corﬁeocyte debris probably accounted for
25 the visible improvement in ashen skin. It is important to note that the group that

12
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corfinued to-iise the test seap for Week 2 demonstrated a further reduction in skin
scales (Table 3).

Skin Ashiness

As observed by the medical investigator's and subject's self-assessments,
there was a siatistically signiﬂcani reduction from baseline in the observed level of
skin ashiness at the end of Week 1. The 30 subjects that remained on the test soap
bar continued to show a reduction in their ashiness levels for Week 2 as assessed
by the medical investigator and subjects. The 10 subjects that returned to using
their normal pfoduct for Week 2 showed an increase in skin ashiness as compared
to Week 1. The subject's self-assessment indicates a retumn to their baseline level of
ashiness. However, the medical investigator's assessment shows an increase for
Week 2 but not to the baseline levels. Statistical comparison showed that at Week 2
there was significantly less ashiness in those subjects that remained on the test
soap bar than those that retumned to their normal product.

Skin Dryness

For both Weeks 1 and 2 there was a statistically significant reduction from
baseline in the overali level of skin dryness as assessed by the medical investigator
and the subject's self-assessments for the noel soap bar users. The dryness levels
continued to decrease for those subjects that remained on the novel soap bar. The
develo'pment of dryness for Week 2 follows the same pattern that was observed for

- a‘sh‘in‘e‘ss=by'both"th‘é"me’dic‘aI‘iﬁVéStigét’dFa‘rid"thé%ﬂbjé”ct's:_l ncrease in dryness

upon returning to their normal product. However, the subjects' self-assessment
showed skin dryﬁess level increased to the baseline level. At week 2, a 2-sample
unequal t-test analysis indicated significantly less dryness in subjects that continued
to use the novel soap bar than those that returned to their normal product.

Skin Roughness

Assessment for skin roughness approximated the same results and had the
same general trends as for skin dryness.

13
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CLAIMS

1. A method for decreasing the level of skin ashiness in an individual with xerosis
and havfng a Fitzpatrick type 4 or higher score comprising topicalty applying to
the skin of said individual a composition (a) having a cleansing surfactant or
mixture of clea.nsing surfactants in'quénﬁty sufficient to cleanse the skin and (b) a
moisturizing component or mixture of components in quantities sufficient to
decrease the level of said skin ashiness.

2. The method in accordance with claim 1 wherein the composition is a rinse off
composition and is rinsed off from the skin with water. '

3. The method in accordance with claim 1. wherein the decrease in the levet of skin
ashiness can be measured by a scraping test.

4. The method in accordance with claim 1 wherein an anionic surfactant is present.

5. The method in accordance with claim 4 wherein the composition is a bar.

6. The method in accordance with claim 4 wherein the composition is a liquid or gel.

7. The method in accordance with claim 1 wherein the moisturizing component is
selected from the group consisting of long chain alkanes, long chain alkenes,
mineral oils, polyalpha olefins, petrolatum and mixtures thereof.

8. The method in accordance.with claim 8 wherein the moisturizing component is
petrolatum. '

9. The method in accordance with claim 7 wherein the composition is a solid.

10. The method in accordance with claim 9 wherein the moisturizing component is
petrolatum.

11.The method in accordance with claim 7 wherein the composition Is a liquid or gel.

T12_The method in accordance with claim 11 wheréin the moistarizing component is

petrolatum. .

13.The method in accordance with claim 7 wherein there is an additional emollient
present in the composition. '

14. The method in accordance with claim 13 wherein the additional emollient is
silicone. ' ' '

15. The method in accordance with claim 1 wherein after the composition is no
longer topically applied, the decrease in skin ashiness continues for at least one
week. |

16. A method for assessing the presence of ashen skin on an individual having
xerosis and a Fitzpatrick type 4 or higher score which comprises
(a) scraping the skin of said individual,

(b) collecting the locse dander accumulated, and
(c) counting the number of comeocytes.

14
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17. The miethod in acéordahee with claim 16 wherein the cormeocytes are counted
visualty. '

18.The method in accordance with claim 16 wherein the comeocytes are counted
with @ microscope.

15
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RESUMEN

Un método para disminuir el nivel de sequedad de la piel en un
individuo con xerodermia y que tiene una calificacion Fitzpatrick tipo 4 o
superior de piel, cuyo método comprende aplicar a la piel de dicho individuo
una composicién (a) que tiene un agente tensoactivo limpiador o una mezcla
de agentes tensoactivos limpiadores en cantidad suficiente para limpiar la
piel y (b) un componente humectante o mezcla de componentes humectantes

en cantidades suficientes para disminuir el nivel de dicha sequedad de la piel. .




ANTECEDENTES DE LA INVENCION

La piel seca es una de las condiciones mas comunes de la piel
manifestada por las personas de ambos sexos y de todas las edades.
Inicialmente la piel seca se observa como un incremento en el numero de
corneocitos descamados presentes en la superficie de la piel. Estos
corneocitos aparecen como una caspa blanca sobre la piel de los individuos
caucasicos pero no representan una preocupacion cosmética significativa
dado que el color de piel de fondo también es clara. Ello no es asi en
aquellas personas con tipos de piel coloreadas mas oscuras, tales como los
tipos 4 o superiores Fitzpatrick. La piel seca en Iaé personas con
pigmentacion mas oscura es conocida como piel cenicienta, dado que la
corteza de la piel pigmentada aparece gris, debido a la presencia de
melanina incrementada en los corneocitos que se descaman. La piel

cenicienta seca, meédicamente conocida como xerodermia, es el resultado de

un contenido de agua disminuido en el stratum corneum, lo cual conlleva a la

descamacion anormal de los corneocitos.
Se ha descubierto un nuevo método que proporciona una medicion

objetiva, no invasiva de la escala de comeocitos en las personas con

xerodermia. Las composiciones para el tratamiento de la gente con

xerodermia pueden ser rapidamente evaluadas utilizando esta prueba. De

. esta manera, se ha encontrado una composicion que trata efectivamente a la

gente con xerodermia, la piel cenicienta de aquellas personas que tienen una
piel del tipo 4 Fitzpatrick o superior. Esta composicion no s6lo es efectiva
durante la aplicacion topica sino también tiene un efecto residual después de
haberse detenido el uso de la composicion.

RESUMEN DE LA INVENCION

Un metodo para disminuir el nivel de color ceniciento de la piel en un
individuo con xerodermia y que tiene una piel tipo 4 Fitzpatrick o superior, el
cual comprende aplicar en forma tdpica a la piel de dicha persona una

composicion que tiene un agente tensoactivo limpiador o una mezcla de



agentes tensoactivos limpiadores, en cantidades suficientes para limpiar la
piel y un componente humectante, o mezcla de componentes humectantes
en cantidades suficientes para disminuir el nivel de aspecto ceniciento de la
piel. -

Otro aspecto de la invencidn consiste en un método para la evaluaciéon
de la presencia de piel cenicienta en una persona que tiene xerodermia y una
clasificacion de piel Fitzpatrick tipo 4 6 superior, cuyo método comprende
descamar la piel de dicha persona, recoger la caspa suelta acumulada y
contar el nimero de corneocitos.

DESCRIPCION DETALLADA DE LA INVENCION

La piel cenicienta o gris es un témino utilizado para describir el
aspecto del polvo blanco grisaceo de piel que tiene un tipo de piel de color
mas oscuro, tal como el de las personas de color negro, con una clasificacion
Fitzpatrick tipo 4 ¢ superior. Conforme previamente especificado, debido al
contraste en los colores, la piel cenicienta es un asunto cosmético importante
en las personas con piel oscura. El nuevo sistema de prueba aqui revelado
permite una evaluacion cuantitativa y cualitativa de la piel cenicienta debido a
que los corneocitos que se descaman ahora pueden ser analizados en forma
cuantitativa y cualitativa. Esto puede lograrse de una manera simple
raspando la piel, recogiendo las escamas y observando visualmente y/o
observando a través de un microscopio de diseccion los comeocitos que se
descaman de manera cuantitativa y de manera cualitativa. Mediante este
procedimiento ahora se puede evaluar rapidamente la eficacia de las
formulacion para la piel por sus efectos sobre la misma. Estas formulaciones
pueden ser evaluadas por su efecto sobre la piel normal para ver si la
formulaciéon mejora la piel cenicienta o el efecto de una formulacion en las
personas que tienen piel cenicienta. Hasta ahora el estado del sistema del
arte para la evaluacién de la piel cenicienta era el realizar la observaciéon
visual de la piel cenicienta. EI método de raspado de la piel actuaimente
revelado proporciona un examen cualitativo mas cabal de los coreocitos y

permite un recuento cuantitativo exacto de los comeaocitos.

i
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Las composiciones que pueden tener un efecto positivo sobre la
xerodermia ahora pueden ser evaluadas utilizando este sistema nuevo y
mejorado. Los sistemas de humectacién pueden ser evaluados bajo este
nuevo sistema. Se ha encontrado una formacion tépica que puede ser
utilizada en el manejo de la piel cenicienta. Resulta interesante observar no
s6lo la reduccion de lo ceniciento de la piel sino también que se presenta una
reduccion mensurable de la sequedad de la piel y la aspereza de la piel. Con
estas formulaciones los efectos positivos se mantienen durante por lo menos
una semana despues de la terminacidn de la aplicacién. Esto demuestra que
también hay un efecto residual. La formulacion es una formulacion
limpiadora de |la piel que se enjuaga, la cual comprende: (a) por lo menos un
agente tensoactivo limpiador 0 una mezcla de agentes tensoactivos
limpiadores en cantidades suficientes para limpiar la piel, (b) una sustancia
hidrocarbonosa en cantidades suficientes para causar la reduccion del
aspecto ceniciento de la piel en las personas que tienen xerodermia, siendo
la reduccidn medida por una prueba de raspado. La composicion se retira de
la piel enjuagando con agua después de la utilizacién durante un periodo de
tiempo menor que un minuto, preferiblemente menor que 45, 30 6 15
segundos después de la aplicacion. Ello contrasta con aquella locién o
crema (composicién que se deja puesta) que se deja sobre la piel el mayor
tiempo posible.

Cualquier agente tensoactivo limpiador puede ser empleado en la
composicion limpiadora.

Los agentes tensoactivos limpiadores que pueden ser empleados
incluyen: jabdn, un alquilo o alquenilo de cadena extensa, una sal de acido
carboxilico ramificado o normal tal como sal sédica, potéasica, de amonio o
amonio sustituido, que pueden estar presentes en la composicion como un
ejemplo de un agente tensoactivo anionico. Ejemplos de alquilo o alquenilo
de cadena extensa son aquellos de aproximadamente 8 hasta
aproximadamente 22 atomos de carbono de longitud, especificamente
aproximadamente 10 hasta aproximadamente 20 atomos de carbono de

longitud, mas especificamente alquilo y ain mas especificamente normal o



normal con escasas ramificaciones. Las pequefias cantidades de enlace(s)
olefinico(s) pueden estar presenten en las secciones predominantemente
alquilo, particularmente si la fuente de grupo “alquilo” es obtenida de un
producto natural tal como sebo, aceite de nuez de coco y similares.

Tambien otros agentes tensoactivos limpiadores pueden estar
presentes en la composicion. Ejemplos de dichos agentes tensoactivos son
los agentes tensoactivos anibnicos, anfoteéricos, no ibnicos y catidnicos.
Ejemplos de agentes tensoactivos anibnicos incluyen, mas sin limitarse a
ellos, jabones, alquil sulfatos, acil sarcosinatos aniénicos, metil acil tauratos,
N-acil glutamatos, acil isetionatos, alquil sulfosuccinatos, alquil fosfato
esteres, alquil fosfato ésteres etoxilados, trideceth sulfatos, condensados de
proteinas, alquil sulfatos etoxilados y similares. ‘

Las cadenas alquilo para estos agentes tensoactivos son Cg-Co,
preferiblemente C1o-C1s, més preferiblemente Cq2-Crs.

Los agentes tensoactivos aniodnicos no-jabonosos pueden ser
ejemplificados por las sales de metal alcalino del sulfato organico que tienen
en su estructura molecular un radical alquilo contentivo desde
aproximadamente 8 hasta aproximadamente 22 atomos de carbono y un
radical acido sulfonico o éster de acido sulftrico (incluido en el término alquilo
esta la porcion alquilo de los radicales acilo superiores). Los preferidos son
los alquil sulfatos de sodio, amonio, potasio o trietanclamina, especialmente
aquellos obtenidos sulfatando los alcoholes superiores (Cg-C4g atomos de
carbono), sulfatos y sulfonatos monoglicéridos de acido graso de aceite de
nuez de coco sodico; las sales de sodio o potasio de ésteres de Acido
sulfarico del producto de reaccion de 1 mol o de un alcohol graso superior
(por ejemplo, alcoholes de aceite de nuez de coco o sebo) y 1 hasta 12
moles de Oxido de etileno; sales de sodio 0 potasio de éter sulfato de éxido
de etileno alquil fenol con 1 hasta 10 unidades de 6xido de etileno por
molécula y donde los radicales alquilo contienen desde 8 hasta 12 atomos de
carbono, alquil gliceril éter sulfonatos de sodio; el producto de reaccidn de
acidos grasos que tienen desde 10 hasta 22 atomos de carbono esterificados

con acido isetidnico y neutralizados con hidréxido de sodio; sales solubles en



agua de los productos de condensacion de acidos grasos con sarcosing; y
otros conocidos en el arte.

Los agentes tensoactivos zwitterionicos pueden ser ejemplificados por
medio de aquellos que pueden ser ampliamente descritos como derivados de
compuestos de amonio, fosfonio y sulfonio cuaternarios alifaticos, en los
cuales los radicales alifaticos pueden ser de cadena recta o ramificada y
donde uno de los sustituyentes alifaticos contiene desde aproximadamente 8
hasta 18 atomos de carbono y uno contiene un grupo anidnico que solubiliza-
agua, por ejemplo, carboxi, sulfdnato, sulfato, fosfato o fosfonato. Una
férmula general para estos compuestos es:

(R
|
R?Z-Y(+)-CH,~R*-2Z(-)

Donde R? contiene un radical alquilo, alquenilo o hidroxi alquilo que alcanza
desde aproximadamente 8 hasta aproximadamente 18 atomos de carbono,
desde O hasta aproximadamente 10 mitades de oxido de etileno y desde O
hasta 1 mitad glicerilo; Y es seleccionado a partir del grupo que consiste de
atomos de nitrégeno, fosforo y azufre; R3 es un grupc alquilo o
monohidroxialquilo que contiene 1 hasta aproximadamente 3 atomos de
carbono; X es | cuando Y es un atomo azufre y 2 cuando Y es un atomo
nitrégeno o fésforo, R?* es un alquileno o hidroxialquileno que alcanza desde
‘0 hasta aproximadamente 4 atomos de carbono y Z es un radical
seleccionado a partir del grupo que consiste de carboxilato, sulfonato, sulfato,
fosfonato y fosfato.

Los ejemplos incluyen: 4-[N,N-di(2-hidroxietil)-N-octadecilamonio]-
butano-1-carboxilato; 5-[S-3-hidroxipropil-S.hexadecilsulfonio]-3-
hidroxipentano-1-sulfato; 3-[P,P,P-dietil-P 3,6,9 trioxatetradecil-fosfonio]-2-
hidroxipropano-1-fosfonato; 3-[N,N-dipropil-N-3 dodecoxi-2-
hidroxipropilamonio]-propano-1-fosfonato; 3-(N,N-di metil-N-
hexadecilamonio) propano-1-sulfonato; 3-(N,N-dimetil-N-hexadecilamonio)-2-
hidroxipropano-1-sulfonato; 4-(N,N-di(2-hidroxietil}-N-(2-hidroxidodecil)

amonio]-butano-1-carboxitato; 3-[S-etil-S-(3-dodecoxi-2-
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hidroxipropil)sulfonio]-propano-1 fosfato;, 3-(P,P-dimetil-P-dodecilfosfonio)-
propano-1-fosfonato; y  5-[N,N-di{(3-hidroxipropil }-N-hexadecilamonio]-2-
hidroxi-pentano-1-sulfato.

Ejemplos de agentes tensoactivos anfotéricos que pueden utilizarse en
las composiciones de la presente invencién son aquellos que pueden ser
descritos en forma general como aminas secundarias y terciarias alifaticas en
las cuales el radical alifatico puede ser de cadena recta o ramificada y donde
uno de los sustituyentes alifaticos contiene desde aproximadamente 8 hasta
aproximadamente 18 atomos de carbono y uno contiene un grupo aniénico
soluble en agua, por ejemplo, carboxi, sulfonato, sulfato, fosfato o fosfonato.
Ejemplos de los compuestos que estan dentro de esta definicidn son 3-
dodecilaminopropionato sodico, 3-dodecilaminopropao sulfonato sédico, N-
alquiltaurinas, tales como aquella preparada por medio de la reaccion de
dodecilamina con isetionato de sodio de acuerdo con las ensefianzas de la
Patente EE.UU. No. 2.658.072, &cidos asparticos N-alquilo superiores, tales
como aquellos broducidos de acuerdo con las ensefianzas de la Patente
EE.UU. No. 2.438.091 y los productos vendidos bajo la marca de fabrica
“Miranol” y descritos en la Patente EE.UU. No. 2.528.378. Otros productos
anfotéricos, tales como las betainas, también son Utiles en la presente
composicion.

Ejemplos de las betainas utiles en el presente incluyen las betainas
alto alquilo, tales como coco dimetil carboximetil betaina, lauril dimetil
carboxi-metil betaina, lauril dimetil alfa-carboxietii betaina, cetil dimetil
carboximetil betaina, lauril bis-(2-hidroxietil) carboxi metl betaina, estearil bis-
{(2-hidroxipropil) carboximetil betaina, oleil dimetii gamma-carboxipropil
betaina, lauril bis-(2-hidroxipropil) alfa-carboxietil betaina, etc. Las
sulfobetinas pueden ser representadas por coco dimetil sulfopropil betaina,
estearil dimetil sulfopropil betaina, amido betainas, amidosuifobetainas y
similares.

Muchos agentes tensoactivos cationicos son conocidos en el arte.
Como ejemplo se pueden mencionar los siguientes:

- cloruro de estearildimetilbencil amonio;



- cloruro de dodeciltrimetilamonio;

- nitrato de nonilbenciletildimetil amonio;

- bromuro de tetradecilpiridino;

- cloruro de laurilpiridino;

- cloruro de cetilpiridino;

- cloruro de laurilpiridino;

- bromuro de laurilisoquinolio;

- cloruro de dimetil amonio disebo (hidrogenado);
- cloruro de dilaurildimetil amonio; y

- cloruro de estearalconié.

Los agentes tensoactivos no idnicos incluyen aquellos que pueden ser
ampliamente definidos como compuestos producidos por la condensacion de
grupos de oxido de alquileno (de naturaleza hidrofilica) con un compuesto
hidrofobico organico, que puede ser de naturaleza alifatica o alquil aromatica.
Ejemplos de las clases preferidas de agentes tensoactivos no idnicos son:

1. Los condensados de dxido de polietilieno de alquil fenoles, por
ejemplo, los productos de condensacion de alquil fenoles que tienen un
grupo alquilo contentivo desde aproximadamente 6 hasta 12 atomos de
carbono, sea en configuracion de cadena recta o de cadena ramificada, con
oxido de etileno, estando dicho Oxido de etileno presente en cantidades
iguales a 10 hasta 60 moles de Oxido de etileno por mol de alquil fenol. El
sustituyente alquilo en dichos compuestos puede ser derivado de propileno
poIimeri;ado, diisobutileno, octano o nonano, por ejemplo.

2. Aquellos derivados de |la condensacién de 6xido de etileno con el
producto resultante de la reaccion de productos Oxido de propileno y etilen
diamina que pueden variarse en composicion dependiendo del equilibrio que
se desee entre elementos hidrofobicos e hidrofilicos. Por ejemplo, los
compuestos  contentivos  desde  aproximadamente 40%  hasta
aproximadamente 80% polioxietileno en peso y que tienen un peso molecular
desde aproximadamente 5.000 hasta aproximadamente 11.000 que resultan
de la reaccion de grupos de oxido de etileno con una base hidrofobica

constituidos del producto de reaccion de etilendiamina y 6xido de propileno



excesivo, teniendo dicha base un peso molecular del orden de 2.500 hasta
3.000, résultan satisfactorios.

3. El producto de condensacién de alcoholes alifaticos que tienen
desde 8 hasta 18 atomos de carbono, sea en configuracién de cadena recta
o cadena ramificada con 6Oxido de etiieno, por ejemplo, un condensado de
oxido de etileno alcohol de nuez de coco que tiene desde 10 hasta 30 moles
de éxido de etileno por mol de alcohol de nuez de coco, teniendo la fraccion
de alcohol de nuez de coco desde 10 hasta 14 atomos de carbono. Otros
productos de condensacion de éxido de etileno son ésteres de acido graso
etoxilados de alcoholes polihidricos (por ejemplo, Tween 20-polioxietileno
(20) sorbitan monolaurato).

4. Los Oxidos de amina terciaria de cadena extensa correspondientes
a la siguiente férmula general:

RiR:R3N - O

Donde Ry contiene un radial alquilo, alquenilo ¢ monochidroxi alquilo desde
aproximadamente 8 hasta aproximadamente 18 atomos de carbono, desde 0
hasta aproximadamente 10 mitades de 6xido de etileno, y desde 0 hasta 1
mitad glice}ilo, y, Ra y R3‘contienen desde 1 hasta aproximadamente 3
atomos de carbono y desde 0 hasta aproximadamente 1 grupo hidroxi, por
ejemplo, radicales metilo, etilo, propilo, hidroxi etilo o hidroxi propilo. La
flecha en la formula es una representacion convencional de un enlace
semipolar. Ejemplos de los 6xidos de amina adecuados para utilizarse en
esta invencion incluyen el oxido de dimetildodecilamina, el oxido de oleil-di(2-
hidroxietil) amina, e! éxido de dimetiloctilamina, 6xido de dimetildecilamina,
oxido de dimetil-tetradecilamina, Oxido de 3,6,9 trioxaheptadecildietilamina,
oxido de di(2-hidroxietil)-tetradecilamina, 6xido de 2-dodecoxietildirﬁetilamina,
oxido de 3-dodecoxi-2-hidroxipropil di(3-hidroxipropil)amina, oxido de dimetil-
hexadecilamina.

5. Los oxidos de fosfina terciaria de cadena extensa correspondientes

a la siguiente férmula general:

RR'R'P - O



Donde R contiene un radical alquilo, alquenilo o monohidroxialquilo que
alcanza desde 8 hasta 20 atomos de carbono en extension de cadena, desde
0 hasta aproximadamente 10 mitades de 6xido de etileno y desde 0 hasta 1
mitad glicerio y R* y ‘R" son, cada uno, un grupo alquilo o mono-
hidroxialquilo contentivo desde 1 hasta 3 atomos de carbono. La flecha en la
formula es una representacion convencional de un enlace semipolar.
Ejemplos de 6xidos de fosfina adecuados son: éxido de dodecildimetilfosfina,
oxido de tetra-decilmetiletilfosfina, dxido de 3,6,9-trioxaoctadecildimetilfosfina,
oxido de cetildimetilfosfina, oxido de 3-dodecoxi-2-hidroxipropil di(2-
hidroxietil) fosfina, Oxido de estearildimetilfosfina, Oxido de cetiletil
propilfosfina, éxido de oleildietilfosfina, éxido de dodecildietilfosfina, 6xido de
tetra-decildietilfosfina, oxido de dodecildipropilfosfina, 6xido de dodecil-
dithidroximetil) fosfina, Oxido dodecil di(2-hidroxietil) fosfina, Oxido de
tetradecilmetil-2-hidroxipropilfosfina, éxido de oleildimetilfosfina, éxido de 2-
hidroxidodecildimetilfosfina. |

6. Dialquil sulféxidos de cadena extensa que contienen un radial
alquilo o hidroxi alquilo de cadena corta de 1 hasta aproximadamente 3
atomos de carbono (usualmente metilo) y una cadena hidrofébica extensa
que contiene radicales alquilo, alquenilo, hidroxi alquilo o ceto alquilo
contentivos desde aproximadamente 8 hasta aproximadamente 20 atomos
de carbono, desde 0 hasta aproximadamente 10 mitades de éxido de etileno
y desde O hasta 1 mitad glicerilo. Los ejemplos incluyen: octadecil metil
sulféxido, 2-cetotridecil metil sulfoxido, 3,6,9-trioxaoctadecil 2-hidroxietil
sulféxido, dodecil metil sufdxido, oleil 3-hidroxipropil sulféxido, tetradecil metil
sulfbxido, 3-metoxitridecilmetil sulféxido, 3-hidroxitridecil metil sulféxido, 3-
hidroxi-4-dodecoxibutil metil sulféxido.

7. Los alquil poliglic6sidos donde el grupo alquilo es aproximadamente
10 hasta aproximadamente 20 atomos de carbono, preferiblemente
aproximadamente 10 hasta aproximadamente 18 atomos de carbono y el
grado de polimerizacion del glicdsido alcanza desde aproximadamente 1
hasta aproximadamente 3, preferiblemente aproximadamente 1,3 hasta

aproximadamente 2,0.




Dado que la piel cenicienta reseca, xerodermia, parece ser resultado
del.contenido de agua disminuido del stratum corneum, lo cual conlleva a una
descamacién anormal de los corneocitos, la presencia de sustancias
hidrocarbonosas parece llevar alivio al problema mediante a humectacion de
la piel. Las sustancias que dan origen a la reduccion de la calidad cenicienta
de la piel incluyen alcanos de cadena extensa, alquenos de cadena extensa,
aceites minerales, petrolato, polialfa olefinas, ceras microcristalinas, cera de
parafina, cera de abejas y las ceras naturales derivadas de vegetales asi
como las mezclas de los mismos.

Tambien se pueden emplear otros materiales en la composiciéon. Los
ejemplos de estos componentes son agentes de color, estabilizadores de UV,
agentes antibacterianos, agentes espesantes, agentes de formacion de gel,
emolientes adicionales y similares. L.os componentes preferidos, por razones
que incluyen la sensacion de la piel, suponen polimeros cationicos. Ejemplos
de dichos materiales catiGnicos incluyen los varios policuatemarios conocidos
en el arte que incluyen, mas sin limitarse a ellos, Polyquaternium 2 (un
polielectrolito formado a partir de iones cuaternizados), Polyquaternium 4
(cloruro de hidroxicelulosa dialildimetil amonio), Polyquaternium 5 (acrilamina
! p-metacriloxietiltrimetii amonio metosulfato), Polyquatemium 6 y 7
{(homopolimero de dimetil dialil amonio cloruro y el copolimero de dimetil dialil
amonio cloruro con acrilamida), Polyquaternium 8 (metil y estearil
dimetilaminoetil metacrilato cuatemizado con dimetilsulfato), Polyquaternium
10 (1-hidroxipropil trimetil amonio cloruro eteres de hidroxietil celulosa),
Polyquatemium 11 (PVP cuaternizado y metilaminoetii metacrilato),

Polyquaternium 16 (copolimero de PVF’ [ metil vinilimidazolina),

'Polyquaternium 17 y 18 (polielectrolito formado a partir de iones

cuaternizados), Polyquaternium 19 (una sal hidroxipropil amina de alcohol
vinilico}, Polyquaternium 24 (sal polimérica de amonio cuatemizado de
hidroximetilcelulosa y ep6xido laurii dimetili amonio sustituido),
Polyquaternium 27 (polielectrolito formado a partir de iones cuaternizados).

Los ofros materiales catidnicos incluyen Polycare 133 (un cloruro de
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polimetilacrilamidapropiltrimonio de Rhone-Pulenc). Estos materiales son
conocidos como del tipo que neutraliza la carga negativa, tal como en la piel.

Los otros emolientes incluyen acidos grasos de cadena extensa,
saturados o insaturados, tales como acidos laurico, oleico, miristico, palmitico
y estearico, manteca de cacao, manteca de shea, lanolina y siliconas tales
como polidimetil siloxano.

La forma fisica de la composicion puede ser solida como una barra, un
liquido o gel o un mousse, espuma, aerosol o atomizador. La porcién activa
del atomizador en aerosol, espuma o mousse generalmente es un liquido o
gel que tiene un sistema de entrega separado. En la forma sdlida, la cantidad
de agente tensoactivo limpiador generalmente es por lo menos
aproximadamente 40, 50 6 60% en peso con un maximo de no mas de
aproximadamente 80, 85 6 92% en peso de composiciéh. En general tienen
forma de barra para la limpieza de la piel. Para el liquido o gel, un minimo de
agente tensoactivo limpiador de la piel 0 mezclas de agentes tensoactivos es
de aproximadamente 4% en peso de composicion liquida o en gel. Los
minimos preferidos son aproximadamente 6, 8 6 10% en peso. Para las
cantidades maximas, generalmente hay menos de aproximadamente 35, 25,
20 6 15% en peso.

Con respecto a los emolientes adicionales, cuando empleados, hay un
minimo de aproximadamente 0,1% en peso, 0,2, 0,4 6 0,5% en peso de
composicion sélida y un maximo de no mas de aproximadamente 8, 10 6
12% en peso de composicion. Con respecto a un liquido ¢ gel, hay un
maximo de aproximadamente 0,05% en peso, preferiblemente
aproximadamente 0,1, 0,2 6 0,3% en peso. Se puede emplear un maximo de
no mas de aproximadamente 25, 20, 15 6 10% en peso.

A continuacién se presenta una descripcién del método de ensayo y
los resultados utilizando una barra de jabon que tiene la siguiente

composicion:

Componente % en Peso

Jabén

Petrolato




Silicona

Polyquat 6

Fragancia

Antioxidantes, Preservativos, etc.

Agua, q.s.

Cuarenta sujetos de sexo masculino o femenino mayores de edad con
piel tipo 4 o superior Fitzpatrick se inscribieron en un estudio de 2 semanas
para determinar el efecto de una novedosa formulacién en jabdn sobre la
reduccion del aspecto de la piel cenicienta. Los sujetos eran usuarios de
jabon y tenian piel cenicienta indicativa de resequedad de la piel pero sin
evidencia de dermatitis u otras enfermedades de la piel. Los sujetos fueron
sometidos a una evaluacion de piel de linea base por parte del investigador,
raspaduras de piel (conforme descrito debajo) y condujeron las auto
evaluaciones sobre lo grisaceo de la piel, la aspereza y la resequedad.
(Tabla 1). Las raspaduras de ia piel se utilizaron para evaluar visualmente la
cantidad de escamas de piel presentes.

Tabla 1
Escala de Evaluacion para Piel Cenicienta,

Aspereza y Resequedad

Resultado Definicion de Evaluacién
0 Ninguna
1 Nivel Leve
2 Nivel Moderado
3 Nivel Severo

Los cuarenta sujetos recibieron la barra de jabdn para ser utilizada
durante una semana. Después de una semana de uso, treinta (30) sujetos
continuaron con la misma barra mientras diez (10) sujetos se cambiaron a su
jabon normal. Los sujetos fueron asignados de manera aleatoria 10 sujetos al
Grupo A y 30 al Grupo B. A fin de mantener el estudio ciego, el investigador

médico no tuvo conocimiento de la colocacién de los sujetos en los grupos
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hasta finalizado el estudio. Los sujetos volvieron una vez a la semana al final
de las Semanas 1 y 2 para evaluacion de su condicion de la piel.

Las raspaduras de piel se utilizaron para evaluar visualmente la
cantidad de escamas de piel presentes. El lado de una platina de
microscopio fue suavemente pasado a través de la piel del antebrazo
derecho interno (3 cm debajo de la fosa anticubital) diez veces para recoger
la caspa suelta. Se registrd el numero de comeocitos obtenido y la calidad de
la laminilla de piel fue evaluada con la ayuda de un microscopio de diseccidn.
Esto suplié una mediciéon objetiva, no invasiva de la cantidad de escamas

presentes en la superficie de la piel.

Analisis Estadistico

Se utilizé una prueba-t pareada para evaluar la data de las escamas
de piel tanto del investigador como del paciente para las comparaciones de
Linea Base y Semana 1. Se utiliz6 una prueba-t pareada para comparar la
data de Linea Base y Semana 2 para el grupo de 30 sujetos. En adicidn, se
utilizd una prueba-t no igual de 2 muestras cuando se compard el Grupo de
30 con el Grupo de 10 al final de la Semana 2.

Resultados y Discusion.

Raspaduras de Escamas de la Piel

Después de una semana de utilizacion de la barra novedosa hubo una
reduccion estadisticamente significativa en el nimero de escamas de piel
sobre la platina del microscopio (véase la Tabla 2).

Tabla 2

Semana 1

Reduccion en las Escamas de Piel por la Novedosa Barra de Jabén

Recuento Promedio Linea base Semana 1

Célula n =40 n=40
18,88 + 2,05 11,50 + 1,56

Prueba t-pareada <0,001

Vs.

Linea base




Para la Semana 2, el nimero de comeocitos continué decreciendo

para aquellos que continuaron con la barra de ensayo (Tabla 3).

Tabla 3

Semana 2

Reduccién en las Escamas de Piel por la Novedosa Barra de Jabén

Recuento Promedio Linea base Semana 1
Célula n =30 n=30

12,03 + 1,56 6,90 + 0,81
Prueba t-pareada <0,001
Vs. '
Linea base

Para los sujetos que volvieron a su producto normal hubo un

incremento en las escamas de la piel (tabla 4).

Tabla 4

Comparacion de las Escamas de Piel en la Semana 2

Producto de Prueba

Barra Novedosa

Barra Normal

Parametro de evaluacion

Escamas de Piel

Escamas de Piel

Numero de sujetos n=30 n=10
Recuento Promedio Células 6,90 + 0,81 13,80 + 1,32
Prueba-t de 2 Muestras No 0,003

Iguales.

Sin embargo, los recuentos en la Semana 2 fueron todavia inferiores
que la linea base y mayores que el nimero recogido de los usuarios de la
barra de jabdn de ensayo. Esto indicara que hubo un beneficio residual de la
barra de prueba inclusive después que los sujetos retomaron el uso de su
barra normal.

Se hicieron los recuentos de las laminillas mas grandes sobre la
platina de vidrio, ignorando los residuos de los fragmentos de escamas de
piel, los vellos, prendas de vestir, etc. En linea base, los sujetos demostraron
laminillas de escamas de piel grandes cohesivas. Estas laminas grandes
probablemente fueron la razon del aspecto de piel cenicienta presente al
ingresar al estudio. Al final de la Semana 1, no sélo hubo reducciones en el

namero de escamas celulares sino que las escamas de piel se redujeron a
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un polvo fino. El tamairo mas pequefio de los residuos de corneocitos
probablemente dio razén de la mejora visible en la piel cenicienta. Es
importante notar que el grupo que continud utilizando el jabén de prueba
durante la Semana 2 demostrd mayor reduccién en las escamas de piel
(Tabla 3). '

Piel Cenicienta

Conforme observado por las evaluaciones de los investigadores
medicos y las propias del sujeto, hubo una reduccién estadisticamente
significativa de la linea base en el nivel observado de piel cenicienta al final
de la Semana 1. Los treinta (30) sujetos que continuaron con la barra de
jabdn del ensayo continuaron mostrando una reduccion en su niveles
cenicientos durante la Semana 2, conforme evaluado por el investigador
medico y los sujetos. Los diez (10) sujetos que volvieron a utilizar su
producto normal para la Semana 2 mostraron un incremento de la piel
cenicienta en comparacion con la Semana 1. La auto-evaluacion de los
sujetos indica un retorno a su nivel de linea base; sin embargo, la evaluacion
de los investigadores médicos muestra un incremento para la Semana 2 pero
no para los niveles de linea base. La comparacion estadistica demostrd que
en la Semana 2 hubo una piel cenicienta significativamente menor en
aquellos sujetos que continuaron con la barra de jabén de ensayo en
comparacién con aquellos que volvieron a su producto normal.

Sequedad de la Piel

Para ambas semanas 1 y 2 hubo una reduccion estadisticamente
significativa de la linea base en el nivel general de sequedad de la piel,
conforme evaluada por el investigador meédico y las propias evaluaciones del
sujeto para los usuarios de la novedosa barra de jabon. Los niveles de
sequedad continuaron decreciendo para aquelios sujetos que continuaron
con la novedosa barra de jabon. El desarrollo de la sequedad para la
Semana 2 siguid el mismo modelo que fuera observado para la piel
cenicienta por el investigador médico y los sujetos; incremento de la
sequedad al volver a su producto normal. Sin embargo, la auto-evaluacién de

los sujetos demostré un nivel de sequedad de la piel incrementado a nivel de
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linea base. En la semana 2, un analisis de prueba-t no igual de dos muestras
indico una sequedad significativamente menor en los sujetos que continuaron
utilizando la novedosa barra de jabén en comparacién con aquellos que

volvieron a su producto normal.

Aspereza de la Piel
La evaluacién de |la aspereza de la piel se aproximd a los mismos

resultados y tuvo las mismas tendencias generales para sequedad de la piel.



L 2%

REIVINDICACIONES

1. Un metodo para disminuir el nivel de sequedad de la piel en un
individuo con xercdermia y que tiene una calificacion Fitzpatrick tipo 4 o
superior de piel, cuyo método comprende aplicar por via tépica a la piel de
dicho individuo una composicidbn (a) que tiene un agente tensoactivo
limpiador o una mezcla de agentes tensoactivos limpiadores en cantidad
suficiente para limpiar la piel y (b) un componente humectante o mezcla de
componentes humectantes en cantidades suficientes para disminuir el nivel
de dicha sequedad de la piel.

2. El método de acuerdo con la reivindicacion 1, donde la composicién
es una composicion de enjuagar y se enjuaga de la piel con agua.

3. El método de acuerdo con la reivindicacion 1, donde la disminucion
en el nivel de piel cenicienta puede ser medida por una prueba de raspado.

4. El método de acuerdo con la reivindicacién 1, donde esta presente
un agente tensoactivo anionico.

5. El método de acuerdo con la reivindicacion 4, donde la composicién
es en barra.

6. El método de acuerdo con la reivindicacion 4, donde la composicidn
es un liquido o ge!.

7. El método de acuerdo con la reivindicacion 1, donde el componente
humectante es seleccionado a partir del grupo que consiste de alcanos de
cadena extensa, alquenos de cadena extensa, aceites minerales,
polialfaclefinas, petrolato y las mezclas de los mismos.

8. El método de acuerdo con la reivindicacién 8, donde el componente
humectante es petrolato.

9. El métedo de acuerdo con la reivindicacién 7, donde la composicion
es un solido.

10. El meétodo de acuerdo con la reivindicacion 9, donde el
componente humectante es petrolato.

11. El método de acuerdo con la reivindicacion 7, donde la

composicion es un liquido o un gel.



12. El método de acuerdo con la reivindicacion 11, donde el
componente humectante es petrolato.

13. El método de acuerdo con la reivindicacion 7, donde hay un
emoliente adicional presente en la composicion.

14. E! metodo de acuerdo con la reivindicacion 13, donde el emoliente
adicional es silicona.

15. El método de acuerdo con la reivindicacion 1, en el cual después
gque la composicidon ya no es aplicada por via topica, la disminucién en la
sequedad de la piel continda durante por lo menos una semana.

16. Un meétodo para la evaluacién de la presencia de piel cenicienta en
un individuo que tiene xerodermia y una clasificacion de piel tipo 4 6 superior
de Fitzpatrick, que comprende:

(a) raspar la piel de dicho individuo,
(b)  recoger la caspa suelta acumulada, y
{c) contar el nUmero de corneocitos.

17. El meétodo de acuerdo con la reivindicacion 16 donde los
corneocitos se cuentan visualmente.

18. El meétodo de acuerdo con la reivindicacion 16, donde los

corneocitos se cuentan con un microscopio.
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b. format of material:
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O in computer readable form
c. time of filingfurnishing:
O contained in the intemational application as fited.
0 filed together with the international application in computer readable form.
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copies-is-identical-to-that-in-the application-as-filed or does not go-beyond the-appiication-as-filed; as
appropriate, were fumished.
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AUTHORITY (SEPARATE SHEET) PCT/US2004/003944
Re item V.

1. The following documents are referred to in this communication:
D1: EP1066827
D2: EP1093800

2. The subject-matter of claims 1-18 is novel (article 33(2) PCT).

3. The subject-matter of claims 1-15 does not involve an inventive step for the
following reasons: both D1 and D2 refer to the treatment of xerosis by applying a
composition comprising, among others, a surfactant and a moisturizer (D1: claim
1; p. 14, |. 32-36; D2: claim 1; examples 1-5). In view of the fact that skin ashiness
is the direct consequence of xerosis, the person skilled in the art would expect that
treatment of xerosis would also effect skin ashiness with dark-skinned individuals.
As a consequence, the requirements of article 33(3) PCT are not met.

4.  There are no objections in connection with claims 16-18.
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0-1 International Application No.
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04 Form - PCT/ROH 01 PCT Request
Prepared Using

PCT-SAFE [EASY mode]
Version 3.50 (Build 0002.153)

0-5 Petition
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present International application ba
processad according to the Patent

Cooperation Treaty

0-6 :9'5;::‘::3 Office (specifledbythe  |gnjted States Patent and Trademark
pples Office (USPTO) (RO/US)
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300 Park Avenue
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United States of America
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732-878-7153
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-1 Applicant and/ar inventor

lit-3-1  |This person Is:
ll-1-2  fApplicant for

14 IName (LAST, First)
I-1-5  |Address:

N-1-6  [State of nationaiity
H-1-7  {State of residence

applicant and inventor
US only
FKAZMI, Perveen

3 Elisha Drive
Allentown, New Jersey 08501
United States of America

us
us
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-2 Applicant and/or inventor

lI-2-1 " [This person is: applicant and inventor
22 |Appiicant for US only

Hl-2-4  [Name (LAST, First) DRAELOS, Zoe, D.

I-2-5 |Address:- 1817 Chestnut Drive

High Point, North Carolina 27262
United States of America

I-2-6  {State of nationality us

-2-7  {State of residence ’ Us

-3 Applicant and/or inventor

i-3-1 " |Thls person is: applicant and inventor
i-3-2  |Applicant for us only

H-3-4  [Name {LAST, First) VOLZ, Elizabeth, D.
I-3-5  JAddress: 29 Yale Terrace

Princeton, New Jersey 08540
United States of America
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V-1 Agent or common representative; or

address for correspondence

The person identified below is hersby/ agent
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the appiicant(s) before the competent
Intemational Authorities as:

V-1-1  [Name (LAST, First) MIANO, Rogemary, M.

IV-1-2  {Address: COLGATE-PALMOLIVE COMPANY

909 River Road

P.O. Box 1343

Piscataway, New Jersey 08855-1343
United States of America

IV-1-3  [Telephone No. 732-878-7153

IV-14  [Facsimie No. 732-878-7853

V-1-5  |e-mall rogemary miano@colpal.com
IV-1-8  |Agent's registration No. 29,674

v DESIGNATIONS '

V-1 Tha filing of this requast constitutes
under Rule 4.9(a), the designation of
all Contracting States bound by the
PCT on the intemational filing date,
for the grant of avery kind of
protection available and, where
applicable, for the grant of both
regional and national patents.
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V-3 Identification of parent application or

patant grant
V-3-1 Deslgnation us
V-3-1-1 |Kind of parent application or grant continuation-in-part
V-3-1-2 |Parent application or grant No. 10/361,444
V-3-1-3 |Parent application or grant date 10 February 2003 (10.02.2003)
Vi-1 Priority claim of aarier national

application
V-1 |Filing date 10 February 2003 (10.02.2003)
VI-1-2  |Number 10/361,444 ¢
VI-1-3  |Country us

vi-2 Priority document request

The recalving Office is requested to vI-1
prepare and trarsmit to the Intemational
Bureau a certified copy of the earlier
application(s) identified above as

tem(s):
ikl Dyemational Searching Authertty  |puropean Patent Office (EPO) (ISA/EP)
osen
Vit Daclarations Number of daclarations
ViIl-1 Declaration as 1o the identity of tha -
Inventor

VIll-2  |Declaration as to the applicant's
entitement, as at the international filing
date, 1o apply for and be granted a
petent

VII-3 Declaration as to the applicant's
entilement, as at the international fiing
date, to claim tha priority of the earller
application

- VHl4 " [Declaration of inventorship (only for the
purposes of the designation of the
United States of America)

VIHI-5 Declaratlon as to non-prejudiclal
disclosures or exceptions to lack of

novetty
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Viii-2-1 |Declaration: Entittement to apply for

and be granted a patent

Declaration as to the applicant's
entlittement, as st the intarnational filing
date, to apply for and be granted a
patent {Rules 4.17(ii} and S1bis.1{a)(li}),
in a case where the declaration under
Rule 4.17(iv) is not appropriats:;

Name (LAST, First)

in relation to this internatiomal
application

COLGATE-PALMOLIVE COMPANY is entitled to
apply for and be granted a patent by
virtue of the following:

;ﬂh an assignment from KAZMI Perveen to
COLGATE-PALMOLIVE COMPANY, dated 14
April 2003 (14.04.2003)

;ﬂh an assignment from DRAELOS Zoe, D. to
COLGATE-PALMOLIVE COMPANY, dated Q7
April 2003 (07.04.2003)

;ﬂm an assignment from VOLZ Elizabeth, D. to
COLGATE-PALMOLIVE COMPANY, dated 15
April 2003 (15.04.2003)

Viil- This daclaration ls made for the

210 lpu of all desigmations
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priority
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filing of the earfier application (Rules
4.17(lF} and 51bis. 1(a){iii))

Name:

in relation to this international
application

COLGATE-PALMOLIVE COMPANY
is entitled to claim priority of earlier

' lapplication No. 10/361,444 by virtue of
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~;RM an assignment from KAZMI Perveen to
COLGATE-PALMOLIVE COMPANY, dated 14
April 2003 (14.04.2003)

;wh an assignment from DRAELOS Zoe, D. to
COLGATE-~PALMOLIVE COMPANY, dated 07
April 2003 (07.04.2003)

;ﬂM an assignment from VOLZ Elizabeth, D. to
COLGATE-PALMOLIVE COMPANY, dated 15
April 2003 (15.04.2003)

Viii- This declaration is made for the

31(x) lpurposes of: all designations
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METHOD OF USE

BACKGROUND OF THE INVENTION .

Dry skin is one of the most common skin conditions manifested by persons of
both sexes and all ages. Dry skin is initially observed as an increase in the number
of desquamated corneocytes present on the skin surface. These corneocytes
appear as white dander on the skin of Caucasian individuals, but do not represent a
significant cosmetic concemn, since the background skin color is also light. This is
not the case in persons with darker colored skin types, such as Fitzpatrick types 4 or
higher. Dry skin in darker pigmented individuals is known as ashen skin, since the
pigmented skin scale appears gray, due to the presence of increased melanin in the
desquamating corneocytes. Dry ashen skin, medically known as xerosis, is the
resuit of decreased water content of the stratum corneum, which leads to abnomal
desquamation of comeocytes.

A new method has been discovered which provides a non-invasive, objective
measurement of corneocyte scale of people with xerosis. Compositions for treating
people with xerosis can be readily evaiuated using this test. In this manner, a
composition has been found which effectively treats people with xerosis, ashen skin
of those people having a Fitzpatrick type 4 or higher. This composition is not only
effective during topical application but even has a residual effect after application of
the composition is withdrawn from use.

SUMMARY OF THE INVENTION

A method for decreasing the level of skin ashiness in an individual with
xerosis and having a Fitzpatrick type 4 or higher score comprising topically applying
to the skin of said individual a composition having a cleansing surfactant or mixture
of cleansing surfactants in quantity sufficient to cleanse the skin and a moisturizing
component or mixture of compenents in quantities sufficient to decrease the level of
said skin ashiness.

A further aspect of the invention is a method for assessing the presence of
ashen skin on an individual having xerosis and a Fitzpatrick type 4 or higher score
which comprises scraping the skin of said individual, collecting the loose dander
accumulated, and counting the number of comeocytes.
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DETAILED DESCRIPTION OF INVENTION

Ashen skin is a term used to describe the grayish white powdery appearance
of the skin having darker color skin type, such as having Fitzpatrick type 4 or higher, |
for example black individuals. As stated previously, because of the contrast in
colors, ashen skin is a significant cosmetic issue in people with dark skin. The new
test system disclosed here allows a quantitative and qualitative assessment of ashen
skin because the desquamating corneocytes can now be analyzed both
quantitatively and qualitatively. This can be accomplished in a simple manner by
scraping the skin, collecting the scrapings and visually observing and/or observing
through a dissecting microscope the desquamating corneocytes in a quantitative
manner and a qualitative manner. Through this procedure, the efficacy of skin
formulations can now be readily assessed for their effect on skin. These
formulations can be assessed for their effect on normal skin to see if the formulation
brings about ashen skin or the effect of a formutation on individuals who have ashen
skin. Up until now, the state of the art system for evaluating the status of ashen skin
was to make visual observation of the ashen skin. The skin scraping method
preséntly disclosed provides a more thorough qualitative examination of the
corneocytes and permits an accurate quantitative counting of the corneccytes.

Compositions which can have a positive effect on xerosis can now be
evaluated utilizing this new and improved system. Moisturizing systems can be
evaluated under this new system. A topical formation has been found which can be
utilized in the managing of ashen skin: Interestingly, not only is skin ashiness
reduced but there is also a measurable reduction in skin dryness and skin
roughness. With the formulations, the positive effects are maintained for at least
one week after termination of the application. This shows that there is a residual
effect as well. The formulation is a rinse-off skin cleansing formulation comprising
(a) at least one cleansing surfactant or a mixture of cleansing surfactants in
quantities sufficient to cleanse the skin, (b) a hydrocarbonaceous substance in
quantities sufficient to bring about reduction of skin ashiness in individuals having
xerosis, the reduction as measured by a scraping test. The composition is rinsed
from the skin with water after use in a time period of less than one minute, preferably
less than 45, 30 or 15 seconds after application. This is in contrast to a lotion or
cream (leave on composition) which is left on the skin as long as possible.
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Any c!eansingggurfactant'can be employed in the cleansing composition.”

Cleansing surfactants which can be employed inciude: Soap, a long chain
alkyl or alkenyl, branched or normal carboxylic acid salt such as sodium, potassium,
ammonium or substituted ammonium sait, can be present in the composition as an
example of an anionic surfactant. Exemplary of long chain alkyl or alkenyl are from
about 8 to about 22 carbon atoms in length, specifically about 10 to about 20 carbon
atoms in length, more specifically alkyl and most specifically normal, or normal with
littie branching. Small quantities of olefinic bond(s) may be present in the
predominantly alkyl sections, particularly if the source of the "alkyl" group is obtained

from a natural product such as tallow, coconut cil and the like.

Other cleansing surfactants can be present in the composition as well.
Examples of such surfactants are the anionic, amphoteric, nonionic and cationic
surfactants. ' Examples of anionic surfactants include but are not limited to soaps,
alkyl sulfates, anionic acyl sarcosinates, methyl acy! taurates, N-acyl glutamates,
acyl isethionates, alkyl sulfosuccinates, alkyl phosphate esters, ethoxylated alky!
phosphate esters, trideceth sulfates, protein condensates, ethoxylated alky! sulfates
and the like.

Alkyl chains for these surfactants are Cy-C,,, preferably C,4-Cyq More

preferably C,,-C,,.

Anionic' non-soap surfactants can be exemplified by the alkali metal salts of
organic-suifate having in their molecular structure an alkyl radical containing from
about 8 to about 22 carbon atoms and a sulfonic acid or sulfuric acid ester radical
(included in the term alkyl is the alkyl portion of higher acy! radicals). Preferred are
the sodium, ammonium, potassium or triethanolamine alky! sulfates, especially those
obtained by sulfating the higher alcohols (C,4-C,4 carbon atoms), sodium cocontt oil
fatty acid monoglyceride sulfates and sulfonates; sodium or potassium salts of
sulfuric acid esters of the reaction product of 1 mole of a higher fatty alcohol (e.g.,
tallow or coconut oil aicohols) and 1 to 12 moles of ethylene oxide; sodium or
potassium salts of alkyl phenol ethylene oxide ether sulfate with 1 to 10 units of
ethylene oxide per molecule and in which the alkyl radicals contain from 8 to 12
carbon atoms, sodium alkyl glyceryl ether sulfonates; the reaction product of fatty

-
ol

st
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acids having from 10 to 22 carbon atoms esterified with isethionic acid and

neutralized with sodium hydroxide; water soluble salts of condensation preducts of

fatty acids with sarcosihe; and others known in the art.

Zwitterionic surfactants can be exemplified by those which can be broadly
described as derivatives of aliphatic quaternary ammonium, phosphonium, and
sulfonium compounds,‘ in which the aliphatic radicals can be straight chain or
branched and wherein one of the aliphatic substituents contains from about 8 to 18
carbon atoms and one contains an anionic water-solubilizing group, e.g., carboxy,
sulfonate, sulfate, phosphate. or phosphonate. A general formula for these
compounds is:

R)),
2 I 4
R—Y{(*)~CH,—R —2z(-)

wherein R2 contains an alkyl, alkenyl, or hydroxy alkyl radical of from about 8 to
about 18 carbon atoms, from 0 to about 10 ethylene oxide moieties and from 0 to |
glyceryl moiety; Y is selected from the group consisting of nitrogen, phosphorus, and
sulfur atoms; R3 is an alkyl or monohydroxyalkyl group containing 1 to about 3
carbon atoms; X is | when Y is a sulfur atom and 2 when Y is a nitrogen or

4
phosphorus atom, R is an alkylene or hydroxyalkylene of from O to about 4 carbon
atoms and Z is a radical selected from the group consisting of carboxylate, sulfonate,
sulfate, phosphonate, and phosphate groups.

Examples include; 4-[N,N-di(2-hydroxyethyl)-N-octadecylammonio]-butane-1-
carboxylate; 5-[8-3-hydroxypropyl-S-hexadecyfsuIfonio] -3 hydroxypentane-1-
sulfate; 3-[P,P-P-diethyl-P 3,6,9 trioxatetradecyl- phosphonio]-2-hydroxypropane-1-
phosphate; 3-[N,N-dipropy}-N-3 dodecoxy-2-hydroxypropylammonio]-propane-I-
phosphonate; 3-(N,N-di- methyi-N-hexadecylammonio) propane-1-suifonate: 3-
(N,N—dimethyI—N-hexadecylammonio)—Z-hydroxypropane-‘l—sulfonate; 4-(N,N-di(2-
hydroxyethyl)-N-(2 hydroxydodecyl) ammonio]-butane-1-carboxylate; 3-[S-ethyl-S-(3-
dodecoxy-2-hydroxypropy])sulfonio]-prOpane-fl-phosphate; 3-(P,P-dimethyl-P-
dodecylphosphonio)-propane-1-phosphonate; and 5-[N,N-di(3-hydroxypropy!)-N-
hexadecylammonio]-2-hydroxy-pentane-1-sulfate.

( @
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Examples of amphoteric surfactants which can be used in the compositions of
the present invention are those which can be broadly described as derivatives of
aliphatib secondary and te'rtiary amines in which the aliphatic radical can be straight
chain or branched and wherein one of the aliphatic substituents contains from about -
8 to about 18 carbon atoms and one contains an anionic water solubilizing group,
e.g., carboxy, sulfonate, sulfate, phosphate, or phosphonate. Examples of
compounds falling within this definition are sodium 3-dodecylaminopropionate,
sodium 3-dodecylaminopropane sulfonate, N-alkyltaurines, such as the one
prepared by reacting dodecylamine with sodium isethionate according to the
teaching of U.S, Patent No.2,658,072, N-higher alkyl aspartic acids, such as those
produced according to the teaching of U.S. Patent No. 2,438,091, and the products
sold under the trade name "Miranol” and described in U.S. Patent No. 2,528,378.
Other amphoterics such as betaines are also useful in the present composition.

Examples of betaines useful herein include the high alkyl betaines such as
coco dimethy! carboxymethyl betaine, lauryl dimethyl carboxy-methyl betaine, laury!
dimethyl alpha-carboxyethyl betaine, cetyl dimethyl carboxymethy!t betaine, lauryl
bis-(2-hydroxyethyl)carboxy methyl betaine, stearyi bis-(2-hydroxypropy!)
carboxymethyl betaine, oleyl dimethyl gamma-carboxypropyl betaine, lauryl bis-(2-
hydro-xypropyl) alpha-carboxyethyi betaine, etc. The sulfobetaines may be
represented by coco dimethyl sulfopropyl betaine, stearyl dimethyl sulfopropyl

betaine, amido betaines, amidosulfobetaines, and the like.

Many cationic surfactants are known to the art. By way of example, the
following may be mentioned:
- stearyldimenthylbenzyl ammonium chioride;
- dodecyttrimethylammonium chioride;
- nonyibenzylethyldimethyl ammonium nitrate;
- tetradecylpyridinium bromide;
- laurylpyridinium chioride;
- cetylpyridinium chloride
- laurylpyridinium chloride;
- laurylisoguinolium bromide; -
- ditallow({Hydrogenated)dimethyl ammonium chloride;
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- dilauryldimethyl ammonium chloride; and
- stearalkonium chloride.

Nonionic surfactants include those which can be broadly defined as
compounds produced by the condensation of alkylene oxide groups (hydrophilic in

nature) with an organic hydrophobic compound, which may be aliphatic or alkyl

aromatic in nature. Examples of preferred classes of nonionic surfactants are:

1. The polyethylene oxide condensates of alkyl phenols, e.g., the
condensation products of alkyl phenols having an alkyl group containing from about
6 to 12 carbon atoms in either a straight chain or branched chain configuration, with
ethylene oxide, the said ethylene oxide being present in amounts equal to 10 to 60
moles of ethylene oxide per mole of alkyl phenol. The alkyl substituent in such
compounds may be derived from polymerized propylene, diisobutylene, octane, or
nonane, for example.

2. Those derived from the condensation of ethylene oxide with the product
resultlng from the reaction of propylene oxide and ethylene diamine products which.
may be varied in composition depend:ng upon the balance between the hydrophobic
and hydrophilic elements which is desired. For example, compounds containing
from about 40% to about 80% polyoxyethylene by weight and having a molecular
weight of from about 5,000 to about 11,000 resulting from the reaction of ethylehe ‘
oxide groups with a hydrophobic base constituted of the reaction product of ethylene
diamine and excess propylene oxide, said base having a molecular weight of the
order of 2,500 to 3,000, are satisfactory.

3. The condensation product of aliphatic alcohols having from 8 to 18 carbon
atoms, in either straight chain or branched chain configuration with ethylene oxide,
e.g., a coconut aicohol ethylene oxide condensate having from 10 to 30 moles of
ethylene oxide per mole of coconut alcohol, the coconut alcohol fraction having from
10 to 14 carbon atoms. Other ethylene oxide condensation products are ethoxylated
fatty acid esters of polyhydric alcohols (e.g., Tween 20- polyoxyethytene (20) sorbitan

monolaurate).

&
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4. long chain tertiary amine oxides corresponding to the following gener_al

formula: ' '

_ R,R,R;N->0
wherein R4 contains an alkyl, alkenyl or rﬁonohydroxy alkyl radical of from about 8 to
about 18 carbon atoms, from 0 to about 10 ethylene oxide moieties, and ffom 0to 1
glyceryl moiety, and, R, and R, contain from 1 to about 3 carbon atoms and. from 0
to about 1 hydroxy group, e.g., methyl, ethyl, propyl, hydroxy ethyl, or hydroxy propy!
radicals. The arrow in the formula is a conventional representation of a semipolar
bond. Examples of amine oxides suitable for use in this invention include
dimethyldodecylamine oxide, oleyi-di(2-hydroxyethyl) amine oxide,
dimethyloctylamine oxide, dimethyldecylamine oxide, dimethyl-tetradecylamine
oxide, 3,6,9 trioxaheptadecyldiethylamine oxide, di(2-hydroxyethyl)}-tetradecylamine
oxide, 2-dodecoxyethyldimethylamine oxide, 3-dodecoxy-2-hydroxypropyldi(3-
hydroxypropyl)amine oxide, dimethyl- hexadecylamine oxide.

5. Long chain tertiary phosphine oxides corresponding to the following

general formula: |
RR'R"P->0

wherein R contains an alkyl, alkenyl or monohydroxyalkyl radical ranging from 8 to
2Q carbon atoms in chain length, from 0 to about 10 ethylene oxide moieties and
from 0 to 1 glyceryl moiety and R' and R" are each alky! or mono-hydroxyaikyl
groups containing from 1 to 3 carbon atoms. The arrow in the formuia is a
conventional representation of a semipolar bond. Examples of suitable phosphine
oxides are: dodecyldimethylphosphine oxide, tetra-decylmethylethyiphosphine
oxide, 3,6,9-trioxaoctadecyldimethylphosphine oxide, cetyldimethylphosphine oxide,
3-dodecoxy-2-hydroxypropyldi(2-hydroxyethyl) phosphine oxide
stearyldimethylphosphine oxide, cetylethyl propyiphosphine oxide,
oleyldiethylphosphine oxide, dode’cyidiethylphosbhine oxide, tetra-
decyldiethyiphosphine oxide, dodecyldipropylphosphine oxide, dodecyi-
di(hydroxymethyl)phosphine oxide, dodecyldi(2-hydroxyethyl)phosphine oxide,
tetradecyimethyl-2-hydroxypropylphosphine oxide, oleyldimethylphosphine oxide, 2-
hydroxydodecyldimethylphosphine oxide. '
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6. Long chainﬁdialkyl sulfoxides containing one short chain alkyl or hydroxy
alkyl radical of 1 to about 3 carbon atoms (usually methyl) and one long ‘hydrophobic
chain which contain alkyl, alkenyl, hydroxy alkyl, or keto alkyl radicals containing
from about 8 to about 20 carbon atoms, from 0 to about 10 ethylene oxide moieties
and from 0 to 1 glyceryl moiety. Examples include: octadecyl methyl sulfoxide, 2-
ketotridecyl methyl sulfoxide, 3,6,9-trioxaoctadecyl 2-hydroxyeth“yl sulfoxide, dodecyl
methyl sulfoxide, oleyl 3-hydroxypropyl sulfoxide, tetradecyl methyl sulfoxide, 3
methoxytridecylmethyl sulfoxide, 3-hydroxytridecyl methyl sulfoxide, 3-hydroxy-4-

dodecoxybutyl methyl sulfoxide.

7. Alkyl polyglycosides wherein the alkyl group is about 10 to about 20
carbon atoms, preferably about 10 to about 18 carbon atoms and the degree of
polymerization of the glycoside is from about 1 to about 3, preferably about 1.3 to
about 2.0. |

Since dry ashen skin, xerosis, seems to be the result of decreased water
content of the stratum comeum which leads to abnormal desquamation of
corneocytes, the presence of a hydrocarbonaceous substance seems to bring
alleviation of the problem through moisturization of the skin. Substances which
bring about reduction of skin ashiness include long chain alkanes, long chain
alkenes, mineral oils, petrolatum, polyalpha olefins, microcrystalline waxes, paraffin
wax, beeswax and natural waxes derived from vegetables and mixtures thereof.

Other materials can also be in the composition as well. Examples of these
companents are coloring agents, UV stabilizers, antibacterial agents, thickeners,
gelling agents, additional emoilients and the like. Preferred |

components for reasons including as additional skin feetf include cationic
polymers. Examples of such cationic materials include the various polyquats known
to the art which include but are not limited to Polyquaternium 2 (a polyelectroiyte
formed from quaternized ioenes), Polyquaternium 4 (hydroxycellulose diallyldimethyl

ammonium chloride), Polyquaternium 5 (acrylamide/B—methacryioxyethyltrimethyl

-ammonium methosulfate), Polyquaternium 6 and 7 (homopolymer of dimethyl diallyl

ammanium chloride and the copolymer of dimethy! diailyl ammonium chioride with

acrylamide), Polyquaternium 8 (methyl and stearyl dimethylaminoethyl methacrylate

8
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quaternized with dimethylsulfate), Polyquaternium 10 (1-hydroxypropyl trimethyi

" ammonium chloride ethers of hydroxyethyl celiulose), Polyquaternium 11
- (quaternized PVP and dimethylaminoethyl methacrylate), Polyquaternium 16
~ (copolymer of PVP/methyl vinylimidazoline), Polyquaternium 17 and 18
. (polyelectrolyte formed from quaternized ioenes), Polyquatemnium 19 (a vinyt alcohol

hydroxypropyl amine salt), Polyquaternium 24 (polymeric quaternized ammonium
sailt of hydroxymethyicellulose_ and lauryl dimethyl ammonium substituted epoxide},
Polyquatemium 27 (polyelectrolyte formed from quatermnized ioenes). Other cationic
materials inciude Polycare 133 (a polymethyacrylamideopropyl trimonium chloride
from Rhone-Poulenc). These materials are known to be the type that neutralizes a

negative charge, such as on skin.

Further emollients include long chain saturated or unsaturated fatty acids
such as lauric, oleic, myristic, palmitic and stearic, cocoa butter, shea butter, lanolin,
‘and silicones such as polydimethy! siloxane.

The physical form of the composition can be a solid such as a bar, a liquid or
gel or a mousse, foam, aerosol or spray. The active portion of the aerosol spray ,
foam or mousse is generally a liquid or gel which has a separate delivery system. In
a solid, the amount of cleansing surfactant is generally at least about 40, 50, or 60
wt. % with a maximum of no more than about 80, 85 or 92 wt. % of the composition.
Generally, these are in the shape of a bar for skin cleansing. For the liquid or gel, a
minimum of the-skin cleansing surfactant or mixtures-of-surfactants-is about 4 wt. %
of liquid or gel compasition. Preferred minimums are about 6, 8, or 10 wt. %. For
the maximum quantities, there is generally less than about 35, 25, 20 or 15 wt. %.

With respect to additional emoliients when employed, there is a minimum of
about 0.1 wt. %, 0.2, 0.4 or 0.5 wt. % of a solid composition and a maximum ar no
more than about 8, 10-or 12 wt. % of the composition. With respect to a liquid or gel
there is a minimum of about 0.05 wt. %, preferably about 0.1, 0.2, or 0.3 wt. %. A
maximum of no more than about 25, 20, 15 or 10 wt. % can be employed.

5



10

15

20

Following is a description of the test method and the results using a soap bar having b \

the following compasition:

Component Wt. %
Soap ' 78
Petrolatum - 3.5
Silicone 0.1
Polyquat 6 0.12
Fragrance 1.0
Antioxidants, Preservatives, etc. 2.7

Water, g.s.

~ Forty male or female subjects above the age of consent with Fitzpatrick skin
types 4 or higher were enrolled in a 2-week study to determine the effect of a novel
soap formulation on the reduction of the appearance of ashen skin. The subjects
were soap users and possessed ashen skin indicating skin dryness, but no evidence
of dermatitis or other skin disease. Subjects underwent a baseline skin assessment
by an investigator, skin scrapings (described below) and conducted self skin
assessments of ashen skin, roughness and dryness o
(Table 1). Skin scrapings were used to visually assess the amount of skin scales
present.

Table 1
Assessment Scale for Ashen Skin,
Roughness and Dryness

Score Assessment Definition
0 None
1 Mild Level
2 Moderate Level
3 Severe Level

Al forty subjects were given the soap bar to use for one week. After one
week of use, thirty (30) subjects remained on the above bar while ten (10) subjects
switched back to their normal soap. The subjects were randomly.assigned 10
subjects to Group A and 30 to Group B. In order to keep the study blinded, the

medical investigator did not have knowledge of subject placement into the groups

10



until the end of the study. Subjects returned once a week at the end of Weeks 1 and
2 for evaluation of their skin condition.

Skin scrapings were used to visually assess the amount of skin scale present.
The side of a microscope slide was gently stroked across the skin of the inner right
forearm (3 cm below the antecubital fossa) ten times to collect loose dander. The
number of cormeocytes obtained was recorded, and the quality of the skin scale was
assessed with the aid of a dissecting microscope. This provided a noninvasive,
objective measurement-of the amount of scale present on the skin surface.

Statistical Analysis

A paired t-test was used to assess the skin scrapings investigator and patient
data for Baseline and Week 1 comparisons. A paired t-test was used to compare
the Baseline and Week 2 data for the group of 30 subjects. In addition, a 2 sample
unequal t-test was used when comparing the Group of 30 to the Group of 10 at the
end of Week 2.

. Results and Discussion

| Skin Scale Scrapings

After one week of using the novel bar, there was a statistically significant reduction in
the number of skin scales on the microscope slide (See Table 2).

Table 2
Week 1
Reduction in Skin Scales for Novel Soap Bar

Baseline Week 1
. n =40 n =40
Average Cell Count 18.88 £ 2.05 11.50 £ 1.56
Paired t-Test <0.001
VS.
Baseline

For Week 2, the number of corneocytes continued to decrease for those
remaining on the test bar (Table 3).
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Table 3
. Week 2

Reduction in Skin Scales for Novel Soap Bar

Baseline Week 1
‘ n=30 n=230
Average Cell Count 12.03+ 1.56 6.90 & 0.81
Paired t-Test <0.001
VS,
Baseline

For the subjects that returned to their normal product. there was an increase
- in skin scales (Table 4).

Skin Scales Comparison at Week 2

Table 4

Test Product Novel Bar Normal Bar
Assessment Parameter Skin Scales Skin Scales
Number of Subjects n =30 n=10
Average Cell Count 6.90 £ 0.81 13.80 £ 1.32
2-Sample Unequal 0.003

t-Test |

However, the counts at Week 2 were still lower than baseline and greater
than the number coilected from the users of the test soap bar. This would indicate
that there was a residual benefit of the test bar even after subjects resumed use of
their nqrinal bar.

Counts were made of the larger flakes on the glass slide, ignoring debris from
skin scale fragments, hairs, clothing, etc. At baseline, subjects demonstrated large
cohesive skin scale flakes. These large flakes probably accounted for the
appearance of ashen skin present at study entry. At the end of Week 1, not only
was there reductions in the number of cell scales but the skin scales were reduced
to a fine powder. The smaller size of the corneocyte debris probably accounted for
the visible improvement in ashen skin. It is important to note that the group that
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dontinued to use the test soap for Week 2 demonstrated a further-reduction in skin
scales (Table 3).

Skin Ashiness

As observed by the medical investigator's and subject's seif-assessments,
there was a statistically significant reduction from baseline in the observed level of
skin ashiness at the end of Week 1. The 30 subjects that remained on the test soap
bar continued to show a reduction in their ashiness levels for Week 2 as assessed

10 by the medical investigator and subjects. The 10 subjects that returned to using
their normal pi'oduct for Week 2 showed an increase in skin ashiness as compared
to Week 1. The subject's self-assessment-indicates a return to their baseline level of
ashiness. However, the medical investigator's assessment shows an increase for
Week 2 but not to the baseline levels. Statistical comparison showed that at Week 2

O 15  there was significantly less ashiness in those subjects that remained on the test
soap bar than those.that returned to their normal product.

Skin Dryness

20 For both Weeks 1 and 2 there was a statistically significant reduction from
baseline in the overall level of skin dryness as assessed by the medical investigator
and the subject's self-assessments for the noel soap bar users. The dryness levels
continued to decrease for those subjects that remained on the novel soap bar. The
development of dryness for Week 2 follows the same pattern that was observed for

25  ashiness by both the medical investigator and the subjects: Increase in dryness
upon retL]rriing to their normal product. However, the subjects' self-assessment

O showed skin dryhess level increased to the baseline level. At week 2, a 2-sample
unequal t-test analysis indicated significantly less dryness in subjects that continued
to use the novel soap bar than those that returned to their normal product.

30
Skin Roughness

Assessment for skin roughness approximated the same results and had the
same general trends as for skin dryness.
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CLAIMS

1. A method for decreasing the level of skin ashiness in an individual with xerosis
and havihg a Fitzpatrick type 4 or higher score comprising topically applying to
the skin of said individual a composition (d) having a cleansing surfactant or
mixture of cleansing surfactants in qu'antity sufficient to cleanse the skin and (b) a
moisturizing component or mixture of components in quantities sufficient to
decrease the level of said skin ashiness.

2. The method in accordance with claim 1 wherein the composition is a rinse off
composition and is rinsed off from the skin with water. _ | '

3. The method in accordance with claim 1. wherein the decrease in the leve! of skin

ashiness can be measured by a scraping test.

The method in accordance with claim 1 wherein an anionic surfactant is present.

The method in accordance with claim 4 wherein the composition is a bar.

The method in accordance with claim 4 wherein the composition is a liquid or gel.

The method in accordance with claim 1 wherein the maisturizing component is

selected from the group consisting of long chain alkanes, long chain alkenes,

mineral oils, polyalpha olefins, petrolatum and mixtures thereof,

8. The method in accordance with claim 8 wherein the moisturizing component is
petrolatum.

9. The method in accordance with claim 7 wherem the composition is a solid.

10.The metheod in accordance with claim 9 wherein the moisturizing component is
petrolatum. |

S

11.The method in accordance with claim 7 wherein the composition is a liquid or gel.

12.The method in accordance with cla:m 11 wherein the moisturizing component is
petrolatum. .

13.The method in accordance with claim 7 wherein there is an additional emollient
present in the composition. '

14. The method in accordance with claim 13 wherein the additional emollient is
silicone. '

15.The method in accordance with claim 1 wherein after the composition is no
longer topically applied, the decrease in skin ashiness continues for at least one
week. _

16. A method for assessing the presence of ashen skin on an individual having
xerosis and a Fitzpatrick type 4 or higher score which compnses
(a) scraping the skin of said individual,
(b} collecting the loose dander accumuiated, and

(c) counting the number of corneocytes.

14
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17.The method in accordance with claim 16 wherein the corneocytes are counted m

visually. ,
18. The method in accordance with claim 16 wherein the corneocytes are counted

with a microscope.

15



ABSTRACT

A method for decreasing the level of skin ashiness in an individual with xerosis and
having a Fitzpatrick type 4 or higher score comprising topically applying to the skin of
said individual a composition (a) having a cleansing surfactant or mixture of
cleénsing surfactants in quantity sufficient to cleanse the skin and (b) a moisturizing

component or mixture of components in quantities sufficient to decrease the level of
said skin ashiness.
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{Convention de La Haye du 5 Oclobre 1961)

Country: United States of America
This public document
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At New York, New York 6. the 30th day of October 2001
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sotras acclones o medidas similares. |

L T L g

- salicitudes.

[ R

PHCHE NO.

' ~Brigard & Castro o

i 0 o OCT. 25 2001 81:@9PM P2

SANTA FE DE BOGOTA - COLOMBIA

' PODER .

Yo {nosotras)

domiciliado{s) en

Nembraiames) a: RAMIRO CASTRO DUQUE y/o JUAN
PABLO CADENA SARVIENTO yio BEATRIZ
JARAMILLO S.

de Santafd de -Bogatd, Colornbia, apoderados
verdadaros y iegales con poder especial, amplio vy
suficiente, para recabar de las oficinas vy autoridades
¢olermnbianas administrativas. judicialas v de poficia, en
cuzlguier instancia o recursa, la cbtenciin de patentes
de invencién, registros de rmarcas, disefos industriales,
modelos de utilidad, depdsitos de nombres comerciales
y enzefigs, ragistros de derechos de zutor y contratos
sobra los mismos,. obtencion de cartificados de
aobtentor de variedades vegetales, asl como 3us
prérrogas, renQvaciones, anotaciones de traspaso,
cembigs de nombre y/o domicilio; elaborar, tramitar y
registrar  contratos de licencia y licencias de
cualesquiera clases; intervenir ¢omo demandante o
como demandade en cualquier ingtancia y recurso ante
cuslguier jue2z, comoracitdn, funcionarie plblico o
autoridad en aecmiones judicislas, administrativas y de
policia tales como: oposiciones 3l registro de marcas;
acciones de caducidad, cancelacion y nulidad,
acciones reivindicatarlas, acciones derivadas de I3
ohtencion o explotacién de licencias; accionas de
competancia desleal; demandas penales; anciones de
indemnizacién de perjuicios, Jactamos y observacionas.
a solicitudes de patentes, disefos industriales, modelos
de utilidad. an el ejercicic de madidas cautalares y an

A este efecto, lo{si facultolamos) para alevar
furmular  descripcionas,  snmiendas,
protestas. declaraciones, Oposiciones, cancelaciones,
nulidades, apeiaciones y reclamos; pagar impuestos,
cuotas y gravimenes prescritos por la [ey. renunciar o
desistir a derechos concedides o ‘en edrso de
concesidn; recibir toda clase de documentas y valores,
dando el descargo respective, y, en genaral, para dar
ante dichas autoridades todos los pasos necesarios al
efacto indicado y temar todas las medidaz quo
creyeren canducentes al rasguardo de mis {nuestros
intereses), con todas. las demas facultades legales
necesarias. :

POWER OF ATTORNEY "

I (We}
cOLGATE-PAIHOI.

domiciled igorporation ’
New York, New

Herasby apoomt RAMIRO CASTRG DUQUE and/jor
JUAN PABLO CADENA SARMIENTO and/or BEATRIZ
JARAMILLO S.

of Santaté de Bogotd, Colombia, my (ow) true and
lawful attorneys with special, ample and sufficiant
power to obtain from the Colombian administrative,
judicial and polica offices and authorities, in any
instance, privileges of patents of invention, registration
of tradermarks, industrial designs and utility models;
registration of commercial names and emblems,
registration of copyright and contracts ralsted thareto,
certificates of obtainers of vegetablas varigtias, as well
as extensions, renewals and recordal of assignments
and changes of name and domicile related to the
above: to prepare, prosecute and register licenses of
any kind; to act as plaintiff or defendant in any
ingtance or recourse, and before any judge.
carporation, public official or authority in judicial,
adminiatrative and police actions, such as: oppotitions
to the registration of trademarks; caducity, cancellation
and nullity actions: claim actions dorived from the
obtaining or explotation of licenses, action of unfair
compatition; penal demands, actions of indemnitias for
damages: claims or observations on patant
applications, models, Industrial designs and utility
models; in the exercise. of preventive measures: 2nd In
other actions or similar proceedings.

e e e i e e !
To that effect they are hereby empowered to fila
applications, formulate deseriptions, amendmenis,
protests, daclatations,. . oppositions,  cancellations,
nullities, appeals and claims; to pay taxes, quotas and
assessments prescribed by law, renounce or waive the
“rights granted orin"tha process of granting; to receive
all kind of - documents, and valuables, giving the
respective release of recaipl, and, in general, to take
befors said authorities the necessary steps to such
effect., and any measures thal they may deem
pertinent to the safaguard of my (our) interest(s)
with all the other necessary legat powaers.

IVvE cmlrm a Delavware
of 300 Park 4Avenue,
York 10022, u. s. a.

S OV, SNV S

This power includes the faculty to ratity or confirm
deaist, settle and compromise on my (our) behalf..and
to substitute this power in whola or in part.and

RS Estsa poder comprende [a tacultad de ratificar o
confirmar en mi  (auestro) . nombre: lo actuado asl
coma la facultad de desistir, ransigir, compromaeter, y
la de sustituile en todo 6 8n parte y revocar
sustityciones., Asimismo nombro{amos] a: RAMIRO appoint  RAMIRO CASTRO DUQU
CASTRO DUQUE .y/o JUAN PABLO CADENA PABLO CADENA SARMIE
SARMIENTOQ y/o BEATRIZ JARAMILLO S. JARAMILLO S.
demiciliade(s) en |a Carrara 7 No. 16-56 Piso 9, mis domvicilad in Carrera 7 No.
{nuestrosl  apoderados en Colombia, con facultades attorney|s} in fact, with powens:
-para recibir notificaciones vy dasignar apoderados and 1o designate judicial and e
judiciales o extrajudiciaias. '
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| FRIM Y BRIGARD Y CASTRO PHONE MG,

CERTIFICADO NOTARIAL {SOCIEDAD]

Hoy . de . - de
pargonatmente comparecié ante m!

a guien conozco, y da gquien me consta gue firmd ol
anterior documento, debidemente juramentade declard
y dijo que &l es

ce
Sociedad legalmante constituida pera un pericdo de

duracién gue aun no ha tarminade; que_ei declarante
¢s1é autérizado por dicha compafis para ‘conferir eate

poder; que el sello estampade por €l 8l pie de tal podsr, .

en nombre y represantacién de [a expresada compaiifa,
es al sello oficial de slla; y que el objeto para el cual se
confiere este instrumento astd comprendido dentro del
ce la sociedad.

€1 suscrito Notario hace constar gue tuvo 2 (2 vista las
pruabas de (a existencia de la sociedad,

Estade de
con facha

v que quien confiara el presents poder es su
representanta.

R e LT C e e e e - i e

Notario Pdbiico {ssllo}

"CERTIFICADO NOTARIAL
PERSONA NATURAL

Hoy de ' de , comparecidleron)
ante mi .

a quien (es) conozco y me consta gue esison] lais)
personals) firmantais) del documento que precede y
quienies] daclara(n} que otargan el mismo para lg
fines y propdsites que en dl se expresan.

otary Public, State of New York

COUWCom

LEGALIZATION BY ME&J‘H% 1‘17

T 38E2V00 -~ KT, 29 2081 YllilerM Ha

NOTARIAL CERTIFICATE {CORPORATION)

1. L P

on wis LT 29 Mgay of of
persanally appearad before me

FEQ” MPS .

to me xnown, an owrgtToHRe 10 gﬂthe person who
signed the foregoing instrumant who being by ma duly
swarn did depose and say that ha {she} is the

"~ VICE PRESIDENT &
of ASSOCIATE GENERAL COUNSEL
TRADEMARK

COLGATE-PALMOLIVE COMPANY

Which is legaily constitited for a term not yet expired,
that deponent is authorized by said Company to confer
this Power of Attormey: that the saal affixed hereunto
by the deponent in the name and on bzhaif of caid
Corporation is the corporate seal thereof; and that the
purpose for which this instrument is geented is
included within the corporate purpose of company.

The undersigned Notary Pﬁblic attests that he has seen
the documents that- prove the_existence of the
company.

State of Delaware
under date of May 13, 1997

and that he (gadf wha grants the presen
attarney is it Hapresentatwe L

ROSIE S: DIZON

No. 31_4gﬂQTRRIAL CERTIFICATE'
lified in New YoMACBBAtPERSON
sion Expires Aug. 15, 2002

Cn thismT 29 day of . of

personally appeared before me
SCOTT £ THOMPSON

whe istare! known 1o me and who | angsﬁ,g;,ecmed

DIZO
ROSIE S New York

Qualified in New York County
Commission Expmas Aug. 15,2



APOSTILLE -

(Convencidn de La Haya del 5 de Octubre de 1961)

. Pais: ESTADOS UNIDOS DE AMERICA
Este documento publico

. ha sido firmado por Norman Goodman
. actuando en capacidad de Oficial del Condado

. lleva el sello/timbre del condado de New York

| CERTIFICADO

. en New York, New York _ 6. el 30 de Octubre de 2001

: por Secretario de Estado Encargadlo Especial, Estado de New York |

NG NYCG:9786540B - — - i e e i e e b
. SellofTimbre‘ _ 10. Firma

e -~ - (Firma) .

Aquil M. Qureshl :
Secretario de Estado Encargado Especial
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TRADUCCION SIMPL E AL ESPANOL del Certn"cado Notarial y el la apostllla gue vienen

Junto con el poder dado por Colgate-Palmolive: Company, a Delaware, Corporahon
domiciliada en 300 Park Avenue, New York, New York, Estados Unidos de América a
Ramiro Castro Duque y/o Juan Pablo Cadena Sarmiento y/o Beatriz Jaramillo S.
dom‘iciii'ac‘ios en la Carrera 7 # 16'-56 P. 9, Bogota.

Certificado Notarial

Estado de New York ) 252373
) ss.
Condado de New York )

Yo, NORMAN GOODMAN, Oficial del Condado y Oficial de la Corte
Suprema del Estado de New York, en y para el Condado de New York, un Tribunal
de Registros, que tiene un sello por ley.

- CERTIFICO POR MEDIO DE LA PRESENTE de acuerdo con la Ley
Ejecutiva del Estado de New York, que

Rosie S. Dizon : o

cuyo nombre esta suscrito al acta notaral, deposicién, certificado de
reconocimiento o prueba, era al momento de tomar el mismo NOTARIO PUBLICO
en y para el Estado de New York debidamente comisionado, juramentado vy

calificado para actuar como tal; que ‘'de acuerdo con la ley, una comisién o un -

certificado de este caracter oficial, con su firma autégrafa ha sido presentada en

mi-oficina;- que al momento.de.tomar tal prueba, reconocimiento o- juramento;.- -

estaba debidamente autorizado para tomar el mismo; que estoy bien familiarizado
con la escritura de tal NOTARIO PUBLICO o he comparado la firma en el

instrumento anexo con la firma autégrafa depositada en mi oficina, y creo que tal
fiema es genuina. o
COMOlTESTIGO DE LO MISMO he fijado al presente mi frrna t mi sello

oficial este
30 de Octubre de 2001
TARIFA PAGADA $3.00

(Firma)
Oficial del Condado y Oficial de la Corte Suprema, Condado de New York
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REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Bogota,
2020

Doctoria)

CADENA SARMIENTO JUAN PABLO
Apoderado(a) y/o Representante de
COLGATE PALMOLIVE COMPANY

REFERENCIA Radicacién No. 5 87775
: Solicitud internacional UsS2004/003944
Fecha inicio fase nacional 10/09/2005
Tramite 11
Evento 378
Actuacién i 430 1 ﬂ 6 5 0

Qficio Ho.

Como resgsultado del examen de forma, realizado con fundamento en el articulo 38 de
la Decisibn 486 de la Comigién de la Comunidad Andina, articulo 27 del Tratado de
Cooperacién en Materia de Patentes (PCT), regla 51 bis del Reglamento y Circular
Unica de la Superintendencia de Industria y Comercio, se le comunica que:

1. La solicitud no contiene la copia del documento en que consta la cesidn del
derechc a la patente del inventor al solicitante o a su causante. (Art. 26-k)
Decigidén 486.

En cumplimiente de lo dispuesto por el articulo 39 de la Decisgidn 486, se le
requiere para que dentro del término de dos meses siguientes a la fecha de
notificacién del presente oficio, complete los requisitos anteriormente enunciados.
En caso de no dar cumplimiento al presente requerimiento, la solicitud se
considerara abandonada y perderda su prelacién.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal
e), del capitulo quinto del titulo primerc de la Circular Unica No.10 de 2001.

v

PEDES DE VERGEL
Jefe de la difisidn de Nuevas Creaciones

El anterior requerimiento fue notificado por fijacién en lista de
fecha 8. -



