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Senores

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES
E. S. D.

REF.. Expediente No. 07 063.493 - Solicitud de Patente FASE NACIONAL
Corresp. a la Solicitud Internacional PCT/US2005/046514.

a nombre de: COLGATE-PALMOLIVE COMPANY.

Titulada: COMPOSICIONES ORALES QUE CONTIENEN CAMELLIA OXIDADA.

JUAN PABLO CADENA SARMIENTO, vecino de Bogota, portador de la tarjeta
profesional No. 57492 del Consejo Superior de la Judicatura, obrando como
apoderado de la Sociedad COLGATE-PALMOLIVE COMPANY, segun lo acredita
el documento de poder presentado en esa Division, de acuerdo con el Articulo 44 de
la Decision 486 de la Comision de la Comunidad Andina, me permito solicitar que se
examine si la invencion contenida en la solicitud en referencia es patentable.

De acuerdo con lo anterior, me permito anexar el recibo oficial de caja No. 08-

53,446 por valor de $420.000.

De la Senora Jefe atentamente,

UAN PABXO CADENA SARMIENTO
C.C. No. 80.410.337 de Usaquén

T.P. No. 57492 del C.S.J.

Cra 7 No. 71-21 Torre B, Piso 4

Bogota, 04 de agosto de 2008
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Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 07-63493

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 589 DE

FECHA 29 DE FEBRERO DE 2008 EL TERMINO HABIL SENALADO POR LA

LEY EXPIRA EL 03 DE JUNIO DE 2008

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de patentabilidad
so pena de que la solicitud caiga en abandono, de acuerdo con lo establecido en el Aticulo
44 de la Decision 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
Sl NO X
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&7 ABSTRACT

The present invention provides a safe and highly effective

antibacterial composition without impairing the Havor of

teods or drigks, which compositicn |5 used in products such
as foads and oral care goods which are mainly to be taken
o hiiman or animal bodies or mainy 0 be used 1o the oral
vasity

The composition according o the present invention contains
gallocatechin galate us wn agent for enhancing the activity
of antibacierdal vateciios i wiivh the antibactenal activily
of the wntbactenidl ¢ .L\Lim ageitst Srreptococcus mutans
is particularly erhaneed. Tle composition according to the
W cun 9e produced by mixing the antibac-
terial catechins with yallocatechin gallate, Alternatively, it
can be produced as u cowpes coemprising a syathetic
adsurbent-adsarbed fraction as the maia component. which
1s cbtained By subjecting a sclvent-extrict from tea leaves 1o
an adsorprian treatient with the use of a sy nthetic adsorbent
selected from among aromanic compound-based synthetic
adsorbents and  methoervlic compound-based  synthetic
adserbents

& R
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DETAILFD DESCRIPTION OF THY
INVENTION

(0009 To search o a Fighly saie antibacteris] agen with
the use of the eftect v
tion. the present ineni Tenan e stadios
and. as 4 resull surprisighy und har GOGgailvcatechn
gallated has an activ iy of eobiose it 1he wntitacioriel aciingis
of green tea catechiny such on DGUG heneby compleuing
the present invenlion.

s ms o dicas

Meepiecno iy

dhave corduc

0010} Accordinglv. the present '“\cmw' reaEd o
f

composition comprising catechins mised with an anubacte-

tial effect enhancer gollocatechin gallate

[O011]  The present wventwon also relates 1 an antihacte-
rial composition againat Sevepioc oo us mutans and the ke,
containing an antibacterial-active fractivn contain
catechin gallate and groen ea catechins chtained by extruets
ing tea Jeaves with a sobvent, adsorhing the solvent-entragt
from the tea leaves on syvathetic adsorbem selected from
among aromatic compeund-based svathete adsorhents and
methuerviic compound-bused svuthetic udsorbents und then
cluting the adsorbed Gompanents [rom Qe adworbent. where
the amibacterial activ v of the green o cateching is
enhanced by the coexisting gaflocatechin gailate.

s ”dlm-

[0012) The term “green tea catechins”™ us used in the
present invention means groeen ted polyphene! cutechins
known as w compesition having very sale carjostatic and ani
periodontal disease activity based on the antibacterial activ-
iv. and includes tor example. C. EC. GC. EGC. ECG.
EGCG. ete.. or o mixture thereoll TUis preferable that the
green tew catechins contain at least EGCG.

C0013] The term “antibacerial cateching™ a» used in the
LIVenl eiLs \ulc\l_\ s @t least ventaining FGCG

elfect.

R G O (O

witien
ppli-
Soads il enenis 4
dadd anls rernoduntal
> Ldnpros iy e slorage
subihty of drinks or pl'k.‘&.&.::md Loy

WPy

U
ok eatibadderia) vosipesen et o u;um

calie D the feds oy

N

Jieese offects, il t

[0015] Although the composition according o the present
invention may be produced from auy starting materials

without restriction. preferably it derives from tes in view of

slable supply. The “tew” as used herein includes. but 1s not
limited to. unfermented tea products of green tea such us
Sen-cha (Topanese green tea), Houji-cha (roasted grien tea),
gyokuns 1ea. Kabuse-cha (senu sun shaded tea). and Muslu-
seivha (steamed teas: unfermented e pr;duch of vurious
Chinese tvpe green tea Kumudri-cha, pan Gred e osuch s
Urestuno-chia, Aosagi-cle, sen-feriented tea pr(»dum
swh ds Ho;lm- e and oo :

savhoas Tk teas Aw :
\' teated aad o oon (ommc*mb lk Proseng '-: A3 Ipimer
and e synergsie edect on caiee <Eproduced
trom Camellia leaves 15 preferuely emploned as a suppiy
SOUNCE

Towlivis

i

[0016] The composition aveard
muy be produced by miany GOG with catevhins hoving g
antibacterial effect suck oy EGOG Alematvely, it van be
obtated dsing auy ithe tea naterials descrived above as o
stufting muatenal avvending toa cnventionan exfrastion

i to e prosent s ention
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sl oeulon tea using Lot water or
ow.oroan cluate which s
sibed tn arester detail hereinafter, by
sawd extract 1z water and then
craatsziaphy using adsorpuve
Il B Lactured by Mitsubishi

WA

St e colun
rosin sucn as DIAION !

Chremucal Corporation

TUIT] The selvent used ior exwachon may be water

coene. or an arkiran xture of water wih one or more of

polar sobvents such os .ewer aleehels ineluding methanol.
ethanol, ¢te ., and aeetene Heweser, sinee the active ingre-
dients aceording to the present mventon cannet be offi-
ciently extmewd wih o p sefvent alone. 1t preferable
0 Use o MINTR U pelar solvent wih water, Further. in
such a ixture. the content o1 the polar solvent is
rrefers a1 0 by veiume, Ameng these

“I\f'h‘ RS souse water, ethanol or a mixture
therer? el salely since The extract is 1o
be fino. ralcare :*roducr.x or foads.

[DO18]  Inthe extraction <rep, the ratio of the tea leaves to
the solvent s not pareulariy restricted, However, it is
preferable W employ e silvert oy amouni of 2w 000
umes by welght of the tew jerves, and in view of extraction
procedure and efficiency. stiil preterably * to 1K) times by
weight ot the tea leaves. Tt 12 converment o cary out the
eXUrAcion a1 a temperature of from ram emperature to the
beiling point of the solvent under simospheric pressure. The
extraction is preferub]y continued for @ period of 10 minutes
W 24 hours. though the extraction time vanes depending on
the extraction temperature

[M19] 1o htainen mavterial fraction from the tea leuf

o oexiract can he realed with
wothenic adsorbent 10 be used i

NI a2 ammiatic Som-

extract thus obtamed.

\kp("“l o (I.r. e
nedl: dehitaed R
s rene i
bised syvnih :
acrvhe aoid Bxa Gl o lnEenany avalahle aromatic

wmpoml based s : : DIAION
[IP20 and DIAION 1IP2 erLd. by Mitsubishi
Clewmica: Corporaiien . AMBERLITE XADD apd AMBLER-
LITE XAD 4 imanuluctured by Rolm and Haas Company.
USA) and so on, white examples of commerdially available
methacrvlic compound-based svnthetic adsorbents include
DIAION TIPTMG wnd DIAION HPZMG (munufactured by
Mitsubishi Chemical Corporation), AMBERLITE XAD7
and AMIZRLITE XL \) R fmwnutacnred by Rohm and
Haas Compuny.

Tl produiced By poivmenzing

aovethaen e mmpwm\’-

Laceld y polvimerizing mell-

Oone

[0020] i preferudie e carny cnt e syachetic adsorbert
a0 I de -r et into g colume.

eatinen

woecluma aind then
reatitng th
s oprelerable W
Lot under reduced
resil e osolvent nem the oxtraet, or
LT achieve complete fraction-
callate can be eluted
the use of tor example. a 30%

wzugh the vention s not

JAEERIN I
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le A.d“\ludt(\! 1

e AWV B Sel
restrictad therews

r0021) Tt sl
£ DIVON

‘urker purity the eluare
werad by Mitsubishi Chemi-
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cal Corporation) Laving a smaller pore »ize ws o colunn
packing. [n this way, lmxh -moiecular weight substances such
as polvphenols having melecular weight of 2000 or moere,
which were adsorbed together with the apubactenal com-
ponents on an adsorbent in the case of HP-20. are not
adsorbed and pass as such. and theretore. catechins and their
cpimers with lower molecular weights can be selectively
adsorbed and collected. It mecessarv. the eluate is further
treated with DIAION HP-20 or SEPHADEX LH-20 (fmanu-
factured by Amersham-Pharmacia) and eluted with a water-
coptaining alechal. ¢z o M- \\\U‘\\\ methanel solution
OF WIIRE-CONLAMING Geetane. elene
sojinon. In this way ~chan
antibacterial activ v, o g 5
catechins, EGOG ﬂnd T cedbecutechin galiate. can
he ohained at elevated conce Thevarechins, FOCG
and s epimer gu]lnc:i:cchm 2aliate according W0 the present
invention, can be determined by the colommetry using the
phenol reagent (Folin-Ciocalien reagentr. However, it i3
advisable to use hgh-performance liquid chromatography
{HPL.C) 10 detenmine the composition in detail

[0422]  According w the ahove-deseribed method. a com-
position 1s provided. wherew the anubactenal efect of
EGCG 18 enhanced by GOGL and wherein the ratio BEGCG-
GG ranges from TOGOT W D0l 00 preferably trom
10005 10 1020 the tracticn separated by the
abuve-desenbed Sl Ul composition

rerlic val e deter

s

remwsed, and the

Ravterial activily as un

unheation

XTI
spiedict as extrnted or g product

(90227 The tea lea!
amy form, for example,
as eluted from the svailiel adsorbent u conventrate thereof
wra dried product obtainad by removing solvents from the
cluate. From the viewpaiats of starage stability and safety
for arganic solvents. it 15 advisable w use the extract in the
furm of u died product.

hus ontaned may he nsed in

[0624] The compuosition according o the present invention
mav be used 10 reduce or prevewt e ouset of dental cartes.
by being added alone or loacthcr with vagous components
alreads employed i the vodriphs and fouds of various
purposes. Tu reduce or pre \uﬂ e ental varies
mwate both o use the compesitien aooonding o e preset
mvention as oral care goods 1o suppress v nrevent the anset

KA.

of dental carigs. and to regujarly | ke foods
or Jdriithe ventdning the I w the
prosent IRV L VT L veniai e [HSRIRH

prevent he onset ol le

TH0287 Dreferred o
aclude dentul care g
and roches, as Wil as s

Ul dy sleTowe,
mizu-vokan (a8 adzuki-hea

pancake ) contily cak
SUslrd CRCIL DUl G, Vs

AW el . (_ S wdAY

Loderay e eans <y

ipalge Suhes DU UL,

Spudding cockios saent

s drinhs, cor-

bugs, sweamed buns. pume, Jectic wid b
bonated driks. cotfee
chewiig i

Lovalidiws,

s, vetee tellv caracie

W Creils, e vibadics and shovolates

10026]  To produce these vral vare goads
iy e canostatic agenis, CollipPeieils Jeinhl i
i the ot can beselevted and used uppn prutes vodepending
ou the product types. For exanple. o may

optwnaliy conan caleiun carbonate. dibasic calvun: phos-

Y I vads contaue
Canpieyed

v ods

Jun. 22, 2006

phate. siiicic whydride. magnesiwn carbonate, glycerine.
sorbitol. propylene glveol. polyethylene glycol. carboxym-
cthyleellulose, methyl cellulose, sodium alginate. carrag-
cenan, crboxyvinyl polvmer, sodium dioctylsulfosuccinate,
sodium laury! sulfate, sodium dodecylbenzenesulfonate,
buryl parahydroxybenzoate. hinokitiol. allantoin. glycyr-
rhizin. aleohols. gum arabic. starch, com starch, saccharin
sodium. stevioside. glucose. lactose. magnesium stearale,
moencpotussium phosshate. dipetassium phosphate. men-
thol, evcalyptis ol peppermint, spearmint. colorants. as
well s '*un"du v\d‘ a5 sodinm fuende and sodium monot-
fuerophsspi -mammateny agents sach as lvsozvme
s chiende and sa on

chure SO TP

[0027] un foods may be produced by
optm‘i:‘..l\‘ Bl sl emploved food materials
such 3 gse, nelose, »uctos2, maltose. sorbitol, stevio-

side. com ‘mp, lactose, eitrte acid. wartaric acid, malic acid,
succinic acid. lactic acid. L-ascorbic acid, dl-a-tocopheral,
sodium ervthorbate. glveerine. propylene glyeol. glycerine
fatty acid esters. pelyglyeerine fatny acid esters. sucrose farry
acid esters. sorhitan tarty acid esters, propylene glyeol fatty
acid esters. gum arabic, carrageenan. casein. gelatin, pectin,
agar, vitamin BT piconime seid amide caletum pan-
mosts, colomnis, thavonng

sigar tegetiier with a can-
o toeds s will be shown
w e campestion HL'L‘\'\!'dng to the
aristatic sugar can be used
in FXAMPIES 6 o R

he shew

as @ athanrote, asow

Sinee tew Bes been widely consumed all over the
there s no rouble with the

[0029]
world from ancient times,

fraction obtained from tea leaf extract in terms of safety
However. considering the tlavor. smell. color tane, ete. of
the product. it is preferred to add the conposition according
w the present invention (ncluding the caniostatic composi-
tion) 1o the food and drink of the present invention at a
() 2

cancentraticn, of Q.0000 1
0.2%. ol a 3y wel
the conventration
abos e, Iy ee P

Cstll preferably 001 10
prel ferable to centrol
Lo range aw »;‘umw
Lt rresvill s ention,

2wt dntthacterial -

y‘

Iy also
echins

ot ;;:ll\thumn watlae

NVEINTION

IR 2y the present invention
AW NI L CIOTIAL WU agaINEL Strepiton oo
ende Ao Sy Tl or cansattg bacterum of dental

Ui sduing dental canes and pertoduntal

s Vhe component emploved o the present invemion
voeniretiely safeund Lo vempositen can be supplied o s
large carivstatic and ant: permlunm] disease
COMP i

i

e voibstimed from
Avverdingiv, the prosent invention appears o
i ore By givaw and, twthermore.
2ol general foods, and

Srgul
NRRHUWS

TOVeLCD

2ol be dlustraed =
feliowing TXAMPLES.
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EXAMPLE |

Inhancement of Antibacterial Flfect By Miviag
TCCG and GOG

(00321 Strepiecnccice nindanis D MTRAER ws culn

@ brain heart fision mediwn BHL el o
Difeot at 377 C. for 18 hours. Adler woile e Dy

WWay washed tree times with

centrifugation, the provipl
a phosphate buffer sclution iPBS. pH 4.8 Then the cells
were suspended w0 give an ehsorbance W5 05 W 250 o
Thus, about 210" colenies per ml. rexpressed i coloay
forming unit: CFU were formed - Next an equal wnesat of
a previously orepared sumple soluten was zdded o che
suspension ikl the ; saNThre ws al
37 Cotor D houw @1 “this hawd nuxture or the same
mixture sertovsiv J0-rolh duted was sowed onon Mt
salivarius agar moe M qeannm. maniaurad by
Difeo). Atter cuiturig 2t 377 C tor 2 davs. the colonies thus
formed were counted. The antibactertal activiny wus ndi-
cated in the fogasthm of CHU of test group CT U of control
lot (1.¢.. the reducing ratin)

wed wosn

o 0l

[0#33]  The mixing ratio of EGCG e GCOCG imanutactured
by Sigma) was varied 50 as o adust the final concentration
of the sample to | mg'mlL and thus the antibacierial activity
was examined. Compared with the samples contatning
FGCG or GOGoalene, the muxnures of them showed
enhanced antibacterial activities. In panicular. the sample
having an FGCGGCG rtio of LO0:0.45 showed an activir
05 times higher tabout $8-fold) than that ot the sample
coptaming FGOG alone, Table 1 summanzes the results

TABLE ]
R AT
o s ol ER
'
a5
'
[ - e

TNANPT 2

Frocnonanon or Oeleag e

O] T volong wa wavés Vs ad

anol Aol
lew leaves gl room emperatane v the e was
filtered and the eatract thus oblamed was pewdered by
conventration under reduced pressure und frecee-dmving. To
the powder thus obaiged. 100 volumes of deloiized water
were added and the resultant suspension was passed tarough
4 DIAION IIP-21 colunn cmanufuciured by Mitsubishi
Chemical Corporation). After washing with dejonized water.
clution was carrted cut with the use o o 30 agqueeus
methanel selution (passitg speed. SV=3. pas i
Sbed volumes ewch e The eluate obia

soluten wae conventrated wader

430 wague s e

RILUPIITHUNT I o K

reduced prosure wad oz Beohve s pan e
TO038T Using the obiained peader

was prepared e aanised
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Chromategraphy (analvzer: Alliance Photodiode Array Sys-
em. Mentloctured by Waters, eolumn: Develesit C30-UG-
i iagaku Co. Lds

Soh0x R0 mm, manuaciured Py Non

W piase wd vllnon dond

linear yradient from
w0 Solunon 1B 1500
seetopuale-0L03 martuoreacetie acid, within 20 minutes;
dowomne Dombomin celunw wemperature: 407 COL CLCGL
O VGC TGCG, GCC and ECG (manufactured by
dowere tsed os standards and the weights of the
swerhins contained were determined trom the respective
criitraten curves The campesifien ratio 1s shown in Table

e vomponent DGCG being taken as 1.00.

A GhdvemTaeroacetic

4
3

TABLD Z

sk k" i - T: or Tr

5 ave diiaiest Woieh v 0w sinals teindivate

EXAMPLE 3
H036]  Toothpaste
Suts Ry owr e
Ty Loy e 30

- I R NANVIBOT D e e
PNAMPLL 4
03T Mowh weal
narts by we gt
- »




United States Patent (9

Gaffar et al,

Dy ~» T

L T

5,776,435
_ ‘f‘Jul. 7, 1998

(117 Patent Number:
(451 Date of Patent:

(54]

[75]

(73]

[*1]

(21]
(22]

(51]
(52]

ANTIPLAQUE ANTIBACTERIAL ORAL
COMPOSITION

Inventors: Abdul Gaffar. Princeton: Nuran Nabi.
No. Brunswick; John Afflitto,
Brookside. all of N.J.: Orum Stringer.
Yardley. Pa.

Assignee: Colgate-Palmolive Company. New
York, N.Y.

Notice: The term of this patent shall not extend
bevond the expiration date of Pat. Nos.
5.037.635. §.192.531 and 5.288.480.

Appl. No.: 176,926
Filed:  Feb. 22, 1994

Related U.S, Application Data

Division of Ser No. 964247, Oct. 2. 1992, Pa. No
5.288,430. which is a division of Ser. No. 655571, Feb. 19,
1991.Pat. No. 5,178 851, which 15 a conunuauon of Ser. No.
398,566, Aug. 25, 1989, Pat. No. 5032386, which js a
continuation-in-part of Ser. No. 291.712. Dec. 29, 1988, Pat.
No. 4,894,220, and Ser. No. 346,258, May 1. 1989, Pat No,
5.043.154, said Ser. No. 291.712, is a continuation-in-part of
Ser. No. 8,901, Jan. 30, 1987, abandoned. said Ser. No.
346,258, is @ conlinuation of Ser. No. 8901, Jan. 30, 1987,
abandoned. .

Int. C1° .. rererenees AGTK 7/16: AG1K 7/18
S Ch ot 324149 424/52

[58] Field of Search ........oooovorvcersers. 424/49-58

[56] References Cited

U.S. PATENT DOCUMENTS

3429963  2/1969 Shedlovsky .......ccoieermcsriaiinens 424/56
4,022 880 5/1977 Vinson etal. . 424/49
4804220  1/1990 Nabietal ... 424/52
4,980,153 12/1990 Jackson et al. 424/52
5032385 7/1991 Reed et al. ... 424/49
5032386 7/1991 Craffar et al. ... . 424/49
5037635 1991 Nabietal ... . 424/52
5188821 21993 Gaffar er al. ....... ., 424/52
5092531 3/1993 Gaffaretal ... . 424/52
5288480 21994 Gaffaretal .. 2452
5294431 31994 Gaffar et al e 424/52

Primary Examiner—Shep K. Rose
Attorney, Agent, or Firme—Heary S. Goldfine

[571 ABSTRACT

An oral composition dentifrice comprising an orally accept-
able vehicle, about 5-30% by weight of a siliceous polishing
agent. about 0.25-0.35% by weight of a substantially water-
insoluble noncationic antibacterial antiplaque agent. such as
2.4.4'-trichloro-2'-hydroxydiphenyl ether (triclosan) and an
antibacterial-enhancing agent which enhances the delivery
of said antibacterial agent to. and retention thereof on. oral
surfaces.

19 Claims, No Drawings
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ANTIPLAQUE ANTIBACTERIAL ORAL
COMPOSITION

This is a division of application Ser. No. (07/964.247.
filed Oct. 21. 1992, now U.S. Pat. No. 5.288.480, which is
a division of application Ser. No, 07/655.571. Feb. 19, 1991.
now U.S. Pat. No. 5.178.851. granted Jan, 12. 1993, which
is a continuation of application Ser. No. (07/398.566. filed
Aug. 25. 1989, now 1S, Pat. No. 5.032386. granted Jul. 16,
1991, which is a continuation-in-part of application Ser. No,
07/291.712. filed Dec. 29. 1988, now U.S. Pat. No. 4.894.
220, granted Jan. 16. 1990. and of application Ser. No.
07/346,258. filed May 1. 1989, now U.S. Pat. No. 5.043.134.
granted Aug. 27. 1991. which are respectively a
continuation-in-part and a continuation of application Ser.
No. 07/008.901. filed Jan. 30, 1987, now abandoned.

This invention relates to an antibacterial antiplaque oral
composition dentifrice. More particularly, it relates to an
oral composition dentifrice containing a substantially water-
insoluble noncationic antibacterial agent effective to inhibit
plaque.

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. parficularly including at the gingival margin.
Hence. besides being unsightly. it is implicated in the
occurence of gingivitis.

Accordingly. it is highly desirable to include antimicro-
bial agents which have been known to reduce plaque in oral
compositions. Frequently. catonic antibacterial agents have
been suggested. Moreover. in U.S. Pat. No. 4.022.380 to
Vinson et al, a compound providing zinc ions as an antical-
culus agent is admixed with an antibacterial agent effective
to retard the growth of plaque bacteria. A wide variety of
antibacterial agents are described with the zine compounds
including cationic materials such as guanides and quaternary
ammonium compounds as well as non-cationic compounds
such as halogepared salicylanilides and halogenated
hydroxydiphenyl ethers. The noncationic antibacterial anti-
plaque halogenated hydroxydiphenyl cther, triclosan, has
also been described in combination with zinc citrate trihy-
drate in Europecan Patent Publication 0161.899 to Saxton et
al. Triclosan is also disclosed in European Patent Publication
0271.332 10 Davis as a toothpaste component. containing a
solubilizing agent such as propylene glycol.

The cationic antibacterial materials such as
chlorhexidine, benzthenium chloride and cetyl pyridinium
chloride have been the subject of greatest investigation as
antibacterial antiplaque agents. However, they are generally
not effective when used with anionic materials. Noncationic
antjbacterial materials. on the other hand, can be compatible
with anionic components in an ofal composition.

However, oral compositions typically are mixtures of
numerous components and even such typically aeutral mate-
rials as humectants can affect performance of such compo-
sitions.

Moreover, even noncationic antibacterial agents may
have limited antiplaque effectiveness with commonly used
materials such as polyphosphate anticalculus agents which
are disclosed together in British Patent Publication 22 00551
of Gaffar et al and in EP 0251591 of Jackson et al. In
commonly assigned Ser. No. 398.605 filed on even date
herewith, titled “Antibacterial. Aatiplaque Anticalculus Oral
Composition™, it is shown the antiplaque effectiveness is
greatly ephanced by including an antibacterial-¢nhancing
agent (AEA) which cnhances the delivery of said antibac-
terial agent to, and retention thereof on. oral surfaces and
providing optimized amounts and ratio of polyphosphate
and AEA.
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Further. even when polyphosphate anticalculus agent is
not present as io commonly assigned Ser. No. 398.606 filed
on even date herewith. titled “Antibacterial Antiplague Oral
Composition”. antiplaque effectiveness on soft oral tissue is
optimized by including with the AEA a solubilizing faterial
which dissolves the noncationic antibacterial agent in saliva
when the polishing agent is a siliceous polishing agent
present in amount of about 5-30%. When the amount of
polishing material is about 30-75% by weight. the special
solubilizing material is not required. as in commonly
assigned Secr. No. 398.699. filed on even date herewith. titled
“Antibacterial Antiplague Oral Composition™.

It is an advantage of this invention that an oral compo-
sition dentifrice containing a siliceous polishing agent. a
stoall bt effective antiplaque amount of a substantially
water-insoluble noncationic antibacterial agent and an AEA
is provided to inhibit plaque formation. even without requir-
ing the presence of special solubilizing agent.

Tt is an advantage of this invention that the AEA enhances
the delivery and retention of small but effective antiplaque
amount of the antibacterial agent on teeth and on soft oral
tissues.

It is a further advantage of this invention that an anti-
plaque oral composition is provided which is effective to
reduce the occurrence of gingivitis.

Additional advantages of this invention will be apparent
from consideration of the following specification.

In accordance with certain of its aspects. this invention
relates 1o an oral corposition dentifrice comprising in an
orally acceptable vehicle. about 5-30% by weight of a
siliceous polishing agent. about 0.25-0.35% by weight of a
substantially water insoluble noncationic antibacterial agent,
said oral composition dentifrice comprising at least one of 2
surface active-agent and a flavoring oil. and about 0.05—3%
by weight of said AEA. said oral composition dentifrice
being substantially free of polyphosphate anticalculus agent.

Typical examples of water insoluble noncationic apti-
bacterial agents which are particularly desirable from con-
siderations of antiplaque effectiveness. safety and formula-
tion are:

Halogenated Diphenyl Ethers
2' 4 .4'-trichloro-2-hydroxy-diphenyl ether (Triclosan)
2.2'-dihydroxy-5.5'-dibromo-diphenyl ether.

Halogenated Salicylanilides
4'5-dibromosalicylanilide
3.4' S-richlorosalcylanilide
3.4’ S-tribromosalicylanilide
2.3.3' 5-tetrachlorosalicylanilide
3.3' S-tetrachlorosalicylanilide
3.5-dibromo-3-wiffuoromethyl salicylanilide
S-p-octanoyl-3'-riflucromethyl salicylanilide
3.5-dibromo-4"-trifluorornethyl salicylanilide
3.5-dibromo-3'-trifluoro methyl salicylanilide
(Fluorophenc)

Benzoic Esters
Methyl-p-Hydroxybenzoic Ester
Ethyl-p-Hydroxybenzoic Ester
Propyl-p-Hydroxybenzoic Ester
Butyl-p-Hydroxybenzoic Ester

Halogenated Carbanilides
3.4 4-trichlorocarbanilide
3-wifluoromethyl-4.4'-dichlorocarbanilide
3.3 .4-tnchlorocarbanilide

Phenolic Compounds (including phenol and its homologs.
mono- and poly-alky! and aromatic talo (e.g. F.ClBrIy
phenols. resorcinol and gatgehol and their derivatives and
bisphenotic compounds). Such phenolic compounds
includes inter alia:
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Fhenol and its Homologs
Phenol
2 Methyl-Phenol
3 Methyl-Phenol
4 Methyl-FPhenol
4 Ethyl-Phenol
2.4-Dimethyl-Phenol
2.5-Dimethyl-Phenol
3.4-Dimethyl-Phenol
2.6-Dimethyl-Phenol
4-n-Propyl-Phenol
4-n-Buty]-Phenol
4-n-Amyl-Phenol
4-tert- Amyl-Phenol
4-n-Hexyl-Phenol
4-n-Heptyl-Phenol
2-Methoxy-4-( 2-Propenyl)-Phenol (Eugenol)
2-Isopropyl-5-Methyl-Phenol (Thymol)

Mono- and Poly-Alky! and Aralkyl Halophenols
Methyl-p-Chlorophenol
Ethyl-p-Chlorophenol
n-Propyl-p-Chlorophenol
n-Butyl-p-Chlorophenol
o- Amyl-p-Chlorophenol
sec-Amyl-p-Chlorophenol
n-Hexyl-p-Chlorophenol
Cyclohexyl-p-Chlorophenol
n-Heptyl-p-Chlorophenol
p-Octyl-p-Chlorophenol
O-Chlorophenol
Methyl-o-Chlorophenol
Ethyl-o-Chlorophenol
n-Propyt-o-Chlorophenol
n-Butyl-o-Chlorophenol
n-Amyl-o-Chlorophenol
tert-Amyl-o-Chiorophenol
n-Hexyl-o-Chlorophenol
n-Heptyl-o-Chlorophenol
p-Chiorophenol
oBenzyl-p-Chlorophenol
o-Benzyl-m-methyl-p-Chlorophenol
o-Benzyl-m. m-dimethyl-p-Chlorophenol
o-Phenylethyl-p-Chlorophenol
o-Phenylethyl-m-methyl-p-Chlorophenol
3-Methyl-p-Chlorophenol
3.5-Dimethyl-p-Chlorophenol
6-Ethyl-3-methyl-p-Chlorophenol
6-n-Propyl-3-methyl-p-Chlorophenol
6-iso-Propyl-3-methyl-p-Chlorophenol
2-Ethyl-3.5-dimethyl-p-Chlorophenol
6-sec Butyl-3-methyl-p-Chlorophenol
2-iso-Propyl-3.5-dimethyl-p-Chlorophe nol
6- Diethylmethyi-3- methyl-p-Chlorophenol
6-iso-Propyl-2-ethyl-3-methyl-p-Chlorophenol
2-s%ec Amyl-3.5-dimethyl-p-Chlorophenol
2-Diethylmethyl-3.5-dimethyl-p-Chlorophenol
6-se¢ Octyl-3-methyl-p-Chlorophenol
p-Bromophenol
Methyl-p-Bromophenol
Ethyl-p-Bromophenol
n-Propyl-p-Bromophenol
n-Butyl-p-Bromophenol
n-Amyl-p-Bromophenol
sec-Amyl-p-Bromophenol
n-Hexyl-p-Bromophenol
cyclohexyl-p-Bromophenol
o-Bromophenol
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tert-Amyl-o-Bromophenol
n-Hexyl-o-Bromophepol
n-Propyl-m.m-Dimethyl-o-Bromophenol
2-Phenyl Phenol

4-chloro-2-methy! phenol
4-chloro-3-methyl phenol
4-chloro-3.5-dimethyl phenol
2.4-dichloro-3.5-dimethylphenol
3.4.5.6-terabromo-2-methylphenol
5-methyl-2-pentylphenol
4-isopropyl-3-methylphenol
5-chloro-2-hydroxydiphenylemthane

Resorcinol and its Derivatives
Resorcinol
Methyl-Resorcinol
Ethyl-Resorcinol
n-Propyl-Resorcinol
n-Butyl-Resorcinol
n-Amyl-Resorcinol
n-Hexyl-Resorcinol
n-Heptyl-Resorcinol
n-Octyl-Resorcinol
n-Nonyl-Resorcinol
Phenyl-Resorcinol
Benzyl-Resorcinol
Phenylethyl-Resorcinol
Phenylpropyl-Resorcinol
p-Chiorobenzyl-Resorcinol
5-Chloro-2 4-Dihydroxydiphenyl Methane
4-Chloro-2.4-Dihydroxydiphenyl Methane
5-Bromo-2 4-Dihydroxydiphenyl Methane
4'-Bromo-2.4-Dihydroxydiphenyl Methane

Bisphenolic Compounds
Bisphenol A
2.2 -methylene bis (4-chlorophenol)
2.2'-methylene bis (3.4.6-trichlorophenol)
(hexachlorophene)
2.2-methylene bis (4-chloro-6-bromophenol)
bis (2-hydroxy-3.5-dichlorophenyl) sulfide
bis (2-hydroxy-3-chlorobenzyl) sulfide

The noncationic antibacterial agent is present in the oral
composition in an cfective antiplaque amount of about
0.25-0.35% by weight, preferably about 0.3%. The antibac-
terial agent is substantially water-insojuble, meaning that its
solubility is less than about 1% by weight in water at 25° C.
and may be even less than about 0.1%.

The preferred halogenated diphenyl ether is triclosan. The
preferred phenolic compounds are phenol. thymol. eugenol.
hexyl resorcinol and 2.2'-methylene bis(4-chloro-6-
bromophenal). The most preferred antibacterial antiplaque
compound is triclosan. Triclosan is disclosed in aformen-
tioned U.S. Pat, No. 4.022.880 as an antibacterial agent in
combination with an anticalculus agent which provides zinc
ions. and in German Patent Disclosure 3532860 in combi-
nation with a copper compound. In European Patent Dis-
closure 0278744 it is disclosed in combination with a tooth
densitizing agent containing a source of potassium jons. It is
also disclosed as an antiplaque agent in a dentifrice formu-
lated to contain a lamellar liquid crystal surfactant phase
having a lamellar spacing of less thap 6.0 nm and which may
opticnally contain a zinc salt in published European Patent
Application 0161898 of Lane et al and in a dentifrice
containing zinc citrate trihydrate jn published European
Patent Application 0161899 1o Saxton et al.

The antibacterial-cnhancing agent (AEA) which enhances
delivery of said antibacterial ageat to. and retention thereof
on, oral surfaces. is employed in amounts effective to
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achieve such enhancement within the range in the oral
composition of about 0.05%. to about 4%. preferably about
0.1% to about 3%, more preferably about 0.5% to about
2.5% by weight.

AEA polymeric materials of the present invention include
those which can be characterized as having utility as den-
tifrice adhesives or fixatives or dental cements. For example.
U.S. Pat. Nos. 4.521.551 and 4373.036 cach to Chang ct al.
describe commercially available copolymer of methylvinyl
ether-maleic anhydride (Gantrez) as a denture fixative,
However. there has not been recognition in the prior art that
adhesives, fixatives or cements when applied in water-
soluble or water-swellable form together with substantially
water-insoluble non-cationic antibacterial antiplaque agents
could enhance the antibacterial activity of such agents.
Further. in U.S. Pat. No. 4,485,090 to Chang. Gantrez AN
copolymer is mentioned among polymeric anionic
membrane-forming materials which attach to a tooth surface
to form a hydrophobic barrier which reduces elution of a
previously applied therapeutic caries prophylactic fluoride
compound. Again. there is no recognition that such poly-
meric material could enhance the antibacterial activity of
substantially water-insoluble non-cationic antibacterial anti-
plaque agents,

This AEA may be a simple compound. preferably a
polymerizable monomér. more preferably a polymer. which
latter term is entrely generic. including for example
oligomers. homopolymers. copolymers of two or more
monomers. ionomers. block copolymers. graft copolymers.
cross-linked polymers and copolymers. and the Like. The
AEA may be natural or synthetic. and water insoluble of
preferably water (saliva) soluble or swellable (hydratable.
hydrogel forming). It has an (weight) average molecular
weight of about 100 to about 1.000.000. preferably about
1.000 to about 1,000.000. more preferably about 2.000 or
2.500 to about 250.000 or 500.000.

The AEA ordinarily contains at least one delivery-
enhancing group. which is preferably acidic such as
sulfonic. phosphinic. or more preferably phosphonic or
carboxylic. or salt thereof. ¢.g. alkali metal or ammonium.
and at least coe organic retention-enhancing group, prefer-
ably a plurality of both the delivery-enhancing and
retention-cnhancing groups, which latter groups preferably
have the formula —(X),—R wherein X is O. N. 5. 50. 50,.
P. PO or Si or the like. R is hydrophobic alkyl. alkenyl. acyl.
aryl. alkaryl. aralkyl. heterocyclic or their inert-substituted
derivatives, and n is 2ero or 1 or more. The aforesaid
“inert-substituted derivatives”. are intended to include sub-
stituents on R which are generally non-hydrophilic and do
not significantly interfere with the desired functions of the
AEA as enhancing the delivery of the antibacterial agent to.
and retention thereof on. oral surfaces such as halo. e.g. Cl.
Br. L, and carbo and the like. ustrations of such retention-
enhancing groups are tabulated below.

o
<

—(X),R
o] —  methyl, ethyl, propyl duryl isobutyl. t-butyt,
cyclobexyl allyl benzyl. phenyl. chloropbenyl.
xylyl. pyrdyl. furunyl. aceryl, beazoyl. butyryl,
wrephthaloyl et
1 O ethoxy, benzyloxy. thuoacetory, phenoxy,
carbaethoxy, cartobenzykoxy, el
N ethylamuwo, diethy lamine, propy larodo,
henrylamino,, benzoylamudo. phenylacetarnido. e,
5 thicburyl thioisobutyl, thioaltyl. thiobenzyl.
thiophenyl. thiopromonyl, phenylthioacetyl,
thiochenzoyl, et
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-continued

50 butylsulfoxy. sllylaulfoxy, benzylsulfoxy,
phenylsulfory. etc.

$0, butylsulfonyl allysulfonyl. henzylsulfonyl,
phenylsulfonyl, etc.

P dietbyphosphinyl. ethylvinylphosphinyl,
ethylallylphosphinyl, ethylbenzylptosplonyl,
ethylphenylpbosphinyl, etc.

PO diethylphosphinoxy, ethylvinylphosphmoxy,
methylally lphosphinoxy. methy lbenzyphosphinoxy.
wethy tphenylphosphinoxy, et

51 triumethysilyl. dimethylburylsilyl,
dirpethy lbenzylsilyl. dimethylvinylsityl,
dimethylallylsilyl, etc.

As employed herein. the delivery-enhancing group refers
to one which attaches or substantively, adhesively. cohe-
sively or otherwise bonds the AEA (carrying the antibacte-
rial agent) to osal (e.g. tooth and gumn) surfaces. thereby
“delivering” the antibacterial agent to such surfaces. The
organic retention-enhancing group. generally hydrophobic.
attaches or otherwise bonds the antibacterial agent to the
AEA. thereby promoting retention of the antibacterial agent
to the AEA and indirectly on the oral surfaces. In some
instances. attachment of the antibacterial agent occurs
through physical entrapment thereof by the AEA. especially
when the AEA is a cross-linked polymer, the structure of
which iaherently provides increased sites for such entrap-
ment. The presence of a higher molecular weight. more
hydrophobic cross-linking moiety in the cross-linked poly-
mer still further promotes the physical entrapment of the
antbacterial ageat 1o or by the cross-linked AEA polymer.

Preferably. the AEA is an anionic polymer comprising a
chain or backbone containing repeating units ecach prefer-
ably containing at least one carbon atom and preferably at
least one directly or indirectly pendant. monovalent
delivery-enhancing group and at least one directly or indi-
rectly pendant monovalent retention-enhancing group
geminally. vicinally or less preferably otherwise bonded to
atoms. preferably carbon, in the chain. Less preferably. the
polymer may contain delivery-¢nhancing groups and/or
reteqtion-enhancing groups and/or other divalent atoms of
groups as links in the polymer chain instead of or in addition
to carbon atoms. or as <ross-linking moieties.

It will be understood that any examples or illustrations of
AEA's disclosed herein which do oot contain both delivery-
enhancing groups and retention enhancing groups may and
preferably should be chemically modified in known manoer
to obtain the preferred AEA's containing both such groups
and preferably a plurality of cach such groups. In the case of
the preferred polymeric AEA’s, it is desirable, for maximiz-
ing substantivity and delivery of the antibacterial agent to
oral surfaces, that the repeating units in the polymer chain or
backbone containing the acidic delivery cnhancing groups
constitute at least about 10%., preferably at least about 50%-.
ruore preferably at least about 80% up to 95% or 100% by
weight of the polymer. '

According to a preferred embodiment of this invention.
the AEA comprises a polymer containing repeating units in
which one or more phosphonic acid delivery-enhancing
groups are bonded to one or more carbon atoms in the
polviner chain. An example of such an AEA s poly (vinyl
phosphonic acid) containing uaits of the formula;

—[CH;~CH|— 1

PO3H;

which however does not contain a retention-enhancing
group. A group of the latter type would however be present
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readily fusctions in polymerization because of its presence
in the monomer molecule either in the alpha-beta position
with respect to a carboxy! group or as part of a terminal
methylene grouping. Tlustrative of such acids are acrylic,
methacrylic, ethacrylic. alpha-chloroacrylic. crotonic. beta-
acryloxy propionic. sorbic. alpha-chlorsorbic. cinpamic,
beta-styrylacrylic. muconic. itaconic. cittaconic. mesaconic,
glutaconic. aconitic, alpha-phenylacrylic, 2-benzyl acrylic,
2-cyclohexylacrylic. angelic. umbellic. fumaric. maleic
acids and anhydrides. Other different olefinic monomers
copolymerizable with such carboxylic monomers include
vinylacetate, vinyl chloride. dimethyl maleate and the like,
Copolymers ordinarily contain sufficient carboxylic salt
groups for water-solubility.

Also useful herein are so-called carboxyvinyl polymers
disclosed as toothpaste components in U.S. Pat. No, 3.980,
767 to Chown et al; U.S. Pat. No. 3.935.306 to Roberts et al;
U.S. Pat. No. 3.919.409 to Perla et al; U.S, Pat. No.
3.911.904 to Harrison. and U.S. Pat No. 3.711.604 to
Colodney et al. They are comumercially available for
example under the trademarks Carbopol 934. 940 and 941 of
B. F. Goodrich, these products consisting essentially of a
colloidally water-soluble polymer of polyacrylic acid
crosslinked with from about 0.75% to about 2.0% of poly-
allyl sucrose or polyallyl pentaerythritol as cross linking
ageot. the cross-linked structure and cross-linkages provid-
ing the desired retention ephancement by hydrophobicity
and/or physical entrapment of the antibacterial agent or the
like. Polycarbophil is somewhat similar. being poly acrylic
acid cross-linked with less than 0.2% of divinyl glycol. the
lower proportion. molecular weight and/or hydrophobicity
of this cross-linking agent tending to provide little of no
retention eshancement. 2.5-dimethyl-1.5-hexadiene exem-
plifies a more effective retention-enhancing cross-linking
agent.

The synthetic anjonic polymeric polycarboxylate compo-
nent is mainly a hydrocarbon with optional halogen and
O-containing substituents and linkages as present in for
example ester, ether and OH groups. and is employed in the
instant compositions in approximate weight amounts of 0.05
1o 4%, preferably 0.05 to 3%. more preferably 0.1 to 2%.

The AEA may also comprise natural acionic polymeric
polycarboxylates cootaining retentiop-cnhancing groups.
Carboxymmethyl cellulose and other binding agents gums and
film-formers devoid of the above-defined delivery-
enhancing and/or retention-enhancing groups are ineffective
as AEA’s.

As illustrative of AEA’s containing phosphinic acid and/
or sulfonic acid delivery cnhancing groups. there may be
mentioned polymers and copolymers containing units or
moicties derived from the polymerization of vinyl or allyl
phosphinic and/or sulfonic acids substituted as needed on
the 1 or 2 (or 3) carbon atom by an organic reteption-
ephancing group. for example having the formula
—(X),—R defined above. Mixtures of thes¢ monomers may
be employed. and copolymers thereof with one or more inert
polymerizable ethylenically unsaturated monomers such as
those described above with respect to the operative synthetic
anionic polymeric polycarboxylates. As will be noted. in
these and other polymeric AEA’s operative herein, usually
only one acidic delivery-enhancing group is bonded to any
given carbon or other atom in the polymer backbone or
branch thereon. Polysiloxanes containing pendant delivery-
enhancing groups and retention enhancing groups may also
be employed as AEA's herein. Also cffective as AEA's
herein are ionomexs containing or modified to contain
delivery- and retention-cnhancing groups. lonomers are
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described on pages 546-573 of the Kirk-Othmer Encyclo-
pedia of Chemical Technology. third edition. Supplement
Volume, John Wiley & Sons. Inc. copyright 1984, which
description is incorporated herein by reference. Also effec-
tive as AEA’s herein. provided they contain or are modified
to certain retention-enhancing groups, arc polyesters. poly-
urethanes and synthetuc and natural polyamides including
proteins and proteinaceous materials such as collagen. poly
(argenine) and other polymerized amino acids.

Without being bound to a theory. it is believed that the
AEA. especially polymeric AEA. is generally an anionic
film forming material and is thought to attach to tooth
surfaces and form a continuous film over the surfaces.
thereby preventing bacterial attachment to tooth surfaces. It
is possible that the noncationic antibacterial agent forms a
complex or other form of association with the AEA. thus
forming a filrn of a complex or the like over tooth surfaces.
The film forming property of the AEA and the enhanced
delivery property of the AEA and the enhanced delivery and
retention of the antibacterial agent on tooth surfaces due to
the AEA appears (o make tooth surfaces unfavourable for
bacterial accumulation particularly since the direct bacterio-
static action of the antibacterial agent controls bacterial
growth. Therefore. through the combination of three modes
of actions: 1) eahanced delivery. 2) long retention time on
tooth surfaces. and 3) prevention of bacterial attachment to
tooth surfaces. the oral composition is made efficacious for
reducing plaque. Similar antiplaque effectiveness is atained
on soft oral tissue at of near the gum line,

In aforementjoned application Ser. No. 398,606. filed on
even date herewith. titled “Antibacterial Antiplaque Oral
Compositions” wherein the dentifrices thereof contain about
5-30% by weight of a siliceous polishing agent. a material
which solubilizes the noncationic antibacterial agent to
render it effective in delivery to soft oral tissues at the gum
line is employed. In the present invention. when the amount
of the noncationic antibacterial agent is optimized at about
0.25-0.35% by weight. it is found that the solubilizing agent
is not required: but is rather optional,

In the oral preparation dentifrice. an orally acceptable
vehicle including a water-phase with humectant is present.
Water is present typically in amount of at least about 3% by
weight. generally about 3-35% and humectant. preferably
glycerine and/or sorbitol, typically total about 6.5-75% or
80% by weight of the oral preparation dentifrice. more
typically about 10-75%. Reference hereto to sorbitol refers
to the material typically as available commercially in 70%
aqueous solutions, Although not required in the present
invention wherein about 0-25-0.35% of the water insoluble
non-cationic antibacterial agent is present optionally. an
additional ingredient which assists solubilization of the
antibacterial agent in saliva may be incorporated in the
water-humectant vehicle. Such optional solubilizing agents
include humectant polyols such as propylene glycol, dipro-
pylene glycol, and hexylene glycol. cellosolves such as
methyl cellosolve and ethyl cellosolve, vegetable oils and
waxes coptaining at least about 12 carbons in a straight chain
such as olive oil. castor oil and petrolatum and esters such
as amyl acctate. cthyl acetate and benzyl benzoate. As used
herein “propylenc glycol” includes 1.2-propylene glycol and
1.3-propylene glycol. Significant amounts of polyethylene
glycol particularly of molecular weight of 600 or more
should be avoided since polyethylene glycol effectively
inhibits the antibacterial activity of the noncationic antibac-
terial agent. For ipstance. polyethylene glycol (PEG) 600
when present with triclosan in a weight ratio of 25 ri-
closan:1 PEG 600 reduces the antibacterial activity of tri-

et
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closan by a factor of about 16 from that prevailing in the
absence of the polyethylene glycol.

The pH of such oral preparation dentifrice of the inven-
tion is generally in the rental range of about 4.5 to about 9
or 10 and not preferably about 6.5 to about 7.5. 1t is
noteworthy that the compositions of the invention may be
applied orally at a pH below 5 without substantially decal-
cifying or otherwise damaging dental enamel. The pH can be
controlled with acid (e.g. citric acid or benzoic acid) or base
(e.g. sodium hydroxide) or buffercd (as with sodium citrate.
benzoate. carbonate. or bicarbonate. disodium hydrogen
phosphate. sodium dihydrogen phosphate. etc.).

In this invention, the oral composition dentifrice may be
substantially gel in character. such as a gel dentifrice. Such
gel oral preparations contain siliceous dentally polishing
material. Preferred polishing materials include crystalline
silica having particle sized of up to about 5 microns. a mean
particle size of up to about 1.1 microns. and a surface area
of up to about 50.000 cm.?/gm., silica gel or colloidal silica
and complex amorphous alkali metal aluminosilicate.

When visually clear or opacified gels are employed. a
polishing agent of colloidal silica, such as those sold under
the trademark SYLOID as Syloid 72 and Syloid 74 or under
the trademark SANTOCEL as Santocel 100 or alkali metal
almuinosilicate complexes (that is, silica containing alumina
combined in jts matrix) are particularly useful, since they are
consistent with gel-like texture and have refractive indices
close to the refractive indices of gelling agent-liquid
(including water and/or humectant)systems commonly used
in dentifices.

The polishing material is generally present in the oral
composition dentifrices such as toothpaste or gel composi-
tions in weight concentrations of about 5% to about 30%.

In a gel toothpaste. the liquid vehicle may typically
comprise about 3+35% by weight of water. such as about
10-35%. and humectant in an amount ranging from about
6.5% to about 80%. such as about 10% to about 8% by
weight of the preparation. In clear gels where the refractive
index is an important consideration. about 3-30% of water.
0 to about 70% of glycerine and about 20-25% of sorbitol
are preferably employed.

The oral composition dentifrices typically contain a natu-
ral or synthetic thickener or gelling agent in proportions of
about 0.1 to about 10%. preferably about Q.5 to about 5%,
A suitable thickener is synthetic hectorite. a synthetic col-
loidai magnesium alkali metal silicate complex clay avail-
able for example as Laponite (¢.g. CP. SF 2002.D) marketed
by Laporte Industries Limited. Laponite D analysis shows,
approximately by weight. 58.00% Si0Q,. 25.40% MgO.
3.05% Na,0. 0.98% Li.0. and some water and trace metals.
Its true specific gravity is 2.53 and it has an apparent bulk
density (g./ml. at 8% moisture) of 1.0.

Other suitable gelling agents or thickeners include Irish
moss. i-carrageenan. gum tragacanth. starch.
polyvinylpyrrolidene. hydroxyethypropyl-cellulose.
hydroxybutyl methy}l cellulose. hydroxypropyl methyl
cellulose. hydroxyethy! cellulose (c.g. available as
Natrosol). sodium carboxymethyl cellulose. and colloidal
silica such those available as fincly ground Syloid 244 and
Sylodent 15.

There may be atendency for the dentifrice to separate into
liquid and solid portions when about 5% by weight or more
of the optiopal solubilizing material such as propylene
glycol is present. Furthermore, in the present ipvention
excellent antiplaque effects can be obtained with small
amounts of antibacterial agent which do not even require
solubilizing agent. In the present invention. a prefemred
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dentifrice contains about 0.3% by weight of the antibacterial
agent and about 1.5-2% by weight of the polycarboxylate.

Without being bound to a theory whereby the advantages
of this invention are achieved, it is believed that an agucous.
humectant vehicle is normalty solubilized in surfactant
micelles in the mobile phase (that is. not including gelling
agent and polishing agent) of a deatfrice formula. The
mobile phase solution of dentifrice during use can become
diluted with saliva which causes triclosan to precipitate.
However. in the present invention. it is found that even in the
absence of a special solubilizing material for triclosan. when
the amount of triclosan is about 0.25%-0.35% by weight
and the polycarboxylate is present. sufficient wiclosan is
present to exert an cxcellent antiplaque effect on the soft
tissues al the gum line. Similar remarks apply to other
water-insoluble noncationic antibacterial agents hereio
described.

The oral composition dentifrice may also contain a source
of fluoride jons. or fluorine-providing component. as anti-
cari¢s agent. in an amount sufficient to supply about 25 ppm
to 5.000 ppm of fluoride ions. These compounds may be
slightly soluble in water or may be fully water-soluble. They
are characterized by their ability to release fluoride ions in
water and by substantial freedom from undesired reaction
with other compounds of the oral preparation. Among these
materials are inorganic fluoride salts, such as soluble alkali
metal. alkaline earth metal salts, or example. sodium
fluoride. potassium fluoride, ammonijum fluoride. calcium
flucride, a copper fluoride such as cuprous fluoride, zinc
fluoride, barium fluoride, sodium flourosilicate. ammonium
flourosilicate. sodium fluorozirconate. ammonium
fluorozirconate. sodium monofluorophosphate, aluminum
mono-and di-fluorophosphate. and fluorinated sodium cal-
cium pyrophosphate. Alkali metal and tin fluorides. such as
sodium and stannous fluorides. sodiurm monofiuorophos-
phate (MFP) and mixtures thereof. are preferred.

The amount of fluorine-providing compound is dependent
to some extent upon the type of compound. its solubility. and
the type of oral preparation. but it must be a mon-toxic
amount. generally about 0.0005 to about 3.0% in the prepa-
ration, In a dentifrice preparation. e.g. dental gel and an
amount of such compound which releases up to about 5.000
ppm of F ion by weight of the preparation is considered
satisfactory. Any suitable minimum amount of such com-
pound may be used. but it is preferable to employ sufficient
compound to release about 300 to 2,000 ppm. more prefer-
ably about 800 to about 1.500 ppm of fluoride ion.

Typically. in the cases of alkali metal fluorides. this
component is present in an amount up to about 2% by
weight, based on the weight of the preparation. and prefer-
ably in the rapge of about 0.05% to 1%. In the casc of
sodium monofiucrophosphate. the compound may be
present in an amount of about 0.1-3%. more typically about
0.76%.

It will be undersiood that, as is conventional. the oral
preparations are to be sold or otherwise distributed in
suitable labelled packages. Thus a dentifrice gel will usually
be in a collapsible tube. typically aluminum, lined lead or
plastic. or other squecze. pump or pressurized dispenser for
raetering out the contents, having a label describing it. in
substance. as a dentifrice gel or the like.

Organic surface-active agents are used in the composi-
tions of the present invention to achieve increased prophy-
lactic action. Mcreover, they assist in achieving thorough
and complete dispersion of the antiplaque antibacterial agent
throughout the oral cavity. and render the instant cornposi-
tions more cosretically acceptable. Indeed. at least one of
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surface-active agent or flavoring oil is present to effect
desired the solubilization of the antibacterial agent. The
organic surface-active material is preferably anionic. non-
ionic or ampholytic in nature. and it is preferred to cmploy
as the surface-active agent a detersive material which
imparts to the composition detersive and foaming properties.
Suitable examples of anionic surfactants are water-soluble
salts of higher fatty acid monoglyceride monosulfates, such
as the sodium salt of the monosulfated monoglyceride of
hydrogenated coconut oil fatty acids. higher alkyl sulfates
such as sodjumn lauryl sulfate. alkyl aryl sulfonates such as
sodium dodecyl benzene sulfonate, higher alkyl
sulfoacetates, higher fatty acid esters of 1.2-dihydroxy pro-
pane sulfonate. and the substantially saturated higher ali-
phatic acyl amidcs of lower aliphatic amino carboxylic acid
compounds, such as those having 12 to 16 carbons in the
fatty acid. alkyl or acyl radicals. and the like. Examples of
the last mentioned amides are N-lauroyl sarcosine, and the
sodium, potassium. and ethanolamine salts of N-lauroyl.
N-myristoyl, or N-palmitoy! sarcosine which should be
substantially free from soap or similar higher fatty acid
material. The use of these sarcosinate compounds in the oral
compositions of the present invention is particularly advan-
tageous since these maierials exhibit a prolonged and
marked effect in the inhibition of acid formatioo in the oral
cavity due to carbohydrate breakdown in addition to exert-
ing some reduction in the solubility of tooth enamel in acid
solutions. Examples of water-soluble nonionic surfactants
are condensation products of cthylene oxide with various
reactive hydrogen-containing compounds reactive therewith
having long hydrophobic chains (¢.g. aliphatic chains of
about 12 to 20 carbon atoms), which condensation products
(“ethoxamers™) contain hydrophilic polyoxyethylene
moietics, such as condensation products of poly(ethylene
oxide) with fatty acids. farty alcohols. fatry amides. poly-
hydric alcohols (e.g. sorbitan monosterate) and polypropy-
leneoxide (e.g. Pluronic materials).

Surface active agent is typically present in amount of
about 0.5-5% by weight, prefereably about 1-2.5%. As
indicated, surface-active agent is believed to assist in dis-
solving the noncationic antibacterial agent.

Various other materials may be incorporated in the oral
preparations of this invention such as whitcning agents,
preservatives, silicones. chlorophyll compounds and/or
ammoniated material such as urea. diammonium phosphate.
and mixtures thereof. These adjuvants. where present. are
incorporated in the preparations in amounts which do not
substantially adversely affect the properties and character-
istics desired, Significant amounts of zinc, magnresium and
other metal salts and materials, which are generally soluble
and which would complex with active components of the
instant invention are to be avoided.

Any suitable flavoring or sweetening matcrial may also be
employed. Examples of suitable flavoring constituents are
flavoring oils. e.g. oil of spearmint. pepperment.
wintergreen. sassafras. clove, sage. eucalyptus, marjoram.
cinnamon, lemon, and orange. and methyl salicylate. Suit-
able sweetening agents include sucrosc. lactose. maltose,
xylitol. sodium cyclamate, perillartine. AMP (aspartyi phe-
nyl alanine. methyl ester). saccharine and the like. Suitably.
flavor and swectening agents may each or together comprise
from about (.1% to0 5% morc of the preparation. Moreover.
flavoring oil is belicved to aid the dissolving of the antibac-
terial agent, together with or even in the absence of surface-
active agent

In the preferred practice of this invention an oral compo-
siion dentifrice comtaining the composition of the present
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invention is preferably applied regularly 1o dental enamel
and soft oral tissues, particularly at or near the gum line,
such as every day or every second or third day or preferably
from 1 to 3 times daily. at a pH of about 4.5 to about 9.
generally about 5.5 to about 8. preferably about 6 to 8, for
at least 2 weeks up to 8 weeks or more up to lifetime.

The compositions 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
8 gum base. illustrative of which may be mentioned
jelutong. rubber latex. vinylite resins. ete.. desirably with
conventional plasticizers or softeners. sugar or other sweet-
eners or carbohydrates such as glucose. sorbitol and the like.

The following examples are further illustrative of the
nature of the present invention. but it is understood that the
invention is not limited thereto. All amounts and proportions
referred to herein and in the appended claims are by weight,
unless otherwise indicated.

EXAMPLE |

The following dentifrice is prepared:

Parws

A B
Glycerine 10.00 -
Propylene Glycol — 10.00
Sorbitol {70%) 25.00 25.00
Yota carmagesnan 0.60 0.60
Cantrez $-97 2.00 200
Sodiun Sacchario (.40 0.40
Sodium Fluorde 0,243 0,243
Sudium Hydroxide (50%) 1.00 1.00
Titanium Oxide 0.50 0.50
Silica Polishing Agent
(Zeodent 113) 2000 20.00
Silica Thickener (Sylox 15) 5.%0 550
Sodivm Lawry} Sulfate 200 2.00
Water 31.507 31.507
Tricoksan ) 030
Flavor Onl 0.95 0.95

The above dentifrice A delivers Triclosan to the teeth and
soft gum tissue essentially as well as dentifrices B contain-
ing a special solubilizing agent for Triclosan. In other words.
a special solubilizing agent is not required for the dentifrice
of the present invention to be effective. Further, a corre-
sponding dentifrice in which the Gantrez polycarboxylate is
absent is substantially poorer in delivering Triclosan.

In the foregoing exampie. improved results may also be
obtained by replacing ftriclosan with other antibacterial
agents herein described such as phenol. thymol. eugenol and
2.2-methylene bis (4-chloro-6-bromophenol) and/or by
replacing Gantrez with other AEAs such as a 1:} copolymer
of maleic anrhyride and c¢thyl acrylate. sulfoacrylic
oligomers, Carbopols (e.g. 934). and polymers of alpha or
beta-styrenephosphonic acid monomers and copolymers of
these mopomers with cach or with other ethylenically uansat-
urated polymerizable monomers such as vinyl phosphonic
acid.

EXAMPLE 2

The following liquid phase dentifricc solutions are tested
for uptake and retention of triclosan on saliva coated HA
disks following the test procedures described in Example 1
with the indicated results:
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Pm

Ingredients A B C D s

Sorbitol (70% solution) .0 300 300 3.0
Glyeerol 9.5 95 9.5 2.5
Propylene Glycol 0.5 0s 0s 05
8L 200 00 200 200
NaF (1.243 0.243 1.243 0.243
Flavor 0il 095 095 095 0495
Trickosan 03 0.3 03 03
Water 54507 34507 54307 54507
Poly (beta-styrenephosphonic 20

scid)

Paly (alpha-styrenephosphonx 0

acid)

Polyviny! Akcobol 20

Adjusted to pH 6.5 with NaOH 310 1740 86.0 %0
Triclosan Uptake in

Micrograms on Saliva Coated

Disks

Retention of Triclosan on

Saliva Coated HA Disks

After:

Inirial 183.0
30 minutes 136.0
1 hotr 105.0
3 bours 830

The above results show that solution (D) containing
polyvinyl alcohol. not an AEA hercunder, produced a tri-
closan uptake of only 36.0, quite similar to the 31.0 uptake
of the control solution (A) without additive. In contrast.
solution (C) with poly (alpha-styrenephosphonic acid) pro-
duces an uptake of 86.0. more than double that of solutions
(A) and (D). and solution (B) with poly (beta- styrenephos-
phonic acid) produces an uptake about 5 times that of
solutions (A) and (D). tending to indicate further that vicinal
substitution of the delivery-enhancing group yields superior
results. The above results also show the surprisingly good
retention of triclosan on the HA disks over time obtained
with solution (B) containing poly (beta.styrenephosphonic
acid (M.W's about 3.000 to 10.000).

This invention has been described with respect to certain
preferred embodiments and it will be understood that modi-
fications and variations thereof obvious to those skilled in
the art are to be included within the purview of this appli-
cation and the scope of the appended claims.

We claim:

1. An oral composition dentifrice for attaching. adhering
or bonding a plaque-inhibiting antibacterial agent to oral
tooth and gum surfaces comprising in an orally acceptable
aqueous humectant vehicle. about 5-30% by weight of a
siliceous polishing agent and about 0.25%—0.35% by weight
of a substantally water insoluble noncationic antibacterial
agent. said oral composition comprising at least one of a
surface active agent and a flavoring oil and also containing
about 0.05-4% by weight of a water soluble or water
swellable antibacterial eahancing agent having an average
roaterial weight of about 100 w 1.000.000 which contains at
least one carboxylic delivery enhancing group and at least
onc organic retention-enhancing group. which delivery
cnhancing group enhances delivery of said antibacterial
agent 1o oral tooth and gum swfaces and said retention-
enhancing group cnhances attachment. adherence or bond-
ing of said antjbacterial agent oo oral tooth and gum
surfaces. wherein said oral compaosition is free of polyphos-
phate anticalculus agent in an effective apticalcu]us amount
and said vehicle is other than polyethylene giycol which
reduces the antibacterial activity of said antibacterial agent.
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2. An oral composition dentifrice for artaching adhering
or bonding a plaque-inhibiting antibacterial agent to oral
tooth and gum surfaces comprising in an orally acceptable
aqueous humectant vehicle. about 5-30% by weight of a
siliceous polishing agent and about 0.25%—0.35% by weight
of a substantially water insoluble noncationic antibacterial
agent. said oral composition comprising at least one of a
surface active agent and a flavoring oil and also containing
about 0.05--4% by weight of an anionic copolymer of maleic
acid or anhydride with another ethylenically unsaturated
polymerizable monomer, which copolymer enhances deliv-
cry and attachment. adherence or bonding of said antibac-
terial agent on oral tooth and gum surfaces. wherein said oral
composition is free of polyphosphate anticalculus agent in
an effective anticalculus amount and said vehicle is other
than polyethylene glycol which reduces the antibacterial
activity of said antibacterial agent.

3. The oral composition according to gither of claim 1 or
claim 2 wherein said antibacterial agent is selected from the
group consisting of halogenated diphenyl ethers. haloge-
nated salicylanilides, benzoic esters, halogenated carbonil-
1des and phenolic compounds.

4. The oral composition according to claim 2 wherein said
other monomer of said copolymer is methyl vinyl ether in a
4:1 to 1:4 molar ratio with the maleic acid or anhydride.

5. The oral cormposition according to claim 4 wherein said
copolymer has a molecular weight of about 30.000-1.000,
000.
6. The oral composition according to claim § wherein the
copolymer has an average molecular weight of about
70.000.

7. An oral composition according to claim 3 wherein said
antibacterial agent is triclosan.

8. An oral composition dentifrice for antaching. adhering
or bonding a plaque-inhibiting agent to oral tooth and gum
surfaces comprising in an orally acceptable aqueous humec-
tant vehicle. about 5-30% by weight of a siliccous polishing
agent. about 0.25%-0.35% by weight of a substantially
water insoluble noncationic phenolic antibacterial ageat.
said oral composition comprising at least one of a surface
active agent and a flavoring oil and about 0.054% by
weight of an antibacterial-cnhancing agent which contains at
least one delivery-enhancing functional group and at least
ope organic retention-enhancing group, wherein said
delivery-enhancing group cnhances delivery of said antibac-
terial agent to oral tooth and gum surfaces and said
retention-cahancing group enhances attachment. adherence
or bonding of said antibacterial agent on oral tooth and gum
surfaces. whexein said oral composition is free of polyphos-
phate anticaleulus agent in an effective anticalculus amount
and said vchicle is other than polyethylene glycol which
reduces the antibacterial activity of said amtibacterial agent.

9. The oral composition claimed in claim 8 wherein said
phenolic compound is selected from the group consisting of
phenol, thymol. eugenol and 2.2'-methylene bis (4-chloro-
6-txomophenol).

10. The oral composition claims in any of claims 1, 2,
4-6. 8 or 9 wherein said surface active agent is present in
amount of about 0.5-5% by weight.

11. The oral composition claims in any of claims 1. 2. 4-6,
8 or 9 wherein said flavoring oil is present in amount of
about 0.1-5% by weight.

12 The oral composition according to cither of claims
8-9 wherein said antibacterial-¢nhancing agent has an aver-
age molecular weight of about 100 to 1.000.000.

13. The oral composition according to claim 12 wherein
said delivery-enhancing group is acidic.
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14. The oral composition according to claim 13 wherein
said delivery-enhancing group is sclected from the group
consisting of carboxylic. phosphoric. phosphinic. and sul-
fonic acids. and salts. and mixtures thereof and wherein said
organic retention-enhancing group comprises the formula
—(X),—R wherein X is O.N. 5. 50. 50, P. PO or Si. R is
hydrophobic alkyl, aryl. alkaryl. alkenyl. acyl. aralkyl.
heterocyclic. or inert-substituted derivatives thereof, and n is
zero or 1 or more and wherein said antibacterial-enhancing
agent is a natural or synthetic monomer or a polymer
selected from the group consisting of oligomers,
homopolymers. copolymers of two or more monomers.
ionomers, block copolymers. graft copolymers and cross-
linked polymers and monorners.

15. The oral composition according to claim 14 wherein
said antibacterial-enhancing agent is an anionic polymer
containing a plurality of said delivery-enhancing and
retention-enhancing groups.

18

16. The oral composition according to claim 15 wherein
said anjonic polymer comprises a chain containing repeating
units each containing at least one carbon atom.

17. The oral composition according to claim 16 wherein
the unit contains at least one delivery-enhancing group and
at least one retention-enhancing group boanded to the same,
vicinal. or other atoms in the chain.

18. An oral composition comprising in an orally accept-
able aqueous humectant vehicle, about 5--30% of a siliceous
polishing agent, about 0.25%~0.35% of triclosan. at least
one of a surface active agent and a flavoring oil. and about
0.05—4% of a copolymer of maleic acid or anhydride with
methyl vinyl ether.

19. The oral composition according to any of claims 1. 2.
4-6. 8. 9 or 18 containing a fluoride-providing source.

* = = - =
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Como resultado del Examen de Fondo, realizado con fundamento en el articulo 45
de la Decision 486 de la Comisidon de la Comunidad Andina, se comunica:

1. Documentos estudiados

Descripcidn: Folios 32 a 48 como se radicé inicialmente.

Reivindicaciones: Folios 49 a 51como se radico inicialmente.
Folios 59 a 62 modificada en fase Internacional

Folios 86 a 89 modificada en fase Internacional

Prioridad: US2004 60639169 (2004-12-23) - folio 1
US2005 11256776 (2005-10-24) - folio 1

2. Modificaciones

Esta oficina acepta el nuevo capitulo reivindicatorio modificado que corresponde a
los folios 59 a 62, el cual es igual a la modificacion presente en los folios 86 a 89.
3. Objeto de la invencion

Titulo de la invencién: “Composiciones orales que contienen camellia oxidada”

El problema planteado en esta solicitud es la necesidad de composiciones orales
para prevenir o remover la placa dental.

Para resolver este problema técnico la solicitud en estudio proporciona una
composicion oral para remover la placa o inhibir su formacién que contiene
extracto de camelia semi oxidada.

Clasificacion Internacional de Patentes (CIP): A61K36/82; A61K47/30; A61K8/00;
A61P1/02

Primer Articulo 45 — Exp 07-63493



4. De la Solicitud de Patente
4.1.Reivindicaciones (Art 30 D 486, Art 22 PCT)
El capitulo reivindicatorio carece de claridad y concisién en cuanto a:

Las reivindicaciones 1 y 25 reclaman una composicion dque comprende un
extracto de tejido “semi oxidado” dicha expresion no es clara pues el caracter de
“‘semi” no define el estado de oxidacion, es ambigua y no permite la comparacion
con el estado de [a técnica; de igual manera la expresidon un “agente
acrecentador”, no es claro pues no establece a que tipo de sustancia se refiere y
no define la invencién. Se sugiere modificar dichas reivindicaciones definiendo de
mejor manera la invencion.

La reivindicacion 5 reclama una composicion la cual esta definida por un resultado
a alcanzar. Se sugiere modificar o eliminar esta del capitulo reivindicatorio.

La reivindicacion 1 reclama una composicion que comprende “entre 0.001 y 10%
en peso de un extracto de camelia”; este rango de peso es muy amplio por lo cual
la reivindicacion carece de concisién. Se sugiere que se limite el objeto de esta
reivindicacion teniendo en cuenta una generalizacion razonable de lo mostrado en
la memoria descriptiva.

Las reivindicaciones 6, 7 y 25 hace referencia a una composicion que contiene un
agente polimerico de peso molecular promedio de 100 a 1000000, este rango de
peso molecular es muy amplio y puede representar cualquier tipo de polimero, por
lo cual la reivindicacion carece de concisiéon. Se sugiere que se limite el objeto de
estas reivindicaciones teniendo en cuenta una generalizacion razonable de lo
mostrado en la memoria descriptiva.

La reivindicacién 10 dice: “una cantidad antiplaca efectiva de un agente

antibacterial”. A partir de 1o anterior se evidencia:

- la expresion “una cantidad efectiva” no es clara ya que no se establece un
valor especifico y no limita la invencién.

- se puede suponer que el solicitante pretendia decir que dicha composicién
comprende una cantidad "antibacterial” efectiva de un agente antibacterial.

Se sugiere modificar dicha reivindicacién.

La reivindicacion 25 dice: “una composicion oral para al menos una de inhibir y
remover la placa dental” lo anterior no es claro y se sugiere eliminar la expresion
“al menos una” que quita sentido a la oracién.

La reivindicacién 27 reclama una composicion dependiente de la 25, donde se
habla de un agente antibacterial sin embargo no se puede hacer una dependencia
debido a que la reivindicacion 25 no hace referencia a la presencia de un agente
antibacterial. Se sugiere eliminar dicha reivindicacion.

5. Determinacion del Estado de la Técnica
E! Estado de la Técnica se determind con base en la fecha de la solicitud

prioritaria 2004-12-23 y se encontraron los siguientes documentos que anticipan
el objeto de esta solicitud:

Iltem Documento f Titulo Feqha c!g
. : Publicacién
' ) .l Gallocatechin Gallate-Containing
: D_‘I‘ _VY_OOS 094878 | | Composition 2003_11_?20
D2 US5776435 | Antiplaque, antibacterial oral composition | 1998-07-07
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(*) Este documento se encuentra en idioma chino por lo cual se utiliza el documento
LJS2006/0134286 que corresponde a la misma solicitud pero en idioma ingles.

D1- Composicidn antibacteriana que contiene el galato del gallocatequina
proveniente del te de oolong como agente antibacteriano. La composiciéon puede
tener una fraccion del extracto de te absorbido en un compuesto de tipo polimero
metacrilato.

D2-Composicion antiplaca y antibacterial que comprende un agente antibacterial
como triclosan, una fuente de silice y una agente acrecentador del agente
antibacterial que permite mayor retencion de los en los dientes.

6. Analisis de Patentabilidad (Art 14 D486)

Comparacion de las caracteristicas técnicas esenciales, con las del estado de la
Técnica:

[ Caracteristicas esenciales ‘ D1 ] D2
Composicion oral J J

| - Extracto de Camellia semi oxidado(0.001%-10%) J |-

| - Agente acrecentador R

6.1.Nivel Inventivo (Art18 D486)

La reivindicacion 1 consiste en: “una composicién oral que comprende entre
0.001% y 10% en peso de un extracto de Camellia de tejido semi oxidado, y un
agente acrecentador”.

Estado de la Técnica mas cercano es D1 que divulga una composicion oral que
contiene extracto de camellia semi fermentado (el termino fermentado
corresponde a una expresion de la oxidaciéon de la planta como se describe en los
folios 34 a 36) especificamente extracto de hojas de te de oolong (parrafo 0015,
Ejemplos 1 a 5) como agente antibacterial, para la prevenciéon de la caries y la
formacion de placa bacteriana, dicho agente antibacterial se encuentra en
concentraciones entre 0.0001 y 0.5% (parrafo 0029, ejemplos 3 a 5) y dicha
composicion contiene ademas excipientes que dan estabilidad a la formulacion
entre los que se encuentran copolimeros aniénicos que se hinchan como
polietilen glicol, polimeros de carboxivinil, gomas, carragenina, entre otros
(Parrafo 0026, ejemplos 3 y 4). Adicionalmente es importante mencionar que D1
traslapa el rango de concentracion de extracto de camellia semioxidado
reivindicado en la solicitud, mostrando el mismo efecto antibacterial a
concentraciones menores (parrafo 0014; ejemplos 1y 2), siendo esto indicativo de
una ventaja de la formulacién de D1 con la de la solicitud.

La solicitud se diferencia de D1 en una concentracién mayor de extracto de
camelia de tejido semioxidado en la composicion (0.001% y 10% en peso) y que
contiene un agente acrecentador.

Es importante mencionar que la composicion de extracto de camellia semioxidado
divulgada en D1 muestra el mismo efecto antibacterial, a concentraciones
menores, (parrafo 0014, ejemplos 1 y 2) que la reivindicada en la presente
solicitud; siendo esto indicativo de una ventaja de la composicion de D1 con
respecto a la de la solicitud.

El hecho de incluir un agente acrecentador en la composicién que se daba a

conocer en D1, causa que las composiciones, tengan mayor retenciéon del
extracto de camellia de tejido semioxidado en los dientes y el tejido oral.
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Por tanto, el Problema Técnico Objetivo es: “cdmo modificar al composicién
conocida segun D1 para que tenga mayor retencién del extracto de camellia en
los dientes y el tejido oral”.

Por su lado D2 describe una manera de solucionar el problema técnico
mediante la adicion de un agente acrecentador ¢ de retencidn (columna 1
lineas 62 a 66); dicho agente es un copolimero de acido maléico o
anhidrido con metilvinil éter (columna 4, linea 65; columna 5,
reivindicacion 4) el cual permite una mejor retencion de componentes
antibacteriales (columna 10, linea 24 a 30; reivindicaciones 2 y 8) a la
superficie del diente.

La reivindicacion es obvia, porque el Experto en la Materia enfrentado al problema
de obtener mayor retencion de los componentes del extracto de camellia en los
dientes y el tejido oral, incluiria el agente acrecentador (copolimero de Acido
malénico o anhidrido con metilvinil éter) que se revela en D2, dentro de las
composiciones que se ensefian en D1, logrando de esta forma la composicion
objeto de esta solicitud, por lo cual la composicion de la reivindicacién 1 carece de
Nivel Inventivo.

Puesto que las reivindicaciones dependientes 11-12 no mencionan caracteristicas
inventivas adicionales, tampoco pueden ser consideradas inventivas.

6.2.Aplicacion industrial (Art 19 D 486)
Las reivindicaciones 14 a 24 hacen referencia a un método para remover la placa
e inhibir el depdsito de placa. Teniendo en cuenta que este método tiene que ser
aplicado a un individuo (humano) no se considera que tenga aplicacién industrial.

7. Conclusion

Los requisitos de Patentabilidad de la presente Solicitud estan afectados asi:

Item Documento ' Reivindicaciones afectadas Req:;:::t’:)aque
D1 WO03-094878 1,2,6,7,9,10 Nivel inventivo
D2 US5776435 8, 11,12 Nivel Inventivo

En cumplimiento del articulo 45 de la Decisiéon 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 notificacién de la presente comunicacion. En
caso de no dar respuesta al presente requerimiento, o si a pesar de la respuesta
subsistieran los impedimentos para la concesién, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),

del capitulo quinto di! j}égjl,g primero de la Circular Unica N° 10 de 2001.

JOSE LUIS SALAZAR LOPEZ
Director de Nuevas Creaciones (C)

_ s
El anterior requerimiento fue notificado por fijacion en lista, de fecha
CONCEPTO TECNICO ;' EXAMINADOR TECNICO
B No.0037 | Cédigo No0.20293
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