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SYNERGISTIC ANTIPLAQUE/
ANTIGINGIVITIS ORAL COMPOSITION

BACKGROUND OF THE INVENTION

1. Kleld of the Invention

This invention relates to a antiplaque combination of a
noncationic halogenated hydroxydiphenyl ether antibacte-
rial agent and an extract of Magnolia Officinalis and more
particularly to an oral composilion containing such combi-
nation which exhibits increased antigingivitis effect due to
synergistic antibacterial effect against plague bacteria.

2. The Prior Art

It is difficult to predict the antiplaque efficacy of antibac-
terial compounds when incorporated in a delivery vehicle
and particularly in oral compositions. For example, dental
plaque is a soft deposit which forms on teeth as opposed to
calculus which is a hard calcified deposit on teeth. Unlike
calculus, plaque may form on any part of the tooth surface,
particularly at the gingival margin and is implicated in the
occurrence of gingivitis. Cationic antibacterial compounds
such as chlorhexidine, benzothonium chloride and cetyl
pyridinivm chloride have been used by the art as antibac-
terial antiplaque agents in oral compositions. However, such
agents are generally not effective when there is also present
in the oral composition an anionic surfactant required for the
effective performance of oral compositions such as tooth-
paste and mouthrinses.

Noncationic antibacterial materials are compatible with
anionic surfactants in oral compositions and noncationic
halogenated hydroxydiphenyl ethers such as Triclosan have
been effectively employed in commercial oral compositions
as antiplaque agents when mixed with neutral ingredients
such as humectants, abrasives and thickeners conventionally
used in the formulation of oral compositions. Nothwith-
stunding the ¢ficacy of halogenated hydroxydiphenyl ethers
such as Triclosan, there is a continuing interest in the oral
care field for agents which improve the efficacy of such
noncationic halogenated hydroxydiphenyl ethers.

Recently, interest has been displayed in the medicinal
properties of herbal preparations for use in oral composi-
tions. Herbal preparations are considered “more natural” and
are therefore viewed as more acceptable antibacterial ingre-
dients to the consumer.

Extracts of Magnolia Cortex (barks of Magnolia
officinalis) are known to have antibacterial efficacy. For
example, it has been reported in “Dental caries Prevention
by ‘ITraditional Chinese Medicines”, T. Namba et al, J.
Medicinal Plant Res., vol. 44, pp. 100—106(1982) that some
active principles of these extracts, identified to be magnolol
and honokiol, were bactericidal against S. mutans in the in
vitro test Minimal Inhibitory Concentration (MIC) but was
not found to be inhibitory to plaque adherence to teeth in
vitro tesls designed to determine the therapeutic efficacy of
antiplaque antigingivitis.

The dental art is continuously seeking synergistic
enhancement of antiplaque/antigingivitis of non-herbal,
antibacterial compositions such as halogenated biphe-
nylether using herbal compositions in which the non-herbal
ingredient has high antibacterial activity alone, while the
herbal ingredient has little or o antiplaque activity, wherein
the two ingredients have far higher antiplaque activity than
could be expected from their individual activities, thus
displaying synergism. The advantage of such synergism is
that the cffectiveness of the non-herbal antiplaque agent is
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greatly increased, without a concomitant increase in the

dosage level or rate of administration so that lower quanti-
ties of the non-herbal antiplaque agent can be administered,
yet still achieve the desired therapeutic effect. Such syner-
gistic combinations are particularly important in the treat-
ment of delicate or sensitive tissues, such as the oral mucosa,
where the ability to reduce the level of the non-herbal
antiplaque agent in the oral composition would be benefi-
cial,

There is thus a recognized need for, and it would be highly
advantageous to have a antiplaque dentifrice in which a
combination of a non-herbal antiplaque agent and a herbal
ingredicnt exhibited synergistic antiplaque activity resulting
into enhanced effectiveness against gingivitis.

SUMMARY OF THE INVENTION

In accordance with the present invention it has been
unexpectedly discovered that a combination of a nonionic
halogenated hydroxydiphenyl ether such as Triclosan and
phenolic compound selected from magnolol and honokiol
and mixtures thereof extracted from the cortex of Magnolia
Officinalas hereinafter referred to as “Magnolia Extract”, are
synergistically effective in inhibiting the growth of plaque
causing bacteria whereby enhanced antiplaque activity in
substantial excess of the additive antibacterial effect of the
individual noncationic halogenated hydroxydiphenyl ether
or Magnolia Extract is exhibited by the combination of these
agents.

The fact that halogenated hydroxydiphenyl ether com-
pounds such as Triclosan have been approved as sate and
effective for use in oral care products and that the Magnolia
Extract is a widely used herbal extract, particularly io
Chinese medicine, suggests that these compounds will both
be commercially acceptable as ingredients in oral hygiene
products such as dentifrice, mouth rinse, chewing gum and
lozenge formulations.

DETAILED DESCRIPTION OF THE
PREFERRLED EMBODIMENTS

The Magnolia Extract of the present invention is a dried
cortex extract of Magnolia officinalis which belongs to the
family Magnoliaceae. As used herein, “extracting” or
“extraction” of a solid or liquid material means contacting
the material, which if solid is preferably dried and crushed
or ground, with an appropriate solvent to remove the
substance(s) desired to be extracted from the material. Such
an extraction may be carried out by conventional means; for
example, by using an extraction apparatus, such as a Soxhlet
apparatus, which retains the solid material in a holder and
allows the solvent to flow through the material; or by
blending the solvent and material together and then sepa-
rating the liquid and solid phases or two immiscible liquid
phases, such as by filtration or by setiling and decanting.

Preferred Magnolia Extracts used in the practice of the
present invention are made from dried Magnolia plant bark
and can be prepared by extracting the bark using an appro-
priate solvent. Preferred solvents include methanol, ethanol,
methylene chloride, hexane cyclohexane, pentane, petro-
leum cther, chloroform and ethylene dichloride, onc part of
plant tissue (dry basis) is extracted with from about 5 to
about 50 parts, preferably from about 15 parts to about 30
parts of solvent using an extraction apparatus where the
solvent is contacted with the bark to obtain a concentrated
paste which is then subjected to one or more additional
extraction steps with different solvents to further concentraie
the originally obtained paste over an extended period of
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time, preferably from about 6 hours to abut 1-2 days, more
preferably for about 1 day.

In one method of extraction, the dried, crushed Magnolia
bark in the form of a powder is sequentially contacted with
ethanol, methylene chloride, and cyclohexane to form in
cach step a concentrated paste, the last paste form being
dissolved in heated petroleum either at about 50°-60° C. and
then dricd under vacuum, the final extraction yielding an
extract containing about 5 to about 10% by weight honokiol
and about 15 to about 25% by weight magnolol.

Magnolol and honokiol are hydroxybipheny! compounds,
the structures of which being represented as follows:

CH;==CH,CH==CH, CH,CH==CH,
OH OH
Magnolol

Ot CH,CH==CH,

CHCH==CH;
Honokiol

In the practice of the present invention, the antiplaque
efficacy of an oral composition containing a noncationic
antiplaque agent such as Triclosan, is synergistically
enhanced by the presence in the oral composition of an
amount of Magnolia Extract which will yield to the oral
composition about 0.001 to about 50% by weight of mag-
nolol and preferably about 0.01 to about 0.3 by weight and
about 0.02 to about 0.1% by weight of honokiol and pref-
erably about 0.024 to about 20% by weight.

These amounts of magnolol and honokiol are vielded to
the oral composition when the Magnolia Extract about 1 to
about 20% by weight of magnolol about 2 to about 50% by
weight of honokiol.

Typical examples of noncationic halogenated diphenyl
ethers which are particularly desirable from considerations
. of effectiveness, safety and formulation for use in synergistic
combination with the Magnolia Extract are 2',4,4'trichloro-
2-hydroxy-dipheny! ether (Triclosan) and 2,2'-dihydroxy-5,
5'-dibromodiphenyl! ether.

The synergistic antiplaque combination of Magnolia
Extract and noncationic halogenated diphenyl ether may be
administered to the oral cavity while dissolved or suspended
in a pharmaceutically acceptable vehicle.

When the noncationic halogenated hydroxyphenyl cther
1s used in combination with Magnolia Extract to prepare oral
compositions such as dentifrices and mouthrinses the
sassafras, clove, sage, eucalyptus, cinnamon, lemon, and
orange, and methyl salicylate. Suitable sweetening agents
include sucrose, lactose, maltose, xylitol, sodium cyclamate,
peritlartine, aspartyl phenyl alanine methyl ester, saccharine
and the like. Suitably, flavor and sweetening ageunts may
each or together comprise from about 0.1% to 5% or more
of the preparation.

Antitartar agents such as sodium tripolyphosphate, tet-
rapotassium or tetrasodium pyrophosphate, or mixtures
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thereof, can be present in the oral compositions of the
present invention at concentrations from about 0.5 to about
8% by weight.

Agents used to diminish teeth sensitivity such as potas-
sium chloride, potassium nitrate and potassium citrate can
also be included in oral compositions of the present inven-
tion at concentrations of about 0.1 to about 10% by weight.

Various other materials may be incorporated in oral
compositions of tis invention including preservatives, such
as sodium benzoate, vitamins and chlorophyll compounds.
These adjuvants, when present, arc incorporated in the
compositions in amounts which do not substaniially
adversely affect the properties and characteristics desired.

The oral compositions of the present invention may be
prepared by suitably mixing the ingredients. For instance, in
the preparation of a mouthrinse, the noncationlic haloge-
nated hydroxyphenyl ether and hydrogenated lupulone anti-
bacterial agent combination is dispersed in a mixture of
ingredients, e.g. alcohol, humectants, surfactants, and flavor
are then added and mixed. The ingredients are then mixed
under vacuum for about 15-30 minutes. The resulting rinse
product is then packaged. Dentifrices are prepared similarly,
additional thickener and polishing agents being included in
the last or penultimate step.

The antiplaque combination of this invention can be
incorporated in lozenges, or in chewing gum or other
products, e.g. by stirring into a warm gum base or coating
the outer surface of a gum base, illustrative of which may be
mentioned include jelutone, rubber latex and vinylite resins
desirably with conventional plasticizers or sofleners, sugar
or other sweeteners or carbohydrates such as glucose, sox-
bitol and the like.

The vehicle or carrier in a tablet or lozenge is a non-
cariogenic solid water-soluble polyhydric alcohel (polyal)
such as mannitol, xylitcl, sorbitol, malitol, a hydrogenated
starch hydrozylate, hydrogenated glucose, hydrogenated
disaccharides or hydrogenated polysaccharides, in an
amount of about 90 to 98% by weight of the fotal compo-
sition. Salts such as sodium bicarbonate, sodium chloride,
potassium bicarbonate or potassium chloride may totally or
partially replace the polyol carrier. Tableting lubricants, in
minor amounts of about 0.1 to 5% by weight, may be
incorporated into the tablet or lozenge formulation to facili-
tate the preparation of both the tablets and lozenges. Suitable
lubricants include vegetable oils such as coconut oil, mag-
nesium stearate, aluminum stearate, talc, starch and Carbo-
wax.

Lozenge formulations contain about 2% gum as a barrier
agent to provide a shiny surface as opposed 10 a tablet which
has a smooth finish. Suitable non-cariogenic gums include
kappa carrageenan, carboxymethyl cellulose, hydroxyethyl
cellulose and the like.

The lozenge or tablet may optionally be coated with a
coating material such as waxes, shellac, carboxymethyl
cellulose, polyethylene/maleic anhydride copolymer or
kappa-carrageenan to further increase the time it takes the
fablet or lozenge to dissolve in the mouth. The uncoaled
tablet or lozenge is slow dissolving, providing a sustained
release rate of active ingredients of about 3 to 5 minutes.
Accordingly, the solid dose tablet and lozenge composition
of this invention affords a relatively longer time period of
contact of the teeth in the oral cavity with the active
ingredients.

The following Examples further illustrate the present
invention, but it is understood that the invention is not
limited thercto. All amounts and proportions referred to
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herein and in the appended claims are by weight unless
otherwise indicated.

EXAMPLE 1

A 0.3% solution in ethanol of Magnolia Extract contain-
ing 8% by weight honokiol and 21% by weight magnolol
and a 0.3% by weight solution in ethanol of Triclosan were
prepared, and the mixed solution at a 1:1 weight ratio
designated “Composition 1” was evaluated in an MIC assay
for bactericidal activity against S. rmutans and F. nuceatum.
The bacterial strain F. nuceatium is implicated in the occur-
rence of gingivitis.

MIC Assay

The bacterial strains of S. Mutans and F. nucteatum grown
tor 24 hours in trypticase soy broth and FTG* broth for 48
hours at 37° C. respectively to adjust its optical density
between 0.1 and 0.2 absorption units at 610 nm prior to MIC
determinations.

The Magnolia Extract and Triclosan solution mixture
(Composition 1) was diluted and MIC assayed using the
microtiter tormat according to standard procedures (Manual
of Clinical Microbiology, 1995). The results are recorded in
Table I below.

The FIC value (fractional inhibitory concentration) of
Composition 1 was determined to assess whether the anti-
bacterial efficacy of the Magnolia Extract Triclosan combi-
nation exhibited synergistic activity as is described in L. B.
Quesnel et al in Journal of Applied Bacteriology, 1978, vol.
45, pages 397-405, L.. O. Garrod et al in Antibiotic and
Chemotherapy, pages 282-286 and 514-518.

MIC of lriclosan in mixture

FIC=
! MIC of Triclosan alone

A 1C of Magnolia Extract in mixture FIC Implies

MIC of Magnolia Extract alone <=0.7 Synergism

Additive

1+/~03 .
Antagonistic

>=13

The FIC value for the Magnolia Extract/Triclosan com-
bination is recorded in Table T.

For purposes of comparison, individual 1% by weight
solutions of Magnolia Extract, (designated “Composition
C1”) and Triclosan, (designated “Composition 2”) were also
subjected to MIC assay. The results arc also recorded in
Table T below.

TABLE I
Composition
No. Solution S. mutans F. nucleatum
C1 Magnolia Extract 62.5 0.0 31.3=x00
2 Triclosan 156 £00 2.0+£00
1 Magnolia Extract + Triclosan 7.8 0.0 1.3+ 0.6
FIC Composition 1 0.62 0.69

The results recorded in Table I show that Composition 1,
the combination of the Magnolia Extract and Triclosan
exhibit significantly greater bactericidal activity against S.
mutany and Fonucleatum than would be expected from the
additive effect of these materials. The FIC value for Com-
position 1 indicates an unexpected synergistic antibacterial
activity against S. mutans and F. nucleatum.

EXAMPLE II

A dentifrice formulation (designated “Composition A”)
containing both Triclosan and a Magnolia Extract containing
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8% by weight honokiol and 21% by weight manganol and
the ingredients listed in Table II was prepared. A dentifrice
having substantially same ingredients as Composition A
except that the Magnolia Extract was not included in the
dentifrice was used as a comparative composition and
designated “Composition B”. The ingredients of Composi-
tions A and B are recorded in Table II below.

TABLE II
A B

Composition Ingredients Weight % Weight %
Di walter 16,107 15.807
Glycerin 20.00 20.00
Carboxymethyl cellulose 1.100 1.100
Carrageenan 0.400 0.400
Sodium saccharin 0.300 0.300
Sodium fluoride 0.243 0.243
Titanium dioxide 0.500 0.500
Nonerystalizing sorbitol 20.85C 20.850
Gantrez S-97 15.000 15.000
Silica abrasive 20.000 20.000
Silica thickener 1.500 1.500
Flavor 1.000 1.000
Sodium hydroxide - 50% solution 1.200 1.200
Triclosan 0.300 0.300
Magnolia Extract 0 (.300
SLS 1.500 1.500
TOTAL 100.000 100.000

In a six week study to monitor the effect of Composition
A and comparative Composition B on gingivitis, 40 subjects
were randomly assigned to one of two treatment groups, one
group of subjects brushed their teeth twice daily with
Composition A and the second group with Composition B.
Product efficacy was clinically assessed using standard
scoring methods. All subjects were examined professionally
at baseline, three and six week intervals for presence of
gingivitis according to the Gingival Index system a (G I, L.
oe 1967).

The scoring criteria was as follows:

Gingivital Inflammation

Score 0 Absence of inflammation

Score 1 Mild inflammation—slight change in color and

little change in texture

Score 2 Moderate inflaimmation—moderate glazing,

redness, edema and hypertrophy-bleeding on probing

Score 3 Severe inflammation—marked redness and

hypertrophy; tendency to spontaneous bleeding

The GI score results are recorded in Table {II as average/
tooth/subject score.

TABLE III

Gingival Index Scores

Flapsed Time % Reduction

Base- 3 6 V.
Dentrifrices N line Weeks ~ Weeks Baseline P
Composition A 20 1,09 0.02 0.04 8% P=
0.2
Composition B 20 1.11 0.67 0.58 47%

The results recorded in Table IIT indicate that the presence
of the Magnolia Extract in the dentifrice composition pro-
duced a significant reduction in gingivitis by those subjects
who brushed their teeth with Composition A.
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What is claimed is:

L. An oral antigingivitis composition comprising an orally
acceptable vehicle of a combination of a noncationic halo-
genated hydroxydipheayl cther and an extract of Magnolia
Cortex, the bark of Magnolia officinalis containing hydroxy-
biphenol compound sclected from the group consisting of
magnolol, honokiol, and mixtures thereof whereby plaque
bacteria growth inhibition from the combination of the
halogenated hydroxydipheny! ether and hydroxybiphenol
compounds exceeds the additive effect from the compounds
if employed alone, the effective amount of the hydroxy-
diphenyl ether being in the range of about 0.003 to about 2%
by weight and that of the Magnolia Extract being in the
range of 0.001 to abut 10% by weight, and containing 2 to
50% by weight magnolol and 1 to 20% by weight honokiol.

2. The composition of claim 1 wherein the nonionic
halogenated diphenyl ether compound is Triclosan.

3. The composition of claim 1 wherein the hydroxybi-
phenyl compounds are selected from magnolol, honokiol
and mixturcs thereot.

4. The composition of claim 1 wherein there is present in
the composition a synthetic anionic polycarboxylate.

5. The composition of claim 4 wherein the polycarboxy-
late is a methyl vinyl cther/maleic anhydride copolymer.

6. A method of inhibiting the growth of plaque bacteria by
contacting the bacteria with a composition comprising a
pharmaceutically acceptable vehicle and an effective anti-
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plaque amount of a combination of 2 noncationic haloge-
nated hydroxydipheny! ether and a Magnolia Extract con-
taining hydroxybiphenyl compounds selected from the
group coasisting of magnolol, honokiol, and mixtures
thereof whereby plaque bacteria growth inhibition from the
combination of the halogenated hydroxydiphenyl ether and
hydroxybiphenol compounds exceeds the additive effect
from the compounds if employed alone, the effective amount
of the hydroxydiphenyl ether being in the range of about
0.003 to about 2% by weight and that of the Magnolia
Extract being in the range of 0.001 to about 10% by weight,
and containing 2 to 50% by weight magnolol and 1 to 20%
by weight honokiol.

7. The method of claim 6 wherein the nonionic haloge-
nated diphenyl ether compound present in the composition
is Triclosan.

8. The method of claim 6 wherein the hydroxybiphenyl
compounds of the Magnalia extract present in the compo-
sition are selected from magnolol, honokiol and mixtures
thereof.

9. The method of claim 6 wherein there is present in the
composition a synthetic anionic polycarboxylate.

10. The composition of claim 9 wherein the polycarboxy-
late is a methyl vinyl ether/maleic anhydride copolymer.
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Las reivindicaciones 16 a 18 y 20 a 22 se refieren a un método de prevencion y
tratamiento de la placa y los calculos de en una superficie bucal. Teniendo
encuentra lo anterior y de acuerdo al articulo 20 D486 los métodos de tratamiento
no son patentables por lo cual estas reivindicaciones deben ser retiradas del
capitulo reivindicatorio.
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Analisis de la Solicitud de Patente
Reivindicaciones (Art 30 D 486, Art 22 PCT)

Las reivindicaciones 1 a 4, 7, 8, 10, 11, 13, 14, 19 y 23 a 27 contienen el término
“aproximadamente”, dicho término no se acepta pues es impreciso y hace que
dichas reivindicaciones dejen de ser clara y concisas, Yy de igual manera no
permite una comparacion con el estado de la técnica.

La reivindicacion 23 contiene el termino “al menos un” el cual es impreciso y no
define de manera concisa la invencién ya que al establecer “al menos un
compuesto” las posibilidades son amplias. Se debe delimitar el objeto de invencion
de mejor manera.

Las reivindicaciones 19 y 23 establecen una “cantidad segura y eficaz’ de los
componentes de la composicién. Dicho término no define la invencion y esta
puede entenderse de varios modos o admitir distintas interpretaciones por lo cual
se solicita de finir el objeto de invenciéon de una manera mas concisa.

Las reivindicaciones 1, 23 son reivindicaciones que se encuentran como
independientes dentro del capitulo reivindicatorio. Sin embargo, dichas
reivindicaciones se refieren a una composicion de STPP y TSPP cuyas
proporciones son iguales (expresadas de diferente manera); por lo cual se solicita
gue se establezca de manera concreta cual de las dos reivindicaciones define de
mejor manera la invencion.

La reivindicaciéon 15 establece una composicion donde el compuesto activo se
extrae por medio de un proceso de extraccion; a partir de lo anterior se debe
aclarar que las composiciones no se caracterizan por el método de extraccion del
compuesto activo, por lo cual se debe retirar esta reivindicacién del capitulo en
cuestion.

Determinacion del Estado de la Técnica
El Estado de la Técnica se determiné con base en la fecha de solicitud prioritaria

2004-12-10 y se encontraron los siguientes documentos que anticipan el objeto
de esta solicitud:

. Fecha de
Item Documento Titulo Publicacién
D1 | US6500409 Synergistic ant/plaqug/gnt/g/nglvms oral 2002-12-31
composition
D2 | US5356615 Antiplaque oral compositions 1994-10-18

D1- Una composicién oral del cuidado que contiene una combinacién sinérgica de
antiplaca/antigingivitis de un compuesto difenilhalogenado no idnico tal como
Triclosan y un extracto de magnolia Officinalis que contiene honokiol y magnolol.

D2- Una composicion oral antiplaca, que contiene triclosan como componente
principal y sustancia aromatica fendlica, tal como eucalpol, timol, salicilato de
metilo, mentol, fenol, y/o derivados halogenados que proporciona una accion
potencializadora.
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Analisis de Patentabilidad (Art 14 D486)
Novedad (Art 16 D486)
Respecto a la solicitud en estudio:

1. Lareivindicacion 1 dice:
* Una composicion oral que comprende:
(a) Un compuesto activo de un extracto de magnolia; y
(b) Un sistema anticalculo que comprende pirofosfato de tetrasodio (TSPP) y
tripolifosfato de sodio (STPP), donde dicho TSPP esta presente en
aproximadamente 0,5 y aproximadamente 2,5%, y dicho STPP esta
presente en una cantidad de aproximadamente 1 y aproximadamente 10%
del peso de la composicién”.

Las caracteristicas esenciales de la reivindicacién 1 habian sido divulgadas

previamente en D1 ya que divulga una composicion para el cuidado oral que

comprende:

a) Un compuesto activo de un extracto de magnolia (magnolol y honokiol)
(Columna 2, linea 20 a 23; Columna 3, linea 32 a 36; reivindicaciones 1y 3); y

b) Un sistema anticalculo que comprende pirofosfato de tetrasodio (TSPP)
(Columna 3, linea 66) Yy tripolifosfato de sodio (STPP) (Columna 3, linea 67),
donde dicho TSPP esta presente en aproximadamente 0,5 y aproximadamente
2,5%, y dicho STPP esta presente en una cantidad de aproximadamente 1y
aproximadamente 10% del peso de la composicion (Columna 2, linea 20 a 23;
Columna 3, linea 32 a 36; reivindicaciones 1y 3).

A partir de lo anterior la reivindicacién 1 no es nueva.

La reivindicacion dependiente 6 reivindica la composicién oral donde el
policarboxilato anidnico es un copolimero de anhidrido malénico y metilvinil
éter.

D1 da a conocer que las composiciones orales pueden contener componentes
como policarboxilatos anionicos dentro de los que se encuentran copolimero
de anhidrido malénico y metilvinil éter (Columna 4, linea 54 a 56;
reivindicaciones 9 y 10) por lo cual esta reivindicacién no es nueva.

2. Lareivindicacion 19 dice:
“Una composicion oral estable eficaz antiplaca, anticalculos y antigingivitis que
comprende;

(@) Una cantidad segura y eficaz de un ingrediente antibacteriano que
comprende un extracto de magnolia en una concentracion de
aproximadamente 0.001 y aproximadamente 10%de la composicion;

(b) Una cantidad segura y eficaz de un sistema anticalculo que consiste
esenciaimente de pirofosfato de tetrasodio (TSPP), tripolifosfato de
sodio (STPP) y un copolimero de anhidrido malenico y matilvinil éter,
TSPP esta presente en aproximadamente 0,5 y aproximadamente 2,5%,
dicho STPP esta presente en una cantidad de aproximadamente 1 y
aproximadamente 10% vy dicho copolimero de anhidrido malenico y
metilvinil éter esta presente entre aproximadamente 0.5 y aproximadamente
1,5% en base al peso total de la composicion; y

(c) Un vehiculo oralmente aceptable

Respecto al estado de la Técnica D1 divulga una composicion para el cuidado oral
antiplaca y antigingivitis que comprende:
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(a) Una cantidad segura y eficaz de un ingrediente antibacteriano que comprende
un extracto de magnolia en una concentracion de aproximadamente 0.001 y
aproximadamente 10%de la composicién Columna 2, linea 20 a 23; Columna
3, linea 32 a 40; reivindicacion 1);

(b) Una cantidad segura y eficaz de un sistema anticalculo que consiste
esencialmente de pirofosfato de tetrasodio (TSPP) (Columna 3, linea 66),
tripolifosfato de sodio (STPP) (Columna 3, linea 67), y un copolimero de
anhidrido malenico y matilvinil éter (Columna 4, linea 54 a 56; Tabla II;
reivindicaciones 5, 9 y 10), TSPP estad presente en aproximadamente 0,5 y
aproximadamente 2,5% (Columna 3, linea 66), dicho STPP esta presente en
una cantidad de aproximadamente 1 y aproximadamente 10% (Columna 3,
linea 67) y dicho copolimero de anhidrido malenico y metilvinil éter esta
presente entre aproximadamente 0.5 y aproximadamente 1,5% en base al
peso total de la composicién (Columna 4, linea 54 a 56; Tabla Il
reivindicaciones 5, 9y 10) y

(¢) Un vehiculo oralmente aceptable(Columna 4, linea 34 a 40)

A partir de lo anterior las caracteristicas esenciales de la reivindicacion 19
habian sido divulgadas previamente en D1, por lo cual la reivindicacion no es
nueva.

Conclusion

Los requisitos de Patentabilidad de la presente Solicitud se encuentran afectados
asi:

N° Documento Reivindicaciones afectadas | Requisito que afecta

D1 US6500409 1-27 Novedad

En cumplimiento del articulo 45 de la Decision 486 de la Comision de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de 60
dias contados a partir de la fecha de notificacion de la presente comunicacién. En
caso de no dar respuesta al presente requerimiento, o si a pesar de la respuesta
subsistieran los impedimentos para la concesion, se denegara la patente.

Notifiquese el presente oficio canforme a lo dispuesto en el numeral 5.2, literal e),
del capitulo quinto del titulogrintero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Directora de/Nuevas Creaciones (C )

El anterior requerimiento fue notificado por fijacién en lista, de fecha
Rl

CONCEPTO TECNICO EXAMINADOR TECNICO
NUMERO: 3437 Coédigo:202093
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