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TITLE OF THE INVENTION
ORAL COMPOSITION CONTAINING MORIN

CROSS-REFERENCE TO RELATED APPLICATIONS
(0001) This application claims priority to U.S. Patent Application No. [1/256,784 filed
October 24, 2005, which is incorporated herein by reference. |
BACKGROUND OF THE INVENTION
[0002)  Periodontal disease is inflammation of some or all of the tooth's support structures
such as gingiva, cementum, pericdontal ligament, and alveolar bone, The inflammation which
generally results from infection of bacteria destroys the attachment fibers and supporting bone
that hold the teeth in the mouth, leading to loss of teeth. Gingivitis and periodontitis are the most
common periodontal diseases.
{0003]  Among various factors causing periodontal diseases, oxidative cell damage is
increasingly recognized as u source of tissue damage in the host dnd leads to inflammation.
Oxidative free radicals are used by the body as defense systems against antigen attacks.
However, when the response by the host is uncontrolled it Jeads to damage to tissues of the host
such as seen in oral gingivitis. Thercfore, an antj-oxidant that may suppress oxidative free
radicals may provide a beneficial effect in mitigating inflammation processes of dental-related
diseases.
(0004} Dentifrices comprising an effective amount of a stannous compound capable of
yielding stannous ions upon association with water, and an effective amount of a compound that
is a radical inhibitor capable of reducing or preventing the conversion of the stannous ions in the
dentifrice composition into stannic ions, wherein the antioxidant is morin, However, this
publication docs not disclose use of an antibacterial enhancing agent in a dentifrice to prevent or
reduce an inflammatory process. |
BRIEF SUMMARY OF THE INVENTION
{0005) In accordance with the present invention, there is provided an oral composition

consisting essentially of an anti-oxidative effective amount of morin and a water-humectant

phase.
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'[0006]  There is also provided an oral composition with stability _and anti-oxidative efficacy,
wherein the composition comprises morin, a fluoride jon source, an antibacterial enhancing agent
and a water-humectant phase containing a solubilizing agent.

[0007)  There is further provided an oral composition with stability and anti-oxidative
efficacy, wherein the composition comprises morin, one or more antibacterial agents, an
antibacterial enhanéing agent and a water-humectant phase containing a solubilizing agent.
[0008] In accordance with another aspect of the present invention, there is provided-a method
of preventing or rcducihg inflammatory process, wherein the method comprises administering to
the oral cavity of human or animal subject, an effective amount of a composition consisting
essentially of morin and a water-humectant phase.
[0009]  There is further provided a method of preventing or reducing inflammatory brocess.
wherein the method comprises administering to the oral cavity of human or animal subject an
effective amount of a composition cofnprising morin, a water-humectant phase, one or more
antibacterial agents, an antibacterial enhancing agent, and a fluoride ion source.
[00i0] In one embodiment, there is further provided a method of preventing or reducing
inflammatory process, wherein the method comprises administering to the oral cavity of human
or animal subject an effective amount of a composition comprising morin, a water-humectant
phase, one or more antibacterial agents, a fluoride ion source, and an antibacterial enhancing
agent. ' .
BRIEF DESCRIPTION OF THE DRAWINGS

[0011] FIG. 1 is a graph showing anti-oxidant activity of a simple solution containing morin.
{0012) FIG. 2 is a graph showing comparative data for anti-oxidant activity of control,
placebo, compositions containing morin, ahd a composition containing vitamin E.

DETAILED DESCRIPTION OF THE INVENTION
[0013]  The present invention arises from a finding that a composition of oral care vehicles
contalning morin exhibits stability and anti-oxidative efficacy, Also, it is found that morin
exhibits an additive effect when combined with a broad spectrum antibacterial such as triclosan.
[0014] An oral composition in accordance with the present invention comprises morin as
anti-oxidant. Morin (2°,3.4°,5,7-pentahydroxyflavone) is a phenolic compound belonging to the
group of flavenoid plant dyes and has the following structure:
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[0015]  In one embodiment, un oral composition consists essentially of morin and a water-
humectant phase. The oral composition containing morin is useful to alleviale fissue damage
caused by oxidarive free radiculs. In another embodiment, an oral composition comprises morin,
a water-humectant phase, and other ingredients effective to Kill bacteria or 0 reduce
inflammaiory processes. Merin, can be combined with other therapentic agents to broaden or
strengthen oral hygiene efficacy of an oral composition. For example, when comnbined with an
anti-caries agent, oo oral composition containing morin and the anti-caries agent can be utilized
for dual purposes, .4, treating tooth decay and petiodontal disease.

{0016) Other therapeutic agents include, but are not limited to, anticaries agents and
antibacterial agents, and antibactenial enhancing agents. Though any known therspeutic agents
can be used together with morin, it may be preferable i combine fluoride sources and/or

triclosan with morin,

{0017] Marin is added to oral compositions in an effective amount to, thereby preventing or -

reating aral inflammatory diseases, Morin may be present at amount of about 0.1% 1o ahout

30%, preferably, about 0.5% to about 10% by weight of the oral compaosition,

{00181  An oral composition in accordance with the present invention may confain cne or

more antibacterial agents in addition to merin, Addition of antibacterial agents may enhance or
broaden antibacterial efficacy of the dentifrice mmpos-itian. Such antibactetial agents inciude
nion-cationic antibacterial agents which are based on phenolic or hisphenolic compounds, such as
halogenated dipheny! ethers such as triclosan 2.4.4'-uichiorn-2’-bydwozydiphenyl ether), Other
usefil] antibacterial agents are, for example. arginate esters, or salis, cetyl pyrinidium salts,
phenolic antibacterial compounds (menthol, magonal, honokiol}.

[0019] Preferably, wiclosan can be used together with morie to strengthen ami-oxidative
efficacy and to broaden anribacterial activity of an oral formulation, An oral compesiﬁan
comprising movia and triclosan may not oaly sippress inflammatory processes by anti-oxidative

activity of the composition but also kill pathogens causing deatal-related diseases,

i
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[0025] When present, the anionic polycarboxylate is employed in amounts effective to
achieve the desired enhancement of the efficacy of any _aritibactcrial. antitartar or other active
agent within the oral compésition. ‘

[0026)  Orally-acceptable vehicles used to prepare dentifrice compositions of the present
invention include a water-phase, containing a humectant therein. The humecctant is preferably
glycerin, sorbitol, xylitol, dipropylene glycol, methyl celloselve, cthyl cellosolve, olive oil,
castor oil, amy! acetate, cthy! acetate, glyceryl tristearate and benzyl benzoate and/or propylene
glycol: buy, gther humectants and mixtures thereof may also be employed.

[0027]  in the preparation of a dentifrice composition, abrasives which may be used in the
practice of the present invention include silica abrasives such as precipitated silicas having a
mean particle size of up to about 20 microns, such as ZEODENT® 115, marketed by J. M.
Huber. Oﬁher uscful dentifrice abrasives include sodium mctaphosphate, potassium
'metaphosphme, tricalcium phosphate, dihydrated dicalcium phosphate, aluminum silicate,
calcined slumina, bentonite and other siliceous materials, and combinations thereof.

(0028] Thickeners used in the dentifrice compositions of the present invention include
natural and synthetic gums and colloids. Thickeners compatible with the present composition
include cellulose thickeners such as carboxymethyl cellulose, hyroxyalkyl celluloses such as
hydroxypropyl cellulose hydroxyethy! cellulose, gums such as xanthan gum, polyglycols of
varying molecular weights sold under the tradename Polyox and polyethylene glycol. Inorganic
thickeners which may be used in the practice of the present invention include amorphous silica
compounds such as colloidal silicas compounds available under the trade designation CAB-O-
SIL® manufactured by Cabot Corporation and distributed by Lenape Chemical, Bound Brook,
N.J.: ZEODENT® 155 from J. M. Huber Chemicals Division, Havre de Grace, Md. 21078: and
SYLODENT® 15, available from Davison Chemical Division-of W. R. Grace Corporation,
Baltimore, Md. 21203. Other inorganic thickeners include natural and synthetic clays. lithium
magnesium silicate and magnesium aluminum silicate,

[0029] Surfactants are used in the oral compositions of the present invention to achieve
increased prophylactic action and render the compositions more cosmetically acceptable. The
surfactant is preferably a detersive material which imparts 10 the composition detersive and
foaming properties.

\ ¥
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[0030]  The oral composition of the present invention may also contain flavoring agents
and/or breath freshening antiplaque actives. Flavoring agents which are used in the practice of
the present invention include essential oils as well as various flavoring aldehydes, esters,
alcohols, and similar materials. Examples of the essential oils include oils of spearmint,
peppermint, wintergreen, sassafras. clove, sage, eucalyptus, marjoram, cionamon, lemon, lime,
grapefruit, and orange. Also useful are such chemicals as menthol, carvone, and anethole. Of
these, the most commonly employed are the oils of peppermint and spearmint.

[0031] The sweetener content will normally be that of an artificial or synthetic sweetcner
{non-sugar).

[0032] Various other materials may be incorporated in the oral compositions of this
invention, including desensitizers, such as potassium nitrate; whitening agents, such as hydrogen
peroxide, calcium peroxide and urea peroxide; preservatives; silicones; and chlorophyll
compounds. These additives, when present, are incorporated in the oral compositions' of the
present invention in amounts which do not substantially adversely affect the properties and
characteristics desired.

[0033] In one embodiment, an oral composition containing morin can be used in a method to
prevent or treat demtal-related disenses, particularly gingivitis and/or periodontitis, by
administering to the oral cavity of human or animal the composition. The method using a morin
composition is especially useful to prevent or tréat dental inflammatory diseases such as
gingivitis and periodontitis since the present dentifrice compositions have superior anti-oxidative
efficacy. To broaden the scope of target disease to be treated, one or more other therapeutic
agents can be added to the morin composition. For cxample, a composition comprising morin
and an anti-caries agent can be used in a method to prevent or treat tooth decay, gingivitis, and
periodontitis. Preferably, the dentifrice composition to be administered may contain vne or more
conventional antibacterial agents such as triclosan, fluoride, an arginate ester, solbrol and cetyl
pyrinidium salis. An oral compesition containing morin to be used for the method may be
prepared by suitably mixing other ingredients as mentioned above,

[0034] For effective treatment of dental-related discase, morin may be adininistered to the
oral cavity of human or animal in amount of about 10 ppm to about 10,000 ppm, preferably,

about 100 ppm to about 5,000 ppm. And a therapeutic agent used together with morin may be

\L-
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administered to human or animal in amount of about 10 ppm to about 10,000 ppm. preferably,
about 100 ppm to about 5,000 ppm. :

[0035]  The oral composition to be used in the method can be further processed to different
types of final products so as to meet consumer needs. For example, the composition to be
‘administered to human or animal may be in a form selected from pet treats, toys. breath strips,
mouthwash, toothpaste, liquid whi!enér, chewing gum, bead, chew, and lozenge. |
[0036]  The invention is further iltustrated but not limited by the following Examples.

Variations of the following examples arc possible without departing from the scope of the

invention.

EXAMPLES

Example 1 .

[0037]  ‘The anti-oxidant efficacy of morin in simple solutions was tested using the LPO-CC
Kamiya Bioscience kit which is a spectroscopy-bascd assay that measures the amount of
methylene blue pfoduced. Reaction processes in the kit used can be summarized as follows.
Cumene hydroperoxide (CHO) is combined with an enzyme mixture of ascorbic oxidase and
lipoprotein lipase in order to produce lipid peroxide. Samples and standards are then combined
with a second reagent containing methyl carbamate (MCDP) and hemoglobin. In the presence of
hernoglobin, lipid peroxides are canverted to lipid alcohols which in turn convert the MCDP to
methylene blue that can be read at 674nm. This translates to decreased color intensity which is
measurcd by spectroscopy at 674nm. If the active is an anti-oxidant, it should drop the optical
density reading from that which was taken from the standard curve. In other words, the lower the
optical density reading the better the anti-oxidant efficacy.

[0038) A si;lmp]e composition containing 1.0% by weight of morin was tested by the kit
above and compared with a simple composition contairing 1.0% by weight of vitamin E. Fig, 1
illustrates ‘the result of the experiment. As shown in Fig. 1, morin cxhibited anti-oxidative
efficacy as good as positive contro! vitamin E.

Example 2

[0039]  Anti-oxidant efficacy of oral compositions containing morin was tested, using the

LPO-CC Kamiya Bioscicnce kit. A dentifrice base was prepared using the ingredients listed in
Table 1 below:

\5
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TABLEI
Ingredients Weight (2)
Water 16.3
Sodium saccharin 03
Sodium fluoride 0.2
Glycerin (99.3%) 20.0
Sodium carboxymethyl cellulose 1.1
[ota carrageenan 0.4
Titanium dioxide 0.5
Sorbitol non-browning (70%) 209
GANTREZ® §-97 (15%) 15.0
Sodium hydroxide (50%) 1.2
ZEODENT® 115 20.0
ZEODENT® 165 1.5
Active 0.1
Flavor 1.0
Sodium lauryl sulfate powder 1.5
TOTAL 100.0

PCT/US2006/060175 \ \’s

[0040]  Three types of oral compasitions, Compositions A, B, and C, were formulated based

upon the common dentifrice base prepared above. Composition A was formulated to contain

0.3% morin, 1.0% flavor, 1.5% sodium lauryl sulfate powdcr. 1.5% Zcodent 165, 20.0%

Zeodent 115, and 75.4% dentifrice basc. Composition B was formulated to contain 0.3%

triclosan, in addition to the ingredients of composition A. Composition C is similar 10

composition A except that it employed 0.3% vitamin E as anti-oxidative agent instead of morin,

The components of the compositions used in 8 comparative experiment are summarized in the

chart below:
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TABLE [1

B - Weight (%)
Composﬁion No. Placebo A B C

" Ingredients -
Triclosan - - 0.3 -
Morin - 0.3 03 -
Vitamin E - - - 0.3

* Flavor 1.0 1.0 1.0 1.0
Sodium lauryl suifate powder 1.5 1.5 1.5 1.5
ZEODENT® 165 1.5 L.5 .5 1.5
ZEODENT® 115 20 20.0 20.0 200
Dentifrice base 76 75.7 75.4 75.7
TOTAL 100.0 100.0 100,0 100.0

(00411  Anti-oxidative efficacy of each composition was evaluated with the same protocol as
used in Example 1. Fig. 2 shows the anti-oxidalive efficacy of the compositions. Composition A
containing morin, only, as anti-oxidant, exhibited anti-oxidant efficacy weil over the control
paste (ptacebo). Furthermore, composition A was shown 1o be superior to composition C
containing vitamin E in terms of anti-oxidative efficacy. In addition, composition B comprising
morin and triclosan was found to have slightly stranger anti-axidative efficacy than composition
A

[0042]  Although the invention has been described with reference to specific examples, it will
be apparent to ane skilled in the art that various modifications may be made thereto which fall

within its scope.

IS
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We claim:
1. An oral composition consisting essentially of an anti-oxidative effective amount of morin

and a water-humectant phase containing a solubilizing agent.

2. The oral composition of claim 1, wherein the morin is prescnt at amount of about 0.001% to
about 30% by weight.

3. The oral composition of claim 1, wherein the solubilizing agent is selected from the group
consisting of propylcne glycol, dipropylene glycol, methyl cellosolve, ethyl cellosolve, olive

oil, castor oil, amyl acctate, ethyl acetate, glyceryl tristearate and benzyl benzoate.
4, An oral composition comprising an anti-oxidative effective amount of morin, a fluoride ion
source, an antibacterial enhancing agent and 2 water-humectant phase containing a

solubilizing agent,

5. The oral composition of claim 4, wherein the morin is present at amount of about .01% to
about 30% by weight.

6. The oral composition of claim 4, wherein the solubilizing agent is selected from the group

cansisting of propylene glycol, dipropylene glycol, methyl cellosolve, ethyl cellosolve, olive .

oil, castor oil, amyl acetate, ethyl acetate, glyceryl tristearate and benzyl benzoate.

7. The oral composition of claim 4, wherein a fluoride ion source is selected from the group
consisting of sodium fluoride, potassium fluoride, ammonium fluoride, calcium fluoride,

cuprous fluoride, zinc fluoride, stannous fluoride, and barjum fluoride.
8. The oral composition of claim 4, wherein the oral composition further comprises an

ingredient sefected from the group consisting of a polishing agent, a surfactant, a flavoring

agent, and a sweetener,

10
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9. An oral composition with stability and anti-oxidative efficacy, the composition comprising
morin, one or more antibacterial agents, an antibacterial enhancing agent, and a water-

"humectant phase containing a solubilizing agent.

10. The oral composition of claim 9, whercin the solubilizing agent is selected from the group
consisting of propylene glycol, dipropylene glycal, methyl cellosolve, ethyl cellosolve, alive

oil, castor oil, amyl acetate, ethyl acetate, glyceryl ristearate and benzy! benzoate.

11, The oral composition of claim 9, whesein the therapeutic agent is selected from the group
consisting of herbs, moisturizers, whitening, anti-attachment agents, triclosan, an arginate

ester, solbrol and cetyl pyrinidium salts.

12. The oral composition of claim 9, wherein the oral composition further comprises a fluoride

ion source.

13. The oral composition of claim 12, wherein a fluoride ion source is selected from the group
consisting of sodium fluoride, potassium fluoride, ammonium fluoride, calcium fluoride,

cuprous fluoride, zine fluoride, stannous fluoride, and barium fluoride.

14. The oral composition of claim 1, whercin the oral composition further compriscs an

ingredient selected from the group consisting of a polishing agent, a surfactant, a flavoring
agent, and a sweetener.

15. An oral care article-of-manufacture consisting essentially of an anti-oxidative effective
amount of morin and a water-humectant phase, wherein the oral care article is in a form
selected from the group consisting of mouthwash, oral strip, toathpaste, liquid whitener,

chewing gum, bead. chew, lozenge and spray.

16, The oral care article-of-manufacture of claim 15, wherein the oral care atnticle-of-manufacture

further comprises one or more antibacterial agents, a fluoride ion source, and an antibacterial

enhancing agent.

11




17.

18.

19.

20.

21,

22.

WO 2007/051098 PCT/US2006/060175

A method of preventing or reducing an inflammatory proccss, comprising administering to
the oral cavity of human or animal subject an anti-oxidative effective amount of a

composition consisting essentially of morin and a water-humectant phase.

The method of claim 17, wherein morin is provided in amount of about 10 ppm to about
10,000 ppm. '

A method of preventing or treating a demtal-related disease, comprising administering to the
oral cavity of buman or animal subject an anti-oxidative effective amount of a compaosition
comprising morin, a waler-humectant phase, an antibacterial agent, an antibacterial

enhancing agent, and a fluoridc ion source.

The method of claim 19, wherein morin is provided in amount of about 100 ppm to about
3.000 ppm.

The method of claim 17 or 19, wherein the method is used to prevent or treat gingivitis or

periodontitis.

The method of claim 17 or 19, wherein the composition is provided in a form selected from

the group consisting of mouthwash, oral strip, toothpaste, liquid whiteper, chewing gum,
bead, chew, lozenge, pet treats and toys, and spray.
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{57) Resumen: La presente invencién se relaciona con una composicion oral atil para reducir procesos
inflamatorios. Mas especificamente, la invencion $e relaciona con una composicion que consiste esencialmente
de una cantidad antioxidante efectiva de morina y una fase hidro humectante, y con una composicién que
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humectante. En una realizacion, la composicion se utiliza en un meétodo para prevenir o tratar enfermedades
dentales inflamatorias, tales como la gingivitis y Ia periodontitis.
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TITULO DE LA INVENCION
COMPOSICION ORAL QUE CONTIENE MORINA

ANTECENDENTES DE LA INVENCION

La enfermedad periodontal es la inflamacion de a'lgunas 0 todas las estructuras de
soporte de los dientes tales como encias, cemento, ligamento periodontal y hueso alveolar. La
inflamacién que suele ser consecuencia de 1a infeccion de bacterias destruye las fibras de
union y el hueso de soporte que mantiene los dientes en la boca, provocando la pérdida de
dientes. La gingivitis y la pericdontitis son las enfermedades periodontales més comunes.

Entre los diversos factores que causan enfermedades periodontales, el dafio celular
oxidativo se reconoce cada vez mas como fuente de dario tisular en el huésped y conduce a la
inflamacion. Los radicales libres oxidativos son utilizados por el cuerpo como sistemas de
defensa contra ataques antigenos. Sin embargo, cuando la respuesta por parte del huésped no
es controlada, se produce el dafio tisular del huésped como se observa en la gingivitis oral. Por
lo tanto, un antioxidante que pueda suprimir radicales libres oxidativos puede proporcionar un
efecto beneficioso para mitigar los procesos inflamatorios de enfermedades dentales.

Dentifricos que comprenden una cantidad efectiva de un compuesto estafioso capaz de
liberar iones estafiosos al asociarse con agua, y una cantidad efectiva de un compuesto que es
un inhibidor de radicales capaz de reducir o prevenir la conversion de los iones estafiosos en la

composicion dentifrica en iones estanices, donde el antioxidante es morina. No obstante, esta

publicacién no revela el uso de un agente mejorador antibacteriano en un dentifrico para

prevenir o reducir un proceso inflamatorio.
BREVE RESUMEN DE LA INVENCION

De acuerdo con la presenie invencion, se proporciona una composicion oral que
consiste esencialmente de una cantidad antioxidante efectiva de morina y una fase hidro
humectante.

También se proporciona una composiciéon oral con estabilidad y eficacia antioxidante,
donde la composicion comprende morina, una fuente de iones de fluoruro, un agente
mejorador antibacteriano y una fase hidro humectante que contiene un agente solubilizante.

Se proporciona ademas una composicién oral con estabilidad y eficacia antioxidante,
donde la composicion comprende morina, uno o mas agentes antibacterianos, un agente
mejorador antibacteriano y una fase hidro humectante que contiene un agente solubilizante.

De acuerdo con otro aspecto de la presente invencién, se proporciona un método para
prevenir o reducir el proceso inflamatorio, donde el métado comprende administrar a la cavidad
oral de un sujeto humano o animal una cantidad efectiva de una composicién que consiste
esencialmente de morina y una fase hidro humectante.
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Se proporciona ademas un método para prevenir o reducir el proceso inflamatorio,
donde el método comprende administrar a la cavidad orai de un sujeto humano o animal una
cantidad efectiva de una composicidn que comprende morina, una fase hidro humectante, uno
o mas agentes antibacterianos, un agente mejorador antibacteriano y una fuente de iones de
fluoruro.

En una realizacidn, también se proporciona un métedo para prevenir o reducir el
proceso inflamatorio, donde el método comprende administrar a la cavidad orat de un sujeto
humano o animal una cantidad efectiva de una composiciOn quée comprende morina, una fase
hidro humectante, uno 0 mas agentes antibacterianos, una fuente de iones de fluorurc y un
agente mejorador antibacteriano.

BREVE DESCRIPCION DE LOS DIBUJOS

La Figura 1 es un grafico que muesira la actividad antioxidante de una solucidon simple
que contiene morina.

La Figura 2 es un grafico que muestra datos comparativos para la actividad antioxidante
de control, placebo, composiciones que contienen morina y una composicion que contiene
vitamina E.

DESCRIPCION DETALLADA DE LA INVENCION

La presente invencion surge del descubrimiento de gque una composicion de vehiculos
para el cuidado oral que contiene morina exhibe estabilidad y eficacia antioxidante. Ademas, se
descubrié que la morina exhibe un efecto aditivo cuando se combina con un agente
anlibacteriano de amplio espectro como friclosan,

Una composicidn oral de acuerdo con la presente invencion comprende morina como
antioxidante. La morina (2', 3,4’, 5,7-pentahidroxiflavona) es un compuesto fendlico que
pertenece al grupo de pigmentos vegetales flavonoides y tiene la siguiente estructura:

En una realizacion, una composicion oral consiste esencialmente de morina y una fase
hidro humectante. La composicién oral que contiene morina es Util para aliviar el dafio tisular
causado por radicales libres oxidatives. En otra realizacion, una composicion oral comprende
morina, una fase hidro humectante y otros ingredientes eficaces para matar bacterias o-para
reducir procesos inflamatorios. La morina puede combinarse con otros agentes terapéuticos
para ampliar o reforzar la eficacia de la higiene oral de una composicidén oral. Por ejemplo,
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potasio, fluarisilicato de sodio, monofluorurofosfato de sodio (MFP) y fluorosilicato de amonio.

Ademas de los compuestos de fluoruro, también pueden incluirse en las composiciones
orales de la presente invencion agentes antisarro tales como sales de pirofosfato incluyendo
sales de pirofosfato de metal dialcalino y tetraalcalino tales como Na,P;0;, KiP,0;, NazK,P,0;,
NazH,P.0; v KyH:P,0;, polifosfatos tales como tripolifosfato de sodio, hexametafosfato de
sodio y fosfatos ciclicos tales como tripolifosfato de sodio trimetafosfato de sodio.

También pueden utilizarse policarboxilatos anidnicos sintéticos en las composiciones
orales de la presente invencidn como agente mejorador de 'a eficacia para fa morina, para
cualquier agente antibacteriano, antisarro u otro agente activo dentro de la composicién
dentifrica. Dichos policarboxilatos anidnicos generalmente se utilizan en la forma de sus acidos
libres o sales de rnejal alcalino hidrosolubles preferentemente parcial o mas preferentemente
completamente neutralizadas (por ejemplo, potasio y preferentemente sodio) ¢ sales de
amonio. Se prefieren copolimeros 1:4 a 4:1 de anhidrido maleico o 4cido con otro mbnc':mero
etilénicamente insaturado polimerizable, preferentemente metilvinil éter/anhidrido maleico con
un peso molecular (PM) de alrededor de 30.000 a airededor de 1.800.000, y mas
preferentemente de alrededor de 30.000 a alrededor de 700.000. Ejemplos de estos
copolimeros estan disponibles en GAF Corporation bajo el nombre comercial GANTREZ®, por
ejempio, AN 139 (PM 500.000), AN 119 (PM 250.000); S-97 Grado Farmacéutico (PM
700.000), AN 169 (PM 1.200.000-1.800.000) y AN 179 (PM mas de 1.800.000).

Cuando esta presente, el policarboxilato anionico se emplea en cantidades eficaces
para lograr el refuerzo deseado de 'a eficacia de cualquier agente antibacteriano, antisarro u
otro agente activo dentro de {a composicion oral.

Los vehiculos oralmente aceptados utilizados para preparar composiciones dentifricas
de la presente invencién incluyen una fase de agua, que contiene un humectante. El
, humectante es preferentemente glicerina, sorbitol, xilitol, dipropilen glico!, metilglicol, etilglicol,
aceite de oliva, aceite de castor, amil acetato, elil acetato, gliceril tristearato y bencit benzoato
y/o propilen glicol; pero también pueden utilizarse otros humectantes y mezclas de los mismos.
' En la preparacion de una composicion dentifrica, los abrasivos que pueden utilizarse en
la practica de la presente invencion incluyen abrasivos de silice tales como silices precipitados
que tienen un tamafio de particula promedio de hasta alrededor de 30 micrones, tales como
ZEODENT® 115, comercializado por J. M. Huber. Otros abrasivos dentifricos dtiles incluyen
metafosfato de sodio, metafosfato de potasio, fosfato tricalcico, fosfato dicalcico deshidratado,
silicato de aluminio, alimina calcinada, bentonita y otros materiales siliceos y combinaciones
de los mismos.

Los espesantes utilizados en las composiciones dentifricas de la presente invencién
incluyen coloides y gomas naturales y sintéticas. Los espesantes compatibles con la presente
compasicion ihcluyen espesantes de celulosa tales como carboximetil celulosa, hidroxialquil
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celulosas tales como hidroxipropil celulosa hidroetil celulosa, gomas como goma xantan,
poliglicoles de diferentes pesos molecutares comercializados bajo el nombre Polyox y polietilen
glicol. Los espesantes incrganicos que pueden utilizarse en la practica de la presente invencion
incluyen compuestos de silice amorfos tales como compuestos de silice coloidales disponibles
bajb la designacion comercial CAB-O-SIL® fabricados por Cabot Corporation y distribuidos por
Lenape Chemical, Bound Brook, N.J.; ZEODENT® 165 de J. M. Huber Chemicals Division,
Havre de Grace, Md. 21078; y SYLODENT® 15, disponible en Davison Chemical Division de
W. R. Grace Corporation, Baltimore, Md. 21203. Otros espesantes inorganicos incluyen arcillas
naturales y siniéﬁcas, silicato de magnesio y litio y silicato de aluminio y magnesio.

Los surfactantes se utilizan en las composiciones orales de la presente invencion para
lograr una mayor accion profilactica y hacer que las composiciones sean mas cosmélicamente
aceptables. E! surfactante es preferentemente un material detersivo que imparte a la
composicion propiedades detersivas y espumantes.

La composicion oral de la presente invencidn también puede contener agentes
saborizantes y/o activos antiplaca refrescantes del aliento. Los agentes saborizantes que se
utilizan en la practica de la presente invencion incluyen aceiles esenciales como también
diversos aldehidos, ésteres, alcoholes y materiales saborizantes similares. Los ejemplos de
aceites esenciales incluyen aceiles de menta verde, menta, gaulteria, sasafras, clavo de olor,
salvia, eucalipto, méjorana, canela, limon, lima, uva y narénja. También son Utiles los quimicos
como mentol, carvona y anetol. De estos, los que se ehwplean mas comunmente son los
aceites de menta y menta verde. ‘

E! contenido de enduizante normalmente es el de un endulzante artificial o sintético (no
azucar).

Pueden incorporarse diversos ofros materiales en las composiciones orales de esta
invencion, incluyendo desensibilizadores, tales como nitrato de po'tasio; agentes
blanqueadores, tales como peréxido de hidrogeno, peréxido de calcio y peroxido de urea;
conservantes; siliconas y compuestos clorofilicos. Estos aditivos, cuando estan presentes, se
incorporan en las composiciones orales de la presente invencion en cantidades que no afectan
sustancialmente de manera adversa las propiedades y caracteristicas deseadas.

En una realizacién, una composicién oral gue contiene morina puede ulilizarse en un
método para prevenir o tratar enfermedades dentales relacionadas, en particuiar la gingivitis
y/o periodontitis, administrando a la cavidad oral de un humano o animal la composicion. El
meétodo que utiliza una composicion de morina es especialmente- atil para prevenir o tratar
enfermedades dentales inflamatorias tales como la gingivitis y periodontitis, dado que las
bresentes composiciones dentifricas tienen una eficacia antioxidante superior. A fin de ampliar
el alcance para tratar la enfermedad, pueden agregarse uno o més agentes terapéuticos a la
composicion de morina. Por ejemplo, una composicién que comprende morina y un agente




anticaries puede utilizarse en un método para prevenir o tratar caries, gingivitis y periodontitis.

Preferentemente, la composicion dentifrica que se administre puede contener uno ¢ mas '

agentes antibacterianos convencionales tales como tricloséan, fluoruro, un éster de arginato,
solbrol y sales de cetilpririnidio. Una composicion oral que contieng morina para ser utilizada en
el método puede estar preparada mezciando adecuadamente otros ingredientes como se
menciond antes.

Para el tratamiento efectivo de enfermedades dentales, la morina puede administrarse a
la cavidad oral de un humano ¢ animal en una cantidad de alrededor de 10 ppm a alrededor de
10.000 ppm, preferentemente, alrededor de 100 ppm a alrededor de 5000 ppm. Y el agente
terapéutico utilizado junto con la morina puede administrarse a un humano ¢ animal en una
cantidad de slrededor de 10 ppm a alrededor de 10.000 ppm, preferentemente, airededor de
100 ppm a alrededor de 5000 ppm. .

La composicién oral que se utilizara en el método puede procesarse aun mas para dar
distintos tipos de productos finales a fin de satisfacer las necesidades de los consumidores. Por
ejemplo, [a composicidn que se administrara a humanos o animales puede estar en una forma
seleccionada entre golosinas para mascotas, juguetes, tiras para refrescar el aliento, enjuague
bucal, pasta dental, blanqueador liquido, goma de mascar, peria, cbmprimido masticable y
tableta.

La invencion se ilustra aun mas por medio de los siguientes Ejemplos, que no la limitan.
Es posible realizar variaciones de los siguientes ejemplos sin apartarse del alcance de la
invencion.

EJEMPLOS
Ejemplo 1

La eficacia antioxidante de la morina en soluciones simples se pusa a prueba utilizando
el kit LPO-CC Kamiya Bioscience que es un ensayo basado en espectroscopia que mide la
cantidad de azul de metileno producido. Los procesos de reaccion en el kit utilizado pueden
resumirse del siguiente modo. Se combina hidroperdxido de cumeno (CHO) con un mezcla de
enzimas de oxidasa ascérbica y lipasa de lipoproteina a fin de producir peréxido lipide. Luego
se combinan muestras y estandares con un segundo reactivo que contiene metil carbamato
{(MCDP) y hemoglobina. En presencia de hemoglobina, los perdxidos lipidos se convierien en
alcoholes lipidos que a su vez convierten el MCDP en azul de metileno que puede leerse a
874nm. Eslo se traduce como intensidad de color disminuida que se mide por espectroscopia a
674nm. Si el activo es un antioxidante, debe disminuir la leclura de densidad dptica de la
tomada de la curva estandar. En otras palabras, cuanto més baja sea la lectura de la densidad
optica, mayor es la eficacia antioxidante.

Una composicion simple con 1,0% por peso de morina se puso a prueba con el kit
anterior y se comparé con una composicién simpie con 1,0% por peso de vitamina E. La Figura
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1 ilustra el resultado del experimento. Como se muestra en la Figura 1, la morina exhibic

eficacia antioxidante tan buena como la vitamina E de control positivo.

Ejemplec 2

La eficacia antioxidante de composiciones orales con morina se puse a prueba,

utiizando el kit LPO-CC Kamiya Bioscience. Se preparé una base dentifrica utilizando los

ingredientes enumerados en la Tabla 1 a continuacion:

TABLA!

Ingredientes Peso (g)
Agua 16,3
Sacarina de sodio 0,3
Fluoruro de sodio 0,2
Glicerina (99,5%) 200
Carboximetil celulosa de sodio 1.1
lota carragenano 0.4
Dioxido de titanio 0,5
Sorbitol anti-oscurecimiento (70%) 20,9
GANTREZ® S-97 (15%) 15,0
Hidréxido de sodio (50%) 1,2
ZEODENT® 115 20,0
ZEOQODENT® 165 1.5
Activo 01
Sabor 1.0
Lauril sulfato de sodio en polvo 15
TOTAL 100,0

Se formularon tres tipos de composiciones orales, Composiciones A, B y C, en base a

la base dentifrica comin preparada antes. La Composicién A se formuld para que contenga
0,3% de mor'ina, 1,0% de sabor, 1,5% de lauril sulfato de sodio en polvo, 1,5% de Zeodent 165,
© 20,0% de Zeodent 115 y 75 4% de base dentifrica. La Composicion B se formuld para que
contenga 0,3% de triclosan, ademas de los ingredientes de las Composicién A. La
Composicion C es similar a la Composicién A excepto que emplea 0,3% de vitamina E como
agente antioxidante en vez de morina. Los compgonentes de las composiciones utilizadas en un
experimento comparativo se resumen en el cuadro a continuacion:

TABLA 11

Peso (%)
Composicion Placebo A B C
Inaredientes
Triclosan - - 0,3 -
Moarina - 0,3 0.3 -
Vitamina E - - - 0,3
Sabor 10 - 1,0 1,0 1.0
Lauril sulfate de sodio enpolvo 1,5 1.5 1.5 1.5
ZEODENT® 165 1,5 1.5 1,5 1.5
ZEQODENT® 115 2 20,0 200 20,0



Base dentifrica 76 75,7 75.4 75.7
_TOTAL . 100,0 100,0 100,0 100,0

La eficacia antioxidante de cada composicién se evalud con el mismo protocolo utilizado
en el Ejemplo 1. La Figura 2 muestra la eficacia antioxidante de las composiciones. La
Composicién A que contiene solo morina como antioxidante exhibié eficacia antioxidante muy
por encima de la pasta de control (placebo). Mas aun, la Compaosicion A mostré ser superior
que la Composicion C, que contenia vitamina E, en términos de eficacia antioxidante. Ademas,
se encontré que la Composicién B, que comprendia morina y triclosan, tenia eficacia
antioxidante levemente mas fuerte que la Composicion A.

St bien la invencién fue descripta con referancia a ejemplos especificos, es evidente
para un experto en la técnica que pueden realizarse diversas modificaciones que quedan
dentro del alcance de la invencion.



REIVINDICACIONES

1. Una composicion oral que consiste esencialmente de una cantidad antioxidante efectiva
de morina y una fase hidro humectante que contiene un agente solubilizante.

2. t.a composicion oral de la reivindicacidn 1, donde la morina esta presente en una
cantidad de entre alrededor de 0,001% y alrededor de 30% por peso.

3. La composicion cral de la reivindicacion 1, donde el agente solubilizante se selecciona
del grupo que consiste de propilen glicol, dipropilen glicol, metilglicol, etilglicol, aceite de oliva,
aceite de castor, amil acetato, etil acetato, gliceril tristearato y bencil benzoato.

4, Una composiciéon oral que comprende una cantidad antioxidante efectiva de morina, una
fuente de iones de fluoruro, un agente mejorador antibacterianc y una fase hidro humectante
que contiene un agente solubilizante.

5. La composicion oral de la reivindicacion 4, donde la morina estd presente en una
cantidad de entre alrededor de .01% y alrededor de 30% por peso.

6. La composicion oral de la reivindicacion 4, donde el agente solubilizante se selecciona
del grupo que consiste de propilen glicol, dipropilen glicol, rﬁetilglicol. elilglicol, aceite de ocliva,
aceite de castor, amil acetato, etil acetato, gliceril tristearata y bencil benzoato.

7. La composicién oral de la reivindicacion 4, donde una fuente de iones de fluorure se
selecciona del grupo que cansiste de flueruro de sodio, fluoruro de potasio, fluoruro de amonio,
fluoruro de calcio, flucruro cuproso, fluoruro de zinc, fluoruro estafoso y fluoruro de bario.

8. La composicion oral de la reivindicacion 4, donde la composicién oral comprende
ademas un ingrediente seleccionado del grupo que consiste de un agente pulidor, un
surfactante, un agente saborizante y un endulzante.

9. Una composicién oral con estabilidad y eficacia antioxidante, composicién que
comprende morina, uno 0 méas agentes antibacterianos, un agente mejorador antibacteriano y
una fase hidro humectante que contiene un agente solubilizante.

10. La composicion de la reivindicacion 9, donde el agente solubilizante se selecciona del
grupo que consiste de propilen glicol, dipropilen glicol, metilglicol, etilglicol, aceite de oliva,
aceite de castor, amil acetato, etil acetato, gliceril tristearato y bencil benzoato.

11. La composicion oral de la reivindicacion 9, donde el agenie terapéutico se selecciona
del grupo que consiste de hierbas, humectantes, blanqueadores, agentes anti-adhesion,
triclosan, un éster de arginato, solbrol y sales de cetilpirinidio.

12. La composiciéon oral de la reivindicacién 9, donde la composicion oral comprende
ademas una fuente de iones de fluoruro.

13, La composicion oral de la reivindicacién 12, donde una fuente de iones de fluoruro se
selecciona del grupo que consiste de fluoruro de sodio, fluoruro de potasio, fluoruro de amonio,

fluoruro de caicio, flucrurd cuproso, fluoruro de zinc, fluoruro estanoso y fluoruro de bario.
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14, La composicion oral de la reivindicaciéon 1, donde la composicion oral comprende
ademas un ingrediente seleccionado del grupo que consiste de un agente pulidor,- un
surfactante, un agente saborizante y un endulzante.

15.  Un producto de fabricacién para el cuidado oral gue censisle esencialmente de una
cantidad antioxidante efectiva de morina y una fase hidro humectante, donde el producto para
el cuidado oral esta en una forma seleccionada del grupe que consiste de enjuague bucal, tira
oral, pasta dental, blanqueador liquido, goma de mascar, perla, comprimido masticable, tableta
o pulverizador.

16.  El producto de fabricacién para el cuidado oral de la reivindicacidon 15, donde el
producto de fabricacion para el cuidado oral comprende ademas uno o mas agentes
antibacterianos, una fuente de iones de fluoruro y un agente mejorador antibacteriano.

17.  Un método para prevenir o reducir un procesc inflamatorio, que comprende administrar
a la cavidad oral de un sujeto humano o animal una cantidad antioxidante efectiva de una
composicién que consiste esencialmente de morina y una fase hidro humectante.

18. El método de la reivindicacién 17, donde la morina esta presente en una cantidad de
entre alrededor de 10 ppm y alrededor de 10.000 ppm.

19. Un método para prevenir o tratar una enfermedad dental, que comprende administrar a
la cavidad oral de un sujeto humano o animal una cantidad antioxidante efectiva de una
composicion que comprende morina, una fase hidro humectante, un agente antibacteriano, un
agente mejorador antibacteriano y una fuente de iones de fluoruro.

20. El método de la reivindicacion 19, donde la morina se proporciona en una cantidad de
entre airededor de 100 ppm y alrededor de 5000 ppm.

21, El método de la reivindicacion 17 6 19, donde e} método se utiliza para prevenir o tratar
la gingivitis o la periodontitis.

22,  El meétodo de la reivindicacion 17 ¢ 19, donde la composicion se proporciona en una
forma seleccionada del grupo que consiste de enjuague bucal, tira ora!, pasta dental,
blanqueador liquido, goma de mascar, perla, comprimido masticable, tableta, golosinas y
Juguetes para mascotas y pulverizador.
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RESUMEN DE LA REVELACION

La presente invencidn se relaciona con una composicion oral util para reducir
procesos inflamatorios. Mas especificamente, la invencion se relaciona con una
composicion que consiste esencialmente de una cantidad antioxidante efectiva de
morina y una fase hidro humectante, y con una composicion que comprende una
cantidad antioxidante efectiva de morina, uno o mas agentes antibacterianos y una
fase hidro humectante. En una realizacion, la composicién se utiliza en un método
para prevenir o tratar enfermedades dentales inflamatorias, tales come la gingivitis y la
periodontitis.
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WRITTEN OPINION OF THE International apphcation No..
INTERNATIONAL SEARCHING AUTHORITY PCTAUS2006/060175

Box No. | - Basis of the opinion

1. With regard to the language, this opinion has been eslablished on the basis ol:
& the inlernalional application in the language in which it was filed

{0 awanslation of the internalional application into , which is the language of a translation furnished for the
purposes of inlernational search (Rules 12.3(a) and 23.1 (b)).

2. With regard to any nuclectide and/or amino acid sequence disclosed in lhe international application and
necessary (o the claimed invention, this opinion has been established on the basis ol:

3. type of material;
C asequence listing
O table{s) related to the sequence fisting

b. format of material:
O on paper
O in electronic lorm

¢. time of filingfurnishing:
O coentained in the international application as filed.
O ried together with the international application in electronic form.
O fturnished subsequently to this Authority tor the purposes of seau':hA

3. O n agdition, in ihe case that more than one version or copy of a sequence listing and/br lable relating thereto
has been liled or lurnished, the required statements that the information in the subsequent or adgitional

copies is identical to that in the appiication as filed or does not go beyond the applicalion as liled, as
appropriate, were furnished. : .

4. Addilional comments:

Form PCYASAf237 {Aprid 2005)
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAIS2006/060175

Box No.Ill Non-establishment of opinion wilth regard to novelly, inventive step and industrial
applicability

The guestions whelher the claimed invention appears to be novel, 1o involve an invealive step (o be non
obvious). or to be industrially applicable have not been examined in respect of

O the entire international application
claims Nos. 17-22
because:

& Ihe said inlernational application, or the said claims Nos. 17-22 relate to the following subject matier which
does not require an international search (specily).

see separate sheet

O the description, claims or drawings {indicate particular elements below} or said claims Nos.  are s0 unclear
that no meaningful opinion could be lormed (specify):

O the claims, or said claims Nos. are so inadequately supported by the description that no meaninglul opinion
couid be lormed (specify):

O nointernational search report has been established lor the whole application or for said claims Nos.

O  a meaningful opinion could not be formed without the sequence listing: the applicant did not, within the
prescribed time limit:

O tumish a sequence lisling on paper complying wilh the standard provided for in Annex C of the
Administralive Instruclions, and such fisting was not available to the International Searching
Authority in a form and manner acceptable to it

O furnish a sequence listing in eleclronic form complying with the standard provided for in Annex G
of the Administrative Instructions, and such listing was not available to the International Searching
Authority in a form and manner acceptable lo it.

O pay the required Jate furnishing fee for the furnishing of a sequence listing in response to an
invitation under Rutes 13ter.1({a) or (b).

0O ameaningful opinion coutd not be formed without the tables reiated to the sequence listings, the applicant
did nol, within the prescribed time iimit, furnish such tabtes in electronic form complying with the technical
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not
available to the International Searching Authorily in a form and manner acceptable 1o it.

0 the tables related to the nucieotide andr amino acid sequence listing. if in electronic form only, do not
comply with the technical requirements provided for in Annex C-bis of the Administralive Instructions.

B See Supplemental Box for further delails

Form PCTASA/ 237 (Apnil 2005)




WRITTEN OPINION OF THE ' International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAUS2006060175

Box No.V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or
induslrial applicability; citations and explanations supporting such stalement

1. Statement
Novelty (N} Yes: Claims 17-22
No: (Claims i-16
Inventive step (IS) Yes: Claims 17-22
No: Claims 1-16
Industrial applicability {1A) Yes: Claims 1-16
No: Claims

2. Citations and exptanations

see separate sheet

Box No. Vill Certain observations on the inlernational application

The [ollowing observalions on the clarity of the claims, description, and drawings or on the queslion whether the
claims are lully supported by the description, are made:

see separate sheet
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WRITTEN OPINION OF THE Internalional applicalion No.
INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2006/060175
Ad item 1lI:

For the assessment of the present claims 17-22 on the question whether they are
industrially appficable, no unified criteria exist in the PCT Contracling States. The
patentability can also be dependent upon the formulation of the claims. The EPO, for
example, does not recognize as industrially applicable the subject-matter of claims to the
use of a compound in medical treatment, but may aliow, however, claims to a known com-
pound for first use in medical treatment and the use of such a compound for the
manufacture of a medicament for a new medical treatment,

Claims 17-22 relate to subject-matter considered by this Authority to be covered by the
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with respect
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(l) PCT).

Ad ltem V:

The present application relates to oral compositions which contain an anti-oxidative
effective amount of morin and a water-humectant phase containing a solubilising agent.
The compositions may contain further antibacterial agents, sources of fluoride ions and

further suitable ingredients. The compositions are used to periodontal disease such as
periodontitis and gingivitis. :

KR20010001476 discioses an oral composition which acts to repress halitosis and
periodontitis, which contains an oral disinfectant {equivaient to the antibacterial enhancing
agent of the present claims), a periodontilis suppressing agent and a flavonoid such as
morin. The agent which suppresses periodontosis is a cholic acid derivative. No function is
attributed to the flavonoid such as morin. However, from the machine transiation of the
Korean patent document, it is clear that the compasitions of this document inciude a
humectant (moisturiser) such as glycerine or sorbitol, and other standard oral components
such as fluoride (see page 3). Thus the subject matter of claims 1-16 is neither novel nor
inventive (Art.33(2) and (3) PCT).

There is no suggestion in the prior art that morin is an active agent in the treatment of

Form PCTASA/237 (Separsie Sheet) {Sheet 1) (EPO-April 2005)




WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) . PCT/US2006/060175

periodontal disease. For this reason, the subject matter of the claims 17-22 is considered
inventive (Art.33(3) PCT).

EP 514 966 similarly discloses compositions containing antioxidants such as morin with
antibacterial agents, fluoride ions and humectants/moisturisers with water, and is a basis
for similar objections.

Ad Item VIII:

The claims are not clear in the sense of Art.6 PCT, since it is not clear what the "water-
humectant phase containing a solubilising agent" comprises. On page 5 of the description
it is expiained that the humectant is preferably selecled from a list including dipropylene
glycot, methyl cellosolve, olive oil etc. No solubilising agent is defined. However, in the
claims, the solubilising agent is specified as being selected from a list including propylene
glycol, dipropylene glycol, methyl cellosolve, olive oil etc. The two lists are remarkably
similar but not the same. Firstly, there is a contradiction between the claim and the
description, since it is not clear whether the solubilising agent is intended t¢ be the same

as the humectant or not. Secondly, it is not clear what the solubilising agent is intended to
solubilise.

The document EP 514 968 which appears to correspond to the publication cited in
paragraph 0004 of the application should be cited there.

Form PCT/ISA/237 (Separate Sheel) {Sheet 2) (EPO-Aprii 2605)
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cueIas v gravimenas prescritos por la ley: renunciar o
desistir a derechog concedidos o en cursa e
concesion; recibir tnda clase de documanias v valores,
danto el doscargn lesppctiva, y. an Qeneral, para dar
ante Cichas Autaridades todos ios pases necesarios al
efocto indicado v tomar tndai las medidas quc
creyefren conducentes al resguardo ¢e mis (Nuestios
nterases), con todas. las demds facultades legales
nnceserias, :

Este podar comarende {a fecultad de ratificar o
sontirmar en mi_ (nuestra)  nomare: lo antuado as!
cama fa facultad dé desistir, rransigir, camocometer, ¥
la de sustituino en todo © en parta y revocar
sustituciones.  Asimismo nombrolamasl a: RAMIRO
CASTRO DUAUE yio JUAN PABLO CADENA
SARMIENTO v/o BEATRIZ JARAMILLO §.
dornicliade(z) &n ia Carrera 7 No. 15-56 Piso 9, mis
fnuesiios)  apoderados en Colonbia, con facultades
para recibr  notificaciones v designar  apoderadog
wudiciales o extrajudicialas.

Ouargado vy firmado en

- VICE PRESIDENT & e
' “KoSTRIATE GENERAL counsw"w oy 200, |

.f-:irmn TRADEMARK

POWER OF ATTORNEY

I IWwWel

domiciled igOLGATE"PAMDLIVF COMPANY a Delaware

N::P;Patien of 300 Park Avenue,
ork, New York 1002z, U. 5. 4,

Heroby appoint RAMIRG CASTRO DUQUE  andlnr

JUAN PABLO CADENA SARMIENTO andfor BEATRIZ

JARAMILLO S.

of Santalé de Bogots, Colombia, my (lousl true and

fawful attorneys with special, ample and sufficient

power to obtain from the Colombian administzative,

mdicil and police offices and  aumthorities, in any

instance. priviieges of patents ol invanlion, registraiian

of uademoiks, industdat designs and utility modsls;

registration of cormmercial pames end emblems,

regristralion of copyright snd contracts releted thereio,

cerdficates of obtainars of vegetablas variatles, as well

as extansions, renewals pnd rocordal 41 gssigninents

and changes of name and domicile retated to the

above: to prepare, prosecute and registar ficenses of

any kind: 1o act as plainti{f or defendant in any

instance or recourse, 8nd hefore any  judga.

corporation, public official or authority in judicial,

administrative and police sctions, sueh 3s: appositions

e the registration of srademarks; caducity, cancellation

andd nullity actions: claim actons darived fenm the

obtalulng or explotation ol licenses, sctinn of unfair

competition; peanl demanrs, actions of indemnitins for

damagas: claims or obsarvations oa  oatent '

applicetions, models, Industrial dosigns ond  ulility !

madels; in the exarcise of preventive measures: and in

othar acsions o similar praceedings.

To that effect they are hereby empoweied 10 file
opplications, forrmulate  descriptions,  amendrnenis,
pretests,  dectaations, . oppositions,  ¢apcellations. ]
nulitizs, eppeeals and clairis; to pay taxes, quotas and
assessments prescribed by law, 1enounne or waive tha
nghin granted or in the process of gramting; to receive
sll kind af - documenia and wvalusblas, giving the
respective releass of. recaipt, and, In general, (o 1ake
hefore s2id autharities the necessary steps 10 such.
effect, and 3ny measures thal they may duem i
pertinent 1o the saleguard of my [(our) interestis)
with all the other necessary legal powers.

This power includes the faculty to ratify or confum
deaiat, seitle and compromiss on my (ourl behalt,. ang
10 subetitute this pawer in whole ar in° parc.and
revoke substitutions. At the same-time | (We) hereby
appaint  RAMIRO CASTRO DUQUE andior JUAN
PARLG  CADENA  SARMIENTO and/or  BEATIIZ
JARAMILLO S.

domicitad in Carrera ¥ No. 16-56, Piso 9. mv  {our
atoeneyisi in faet, with powers 10 receive notidicatons
and to designate judiciol and extrajudicial attorneys.

Gramed and signed ia  New York, N.Y.

5'9"“\“'0 /% %77/— P
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CERTIFICADO NOTARIAL {SOCIEDAD]

Hoy de - de
prissnsimante comparecié ante mf

a yuien conozca, y de quion mo consta que firmd el
anterior dacumento, debidomente jurammaniado declard
v dijo que é es

de
Sosicdad legaimenie constitvida pore v perfodo da

duractén que adn no ha mrminado;' qun_ el declarante
astd sutdrizade por dicha compafiia paca confaorir esto

poder; que el sello estampada por &l vl pie de tal poder, .

8n nomra Yy represantacion de la expressda compania,
es al sello oficial de ellg; y que ol abjeto para el cual se
confiers este instrumonto 0583 comprendido dentro del
de {a saociaded.

€l suscriro Notario hace constar qus tuve a la vista bas
prunas do la existencla de la sociedad.

stado to
con fecha

v aue quien confisre ol presgnte poder es su
repgresentanie.,

Notasiao Piblico (sella}

CERTIFICADQ NOTARIAL
FERSONA NATURAL

Hoy e " da
ante mi

» comparecicleront
»

a quisn lesl conozco ¥ me consta nue esizont lalsi
wersonais) firmantels) del documento que precsde v
cuisnies! dsclarain} que otorgan el mismo para los
fines y nrapésitos que en-6) s& expresan,

Notario Pdblica {salta}

LECALIZACION POR APOSTILLA ES REQUERIDA.

otary Public, State of New York

NOTARIAL CERTIFICATE (CORPORATION)

N

onhis LT 28 UMgay of of
persnrially appearnd hefore rme

1T E THOM

SON

1a me known, anag g.g oW o Ing r e the person who
signad the foregoing instrumant who being by me duly
sworn did depose and say that he (she} is.the

VICE PRESIDENT &
of ASSOCIATE GENERAL COUNSEL
TRADEMARK

COLGATE-PALMOLIVE COMPANY

Which is legally constitutes Tor a 1erm not yet expired,
that deponent is authorized by said Company 1o corrfer
this Power of Attorney: that the ssal affixed hereunts
by the deponont in tha name znd on buhall of said
Corporation is the corperate seal thereof; ond thst the
purpoge for which this iastrument is garented s
Included within the corporate purpgse of rompany.

The undersigned Nolery Public attests that hie has seen
the dosuments that- prowe the._existence of the
campany.

stateof ~ Delaware
under date of May 13, 1997

gnd that he {;W wha grants th# presnm po\-'"r of
atlorney is ita ﬂepre,emanve. -

ROSIE S: DIZON

No. 31-49MATRRIAL CERTIFICATE - i1 037
lified in New YOfRATUBAL/PERSON '
sion Expires Aug. 15, 2002

9 e
On thﬁm z an day of of

personuify appeared hefoie me

SCOTT E THOMPSON

whao isfarel known to me and who | atresr, nxocuted
the fo_;ron.m document and he t,‘the,vl. <}
{thevT grandsi the document for tha™ug
thergin expresged.

sue S. DIZON

LEGALIZATION ﬁv Nt B ﬁ},{.‘) of New York

117

44

. o Tn!n Notasia Cuzreata de esta ( i
\ N talejd [a presante fotoeopia quc l Mﬂ
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e -~ 28 MAR. 2008 7,
IE ,{,

praen e s ey




ST T e e ) 3 Dt e wen Teemp memieen ‘o-.—;—w--'-— R

i New York, in ond for the Coy

thR

.{ne'oi-. n'e ’Ymk" .
\,_.numwof ew Yok,
<711, NORMAN

B e L LI T DT Py PRSP

ty Clerk and Clark of the Supreme Court ‘of thc Stnlc of .
5 ork a Court of Record, having by law 2 seal,
% DU HERE.BY ERTLIFY pursaant to the Executlve Law of the State of New Yo:k that

Kosie. S....Dizem..

whose' name Is subscﬂbcd to the annexed aﬂidn\'lt. depusition, cccdﬁcme of ucknowledgment or pmof was nt thc
tim} of takicg the tame a NOTARY PUBLIC in and for the Srate of New York duly commlssiuned, aworn and
Quallfied o act as suchy that pursuant to law, & commissbon or o certificate of his celal chamct:r. with his
. “alitoginph slgnature has been filed in my office; that at the time of taking such proof, acknowledgment ar vath, he
was chily authorized 10 take the tamesthae | am well requatnted with the bandwriting of such NOTARY PUBLIC
: cr hegve compared the signature on the snnexed instrument with his autograph slanatare deposited in my offscc and
I belleve that such signature s genuine,

IN WITNESS WHEREQF, 1 have hereunto set my hand eflixed my official senl tiils

0CT.3. 02001 @ M :
- r-n: PALD $3.00 L7 ,%/W.MA_/

County Clerk and Clerk of/& Supreme Court, New York Cmmty

b,

Enlg NG:OI"U Cuarenty 4o este, -.

el a prosent foy, '
¥ 3¢ |
eloriginl gue ;o b bpin quer i r.*




APOSTILLE

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

- Pais: ESTADOS UNIDOS DE AMERICA

Este documento piblico

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

. [leva el sello/timbre del condado de New York

CERTIFICADO

.en New York, New York 6. el 30 de Octuhre de 2001
. por Secretario de Estado Encargado Especial, Estado de New York

. No. NYC-97865408

. SellofTimbre 10. Firma

(Firma)
Aquil M. Qureshi
) Secretario de Estado Encargado Especial

| G
sl la preconte

tlorigintl quespl

T G2 este Clirg 3
o

fototopia que toingd;

eteridoglavigyd
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TRADUCCION SIMPLE AL ESPANOL del Certificado Notarial y el la apostilla que vienen
junto con el poder dado por Colgate-Palmolive Company a Delaware Corporation,
cdomiciliada en 300 Park Avenue, New York, New York Estades Unidos de Ameérica a
Ramliro Castro Duque y/o Juan Pablo Cadena Sarmiento y/o Beatriz Jaramiilo S.
domiciliaclos en la Carrera 7 # 16-56 P. 9, Bogota.

Certificado Notarial

Estado de New York ) 252373

‘ ) 5S.
Condado de Ne\._lv 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 Regislros, 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 $. Dizon

cuyo nombre esta suscrito al acta notarial, deposicion, cerificado de
reconocimiento o prueba, era al momento de tomar el mismo NOTARIO PUBLICO
en y para el Estado de New York debidamente comisionado, jurameniado vy
calificado para actuar como tal; que de acuerdo con la ley, una comision o un
certificado de este caracter oficial, con su firma autografa ha sido presentada en
mi cficina; 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 autografa depaositada en mi oficina, y creo gue tal
flema es genuina.

COMO TESTIGO DE LO MlSMO he fijado al presemP mi firma t mi sello
oficial este

30 de Octubre de 2001
TARIFA PAGADA $3.00

(Firmé)

Oficial del Condado y Oficlal de I3 Corle Suprema, Condado de New York

! "i:a 1o Natorfa Cuusenta ds e lm;
totejb lo presente doiniopic 78 calnu..‘
¢l oniginel quase hateridecia w i, f"

nognla 0.

Norbj %cm:m _ ,
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- PCT
| PATENTE DE‘!NV—ENCION B MODELO DE UTILIDAD [ 1
¢ Indicacionde que s sollclta la conceslén de uRa patente: L X
¢ Datos de identificacion dbl solicitante.o de Ia persona quse prasenta la so!lcltua [Ir}/
¢ Descripclén de la favencién .~ . | . vd
¢ Dibujos de ser estos pertinentés . . . L (1.
/" - # Comprobantd de pago de |as tasas establecidas . [é)/

24

<

-

SUPERINTENDENGIA DE INDUSTRIAY COMERCIWQ

040884 -0000 o
2 '1«04 2z 16:29.22  Dap. auerNuu,hracaoNt ctria v Comereio
o ?Pm EN T Cve 378 FASENACIONALY wdustria y Comerci
TP : Act 414 DRESENTAGION  Folios: 53

JPE R‘«NTE NDENTCIA

.-REQUISITOS M!N!MOS PARA ADMISION A TRAMITE

- COMPLETA [ ] INCOMPLETA [ ]

DISERIO INDUSTRIAL' [ )
% -indicacién de que '5€ soiim ta: el reglstro de Drsaﬁo Industrial .

: [ ]
Dalos de Identificacion del solicltante o de la persona que presentaa; sollitud [ ]
{ 3

[

material que incorpora el disefio

4
é Rapresentaclon’ gréfica 'y fotogréfica dmt Disefio Industrial o muest.a del
¢ Comprobante de’ pago de las «asas establec‘dao

-

A

/@ COMPLETA [ ]

INCOMPLETA |

4

ESQUEMADE TRAZADO { ]~ - P

4 Indicacion-de-que 56 sollcsta el reglstro de un Esquema de Trazado {0k
Q Datos:de idéntlficacién det: solicltante o de {a persona que pres enta Ia s'mcuud [ ]
$ Representacién gréfica del esquema trazado I
+ Comprobante de PdQO de ias. tasas establecldas [

bOI‘IP’ ETA [

C. C{Ld\Ch m l\\e\GCb"'i’@

'Flrma‘ Responsable

: Facha - S e Carrera13 No, 27-00 Piso 5, /y'lO
' | : ", - Gonmutador: 38208 40
) Fax; 360 5240
' E-mall: lgfo@si.cov,eo . -
www,glo,gov,co
Bogotéz D.C., Cofombfa
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INCOMPLETA [ ].
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